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Leitlinie intestinale Motilitatsstorung
Datum der Literatursuche: 1. September 2017
Search Hits
“Gastrointestinal Motility”[Mesh] OR “Intestinal Pseudo-Obstruction”[Mesh] OR “Colonic pseudo-obstruction” OR “Ogilvie’s syndrome” 2282
OR “Ogilvie syndrome” OR “Megacolon”[Mesh] OR “dyssynergic defecation” OR (“Pelvic Floor dysfunction” AND constipation[Mesh])
NOT (editorial[PT] OR historical article[PT] OR comment[PT] OR case reports[PT] OR (review[PT] NOT systematic[SB])) AND (German
[Language] OR English[Language]) NOT (animals[Mesh] NOT humans[Mesh]) AND (“2008/10/01”[PDAT] : “2016/12/01”[PDAT]) AND
(systematic[SB] OR meta-analysis[PT] OR randomized controlled trial[PT] OR controlled clinical trial[PT] OR clinical trial[PT] OR random-
ized[TIAB] OR placebo[TIAB] OR dt[SH] OR randomly[TIAB] OR trial[TI] OR groups[TIAB] OR “Cohort Studies”[Mesh] OR “Case-Control
Studies”[Mesh] OR cohort[tw] OR (case[tw] AND control[tw]))
Ergebnis und PRISMA Flow Chart
Systematische Literatur-
recherche PubMed
n=2282
Screening Ergebnis nach Titel-
/Abstractscreening Ausgeschlossene Abtracts
& - = 1766
n=>516 n
Literaturbewertung
Einbezogene Studien y
nach Qualitatsbewertung Ausgeschlossene Literatur

n=32 —> n=484
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Leitlinie Reizdarmsyndrom

Datum der Literatursuche: 23. September 2017

#1

#2

#3

(“Colonic Diseases, Functional”[MeSH]

NOT “Colonic Pseudo-Obstruction”[MeSH]
NOT “Neurogenic Bowel”[Mesh])

OR “functional bowel”
OR (“functional gastrointestinal”
NOT “dyspepsia”[MeSH])
OR bloat*
OR flatulence
OR “irritable bowel”
OR “functional constipation”
OR “functional abdominal pain”
OR “functional diarrhoea”
OR “functional diarrhea”
constipation
AND (macrogol
OR lactulose
OR lactitol
OR magnesium sulfate
OR anthraquinone
OR bisacodyl
OR sodium picosulfate
OR enema
OR colon irrigation
OR lecicarbon
OR glycerine)
(German|[LA]
OR English[LA])
NOT (letter[PT]
OR editorial[PT]
OR historical article[PT]
OR comment[PT]
OR case reports[PT])

#4
#5

#6

Search

NOT (animals[MeSH]

NOT humans[MeSH])
2008/10/01: 2017/08/31[PDAT]
systematic[SB]

OR randomized controlled trial[PT]
OR controlled clinical trial[PT]
OR clinical trial[PT]

OR randomized|[TIAB]

OR placebo[TIAB]

OR dt[SH]

OR randomly[TIAB]

OR trial[TI]

OR groups|TIAB]

OR epidemiologic studies[MeSH]
OR “case control studies”[MeSH]
OR “cohort studies”[MeSH]

OR “case control”[TW]

OR (cohort[TW]

AND (study[TW]

OR studies[TW]))
OR Cohort analy*[TW]
OR (follow up[TW]
AND (study[TW]
OR studies[TW]))

OR (observational[TW]

AND (study[TW]
OR studies[TW]))
OR longitudinal[TW]
OR retrospective[TW]
OR “cross sectional”[TW]
OR “cross sectional studies”[MeSH]

Hits

(#1 OR #2) AND #3 AND #4 AND 4918

(#5 OR #6)
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Ergebnis und PRISMA Flow Chart

Systematische Literatur-

recherche PubMed
n=4918

Screening Ergebnis nach Titel-
/Abstractscreening Ausgeschlossene Abtracts
n=978 —* | n=3940

|

Einbezogene Studien
nach Qualitatsbewertung — Ausgeschlossene Literatur

Literaturbewertung

n=267 n=71
B Evidenztabellen
Leitlinie intestinale Motilitdtsstorungen
Autor & Studientyp Populationsbe- Intervention, Kontrolle| Primarer Endpunkt, Methodische  Evidenz- Korres-
Jahr & (z.B. Meta-  schreibung & Vergleich sekundére Endpunkte, Kritik klasse pondie-
Journal-  analyse, Anzahl n Ergebnisse (EK), rendes
Zitat RCT, Obser- Relevanz  State-
vationsstu- fiir LL ment
die, 0.4.)
Pironi ESPEN gui- CIPO discussed We recommend that a specific 9,10
etal. Clin  delines on as reason for diet not be prescribed but
Nutr chronic chronic intes- that patients with CIPO be en-
2016 intestinal tinal failure in couraged to eat according to
Apr; failure in about 18 % of individual tolerance. (strong
35(2): adults adults and 23 % recommendation)
247-307 of children with We recommend that HPN not
home parenteral be delayed in malnourished
nutrition CIPO patients with chronic

gastrointestinal motility dys-
functions when oral/enteral
nutrition is obviously inade-
quate. (strong recommenda-
tion)

We suggest to avoid surgery
in CIPO patients, whenever
possible, due to the risk of
postoperative worsening of
intestinal function and need
for subsequent reoperation;
venting ostomy (either endo-
scopically or surgically),
however, can diminish symp-
toms in selected patients.
(weak recommendation)
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Autor &
Jahr &
Journal-
Zitat

Olausson
etal.
Am |
Gastoen-
terol

Emma-
nuel AV
et al. Ali-
ment
Pharma-
col Ther.
2012
Jan;
35(1):
48-55

Dalgic
etal.
Turk )
Gastro-
enterol
2005
Jun;

16 (2):
93-97

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Randomi-
sierte kon-
trollierte,
offene
Studie

RCT

Fallserie

Populationsbe-
schreibung &
Anzahl n

56 subjects with
insulin treated
DM and gastro-
paresis.

7 CIPO-Pat

4 Kinder mit
CIPO

Intervention, Kontrolle|
Vergleich

randomized to the inter-
vention diet or the con-
trol diet. The patients
received dietary advice by
a dietitian at 7 occasions
during 20 weeks. Gl
symptom severity,
nutrient intake and glyce-
mic control were meas-
ured before and after the
intervention

Double-blind, randomi-
sed, placebo-controlled,
cross-over trial of four
12-week treatment pe-
riods, with 2-4 mg pruca-
lopride or placebo daily.
In each of the first and
second 6 months there
was a prucalopride and a
placebo treatment.
Patients with proven
chronic intestinal pseu-
do-obstruction, including
dilated gut, were inclu-
ded. Evaluation was by
patient diary and global
evaluation

Erythromycin, Applika-

tionsweg und Dosis nicht
genannt

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

A significantly greater
reduction of the severity of
the key gastroparetic symp-
toms nausea/vomiting
(P=0.01), postprandial full-
ness (P=0.02) and bloating
(P=0.006) were seen in
patients who received the
intervention diet compared
with the control diet, and
this was also true for regurgi-
tation/heartburn (P=0.02),
but not for abdominal pain.
Anxiety was reduced after the
intervention diet, but not

after the control diet, whereas

no effect on depression or

quality of life was noted in any

of the groups. A higher fat
intake in the intervention
group was noted, but other-
wise no differences in body
weight, HbA1c or nutrient
intake were seen.

Seven patients participated
(mean 42 years, five female,
median symptom duration

11 years). Three discontinued,
two due to study length, and
one on prucalopride due to
unrelated malnutrition and
bronchopneumonia.

Four patients (three visceral
myopathy and one visceral
neuropathy) completed the
study; prucalopride signifi-
cantly improved pain in three
of four patients, nausea in
two, vomiting in one, bloating
in four and analgesic intake

After four weeks of therapy,
the symptoms of three
patients (Cases 1, 3, 4) were
resolved.

In the treatment of Case 2,
we used octreotide (50 pg
daily, subcutaneously)
because of failure of therapy
with erythromycin, metroni-
dazole and nasogastric
decompression. Her symp-
toms were resolved after
two weeks.
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Evidenz-
klasse
(EK),
Relevanz
fir LL

Methodische
Kritik

EK 1c

EK 1b
Prucalo-
prid
sympto-
matisch
wirksam
bei
einem
Teil der
Pat

sehr kleine
Studie

Unsystemati- EK 4
sche Beob-

achtung, feh-

lende Dosis-

angabe fiir
Erythromycin

Korres-
pondie-
rendes
State-
ment
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# Thieme

Autor & Studientyp

Jahr & (z. B. Meta-

Journal- analyse,

Zitat RCT, Obser-
vationsstu-
die, 0.4.)

Emma- Interventi-

nuel onsstudie,

etal. nicht kon-

Aliment trolliert,

Pharma- offen

col Ther

2004;

Mar 15;

19 (6):

687-694

Verne Interventi-

etal. Dig  onsstudie,

Dis Sci. nicht kon-

1995 trolliert,

Sep; offen

40 (9):

1892-

1901

Manini Fallserie

etal.

Paediatr

Drugs

2018

Apr;

20 (2):

173-180

e338

Populationsbe-
schreibung &
Anzahl n

Intervention, Kontrolle|
Vergleich

Fifteen consecu-
tive patients
(nine females;
median age

37 years;
median follow-
up, 41 months)

oral erythromycin, 1.5-
2.0g/day

14 CIPO Pat Our study was designed
to determine if octreotide
and erythromycin would
provide sustained relief
from nausea, abdominal
pain, and bloating in
pseudoobstruction. Using
gastrointestinal mano-
metry, quantitative
parameters of the activity
front of the migrating
motor complex at Baseli-
ne and after prokinetic
therapy with erythromy-
cin and octreotide were
determined in 14 patients
with intestinal pseudoob-
struction who had nau-
sea, abdominal pain, and
bloating. Patients were
treated with erythromy-
cin and octreotide for 20-
33 weeks

4 pts with CIPO
(N=1), gastropa-
resis, delayed
small bowel tran-
sit, chronic con-
stipation with fai-
lure to thrive, and
prolonged ileus
after pelvic sur-
gery with chronic
opioid use

Oral application, effective
dosing ranged between
0.25-2.0 mg/kg/day

van Leeuwen P et al. Leitlinienreport zu den

Methodische
Kritik

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Six patients (three primary vis-  Kleine Studie
ceral myopathy, two normal
histology on light microscopy,
one visceral myopathy secon-
dary to scleroderma) respon-
ded, with decreased pain and
vomiting, normalized bowel
dysfunction and decreased
episodes of ileus. Five of the six
patients (83 %) who responded
to erythromycin were male,
compared with two of the nine
non-responders (22 %)
(P=0.04). Four of the six res-
ponders (67 %) had histological
or immunohistological visceral
myopathy, compared with
three of the nine patients

(33 %) who failed to respond.
Responders were less likely
than non-responders to be
taking long-term opiates.

Octreotide increased the fre-
quency, duration, and motility
index of activity fronts (AFs)
from 1.2+/- 0.3 AFs/4 hr,

2.7 +[- 0.7 min, and

85 +/- 23 min mm Hg to
4.1+~ 0.8 AFs/4 hr, 5.5 +/-
0.7 min, and 152 +/-

24 min mm Hg, respectively
(P <0.05).

Antral activity was decreased
from 63 +/- 14to0 23 +/- 8%
by octreotide (P <0.05).
Erythromycin induced antral
activity; however, small intes-
tinal motor activity was sup-
pressed. While on erythromy-
cin and octreotide, five
patients had long-term
improvement of nausea and
abdominal pain. All respon-
ders had at least 5 AFs/4 hr
induced by octreotide.

kleine Studie,
kombinierte
Gabe von 2
Medikamen-
ten, deshalb
Einzeleffekt
schwer ab-
schétzbar

Decreased abdominal disten-
sion, increased enteral calo-
ries, decreased parenteral
nutrition

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 1c
Erythro-
mycin is
effective
for acute
episodes
of ileus
and chro-
nic symp-
toms in
some
patients
with
chronic
intestinal
pseudo-
obstruc-
tion

EK 1c
octreo-
tide and
erythro-
mycin
relieve
abdomi-
nal pain
and nau-
seain
pseu-
doob-
struction.
Patients
who have
at least

5 AFs/

4 hr after
octreoti-
de admi-
nistration
are most
likely to
clinically
respond.

EK 4

Korres-
pondie-
rendes
State-
ment
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Autor & Studientyp

Jahr & (z. B. Meta-

Journal- analyse,

Zitat RCT, Obser-
vationsstu-
die, 0.4.)

O’Dea Interventi-

etal. onsstudie,

Colorec- nicht kon-

tal Dis trolliert,

2010 offen

Jun;

12 (6):

540-548

Ambart- Interven-

sumyan tionsstudie,

etal. nicht kon-

Pediatr trolliert,

Drugs offen

2016

Oct;

18 (5):

387-392

Xu et al. Kohorten-

2015 studie

Medicine

94 (4):

e419

Populationsbe-
schreibung &
Anzahl n

13 adults with
STC(N=6) and
CIPO (N=7), not
responding to
standard conser-
vative therapy

16 total paren-
teral nutrition
(TPN)-depen-
dent children
with CIPO recei-
ving octreotide
(median age

5 years, range 1-
18; 88 % female)

61 Pat mit SLE
und IPO oder
Ureterohydro-
nephrose, IPO
als primdre
Manifestation
bei N=25,

183 Kontrollpat
mit nur SLE

Intervention, Kontrolle|
Vergleich

10 mg pyridostigmine
BID, in some pts increa-
sed to 30 mg BID orally,
duration unclear

0.2-1 pg/kg/d divided
into 2 doses iv

Patients were assigned to
1 of the 3 groups (SLE
with IPO and ureterohy-
dronephrosis, SLE with
IPO, and SLE with urete-
rohydronephrosis). The
clinical characteristics,
treatments, and progno-
sis were compared bet-
ween the 3 groups. All
patients were initially
treated with a high-dose
steroid. Thirty-one of
these patients (50.8 %)
also received intravenous
methylprednisolone pul-
se therapy.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Primary endpoint: improved
abdominal/bowel dilation
Secondary endpoint: Need for
surgery Improvement in all
pts with CIPO, few side
effects, surgery required later
onin 2 pts, Improvement in
only 1 pt with STC

Octreotide response was defi-
ned as an enteral feeding
increase of =10 cc/kg/day
overall feed increase in 11/16
(69 %) subjects and 7/16

(44 %) responders: three
tolerated >65 cc/kg/day
(discontinued TPN), one tole-
rated >30 cc/kg/day (decrea-
sed TPN) and three patients
tolerated 10-12 cc/kg/day.
Association between thera-
peutic octreotide response
and presence of octreotide-
induced phase Ill as well as a
higher median increase in
intestinal motility index after
octreotide. Side effects in four
patients: allergic reaction,
hyperglycemia, hypertension,
cholecystitis (gallstones)

Two patients died of bowel
perforation and lupus ence-
phalopathy, and the other

59 patients (96.7 %) achieved
remission after treatment.
Eight of the 47 IPO patients
who initially responded well
to immunotherapy relapsed;
however, all responded well
to retreatment with adequate
immunotherapy. Of these

8 patients, 4 relapsed follo-
wing poor compliance and
self-discontinuation of steroid
or immunosuppressant thera-
py. The rate of poor complian-
ce with immunotherapy and
the number of organ systems
involved in patients in the
recurrent [PO group were sig-
nificantly higher than those in
the non-recurrent IPO group.
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Methodische
Kritik

Kleine Studie

Kleine Studie

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 1c

EK 1c
Octreoti-
de safe
and
effective
in impro-
ving
enteral
tolerance
in TPN-
depen-
dent chil-
dren with
CIPO; an-
troduo-
denal
mano-
metry
may
predict
response

EK 2b
Cortico-
steroide
prompt
und wie-
derholt
wirksam
bei CIPO
bei SLE

Korres-
pondie-
rendes
State-
ment
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# Thieme

Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Kohorten-
studie

Raja et al.
Rheuma-
tology
(Oxford).
2016 Jan;
55 (1):
115-
119.
doi:10.1-
093/
rheuma-
tology/
kev318.
Epub
2015
Aug 28

Interven-
tionsstudie,
nicht kon-
trolliert,
offen

Flanagan
etal.
Neuro-
gastro-
enterol
Motil
2014
Sep;
26 (9):
1285-
1297

Nee et al
Clin Gas-
troente-
rol He-
patol.
2018 Jan
25. pii:
S1542-

Meta-Analy-
se von RCT

e340

Populationsbe-
schreibung &
Anzahl n

15 Pat mit syste-
mischer Sklerose
und abdominel-

ler Symptomatik

23 subjects eval-
uated for sus-
pected autoim-
mune Gl disease
with: 1) promi-
nent symptoms
of GI dysmotility
with abnormali-
ties on scintigra-
phy-manome-
try; 2)
serological
evidence or
personal/family
history of auto-
immune disease;

We included

27 placebocontr-
olled trials in our
meta-analysis
(23 trials eval-
uated p-opioid
receptor anta-
gonists),

Intervention, Kontrolle|
Vergleich

SSc patients with overlap
polymyositis who remai-
ned active and unrespon-
sive to conventional dis-
ease modifying agents
and who subsequently
received IVIG were identi-
fied. GI symptoms were
assessed using validated
questionnaires.

treated by immunothera-
py on a trial basis, 6-

12 weeks (intravenous
immune globulin, 16; or
methylprednisolone, 5; or
both, 2)

Randomized placebo
controlled trials of peri-
pheral p-opioid-receptor
antagonists (methylnal-
trexone, naloxone, nalo-
xegol, alvimopan, axelo-
pran, or naldemedine),
lubiprostone, or prucalo-

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

mean duration of IVIG treat-
ment was 2.3 years, with tre-
atment frequency ranging
from every 6 weeks to

4 months. Compared with Ba-
seline, there was a significant
reduction in gastro-oesopha-
geal reflux frequency and in-
tensity mean scores (P=0.006
and P=0.013, respectively).
Significant improvement in
the Gastrointestinal Tract
(GIT) 2.0 score from a Baseline
mean score of 1.07 (s.d. 0.67)
to 0.60 (0.46) (P=0.002) was
observed.

Response was defined sub-
jectively (symptomatic impro-
vement) and objectively

(Gl scintigraphy/manometry).
Symptoms at presentation:
constipation, 18/23; nausea
or vomiting, 18/23; weight
loss, 17/23; bloating, 13/23;
and early satiety, 4/23.

13 patients had personal/
family history of autoimmuni-
ty. Sixteen had neural autoan-
tibodies and 19 had extra-
intestinal autonomic testing
abnormalities. Cancer was
detected in 3 patients. Pre-
immunotherapy scintigraphy
revealed slowed transit (19/
21 evaluated; gastric, 11;
small-bowel, 12; colonic, 11);
manometry studies were
abnormal in 7/8. Post-immu-
notherapy, 17 (74 %) had
improvement (both sympto-
matic and scintigraphic, 5;
symptomatic alone, 8; scinti-
graphic alone, 4). Nine res-
ponders reevaluated had scin-
tigraphic evidence of
improvement. The majority of
responders who were re-eval-
uated had improvement in
autonomic testing (6 of 7) or
manometry (2 of 2).

primary efficacy outcomes
were defined as the efficacy
of the therapy to fail compar-
ed with placebo 23 trials eval-
uated p-opioid-receptor anta-
gonists, 3 trials evaluated
lubiprostone, and 1 trial eval-
uated prucalopride. In these

Methodische
Kritik

Kleine Studie

Kleine Studie,
unterschiedli-
che Therapie-
schemata

auch andere
Medikamente
eingeschlos-
sen (Lubipro-
ston, Prucalo-
prid), deren
Wirksamkeit
insgesamt

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 2b
Besse-
rung der
abdomi-
nellen SX
bei the-
rapiere-
fraktarer
syst.
Sklerose
durch iv
Immun-
globuline

EK 1c
Auch
probato-
rische
Therapie
maoglich
bei Hin-
weisen
auf Auto-
immun-
gesche-
hen

EK 1a

In aller
Regel nur
fur Pa-
tienten
unter
Opioid-
therapie,

Korres-
pondie-
rendes
State-
ment

9,10

9,10,
17
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Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Populationsbe-
schreibung &
Anzahl n

$3565
(18)300
87-89.
doi:10.
1016/
j.cgh.
2018.
01.021

5390 participan-
ts were random-
ized to receive
drug treatment
and 3491 receiv-
ed placebo

Kauf- RCT
mann

etal.

Gastro-

enterol

1988

Jun;

94 (6):

1351-

1356

12 healthy
volunteers

Di Stefa-
no et al.
Aliment
Pharma-
col Ther.
2000
May;

14 (5):
551-556

RCT, EG 21 SIBO Pat

Intervention, Kontrolle|
Vergleich

pride. Response to thera-
py was extracted in a
dichotomous assessment
as an overall response to
therapy. The effect of
pharmacologic therapies
was pooled and reported
as a relative risk (RR) of
failure to respond to the
treatment drug, with 95 %
Cls.

crossover, double-blind
fashion, colonic transit
scintigraphy during the
administration of a test
drug or control. The test
drugs were morphine

(0.1 mg/kg every 6 h s. c.)
or naloxone (0.8 mg every
6h s.c.); control was sali-
ne (1 mlevery 6hs.c.).

21 patients affected by
small intestinal bacterial
overgrowth (SIBO), fas-
ting, peak and total H2
excretion after ingestion
of 50 g glucose and seve-
rity of symptoms were
evaluated before and
after a 7-day course of
rifaximin, 1200 mg/day
(400mg t.d.s.), or chlor-
tetracycline, 1 g/day
(333 mg t.d.s.).

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

trials, 5390 patients received a
drug and 3491 received a pla-
cebo. Overall, p-opioid-recep-
tor antagonists, lubiprostone,
and prucalopride were supe-
rior to placebo for the treat-
ment of OIC, with a RR of fai-
lure to respond to therapy of
0.70 (95% Cl, 0.64-0.75) and
an overall number needed to
treat of 5 (95 % Cl, 4-7). When
restricted to only Food and
Drug Administration-appro-
ved medications for OIC, the
RR of failure to respond to
therapy was 0.69 (95 % Cl,
0.62-0.77), with a number
needed to treat of 5 (95% Cl,
4-7). NNT fiir p-opioid recep-
tor antagonisten: 3,4-7 Parti-
cipants who received p-opio-
id-receptor antagonists were
significantly more likely to
have diarrhea, abdominal
pain, nausea, or vomiting than
patients who received
placebo.

Morphine significantly delay-
ed transit in the cecum and
ascending colon (p less than
0.05), slowed the progression
of the geometric center (p less
than 0.01), and decreased the
number of bowel movements
per 48 h (p less than 0.005).
Naloxone accelerated transit
in the transverse colon and
rectosigmoid colon (p less
than 0.05) and accelerated
the progression of the geo-
metric center (p less than
0.05), but had no effect on the
number of bowel movements
per 48 h (p greater than 0.05).

Fasting, peak and total H2
excretion decreased signifi-
cantly in the group of patients
treated with rifaximin whereas
chlortetracycline did not mo-
dify these parameters. The H2
breath test normalized in 70 %
of patients after rifaximin and
in 27 % of patients after chlor-
tetracycline. The improve-
ment in symptoms was signi-
ficantly higher in patients
treated with rifaximin.
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Methodische  Evidenz-
Kritik klasse
(EK),
Relevanz
fir LL
dhnlich oder die nach
schwdcher, Maglich-
keine Studie keit zu
gezielt an vermei-
CIPO Pat den ist.
Kleine Studie EK 1b
an Gesunden Beschleu-
nigung
des Tran-
sits auch
bei Opio-
id-naiven
Pat.
moglich
kleine Studie, EK 1b
nicht gezielt
CIPO

Korres-
pondie-
rendes
State-
ment

9,10,
17
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# Thieme

Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Laurita- RCT
no et al.
Eur Rev
Med
Pharma-
col Sci.
2009
Mar -
Apr;

13 (2):
111-116

Kohorten-
studie

Sabbagh
etal.
Neuro-
gastro-
enterol
Motil
2013
Oct;

25 (10):
e680-
€686

Kohorten-
studie

Tuteja
etal.
Neuro-
gastro-
enterol
Motil
2010
Apr;

22 (4):
424-430

e342

Populationsbe-
schreibung &
Anzahl n

142 consecutive
patients with di-
agnosis of small
intestinal bacte-
rial overgrowth.
Diagnosis of
small intestinal
bacterial over-
growth based on
the clinical his-
tory and the
positivity of glu-
cose breath test.

63 CIPO pts
(33 women,
median age 37
[range: 15-79]
years). Median
followup 6 (0.2-
28) years

Ambulatory
chronic non can-
cer pain patients
(CNCP) (n=146)
taking regularly
scheduled opio-
ids, N=98

Intervention, Kontrolle|
Vergleich

Patients were randomi-
sed to two 7-day treat-
ment groups: rifaximin
1200 mg/day and metro-
nidazole 750 mg/day.
Glucose breath test was
reassessed 1 month after.
Compliance and side-
effect incidence were also
evaluated.

Surgery for CIPO

invited to complete the
Bowel-Disease-Question-
naire and a painsensitive
HRQol instrument. The
Rome-II criteria were
used to define bowel dis-
orders. Narcotic bowel
syndrome was defined as
presence of daily severe
to very severe abdominal
pain of more than

3 months duration requi-
ring more than 100 mg of
morphine equivalent per
day.

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

glucose breath test normali-
zation rate was significantly
higher in the rifaximin with
respect to the metronidazole
group (63.4 % versus 43.7 %;
p<0.05; OR 1.50, 95% CI
1.14-4.38). The overall prev-
alence of adverse events was
significantly lower in rifaximin
with respect to metronidazole
group.

Outcome parameters: Postop
morbidity, (Clavien-Dindo
classification) and CIPO-relat-
ed re-operation rates Overall
postop mortality rate was

7.9 %. Overall morbidity rate
was 58.2 % (Clavien-Dindo =3
in 20.7 %) leading to reopera-
tion in 17 % of cases. In multi-
variate analysis, major postop
morbidity (Clavien-Dindo > 3)
was significantly increased
when there was an intraoper-
ative bowel injury (HR=15.7
[2.4-102], P=0.004), idiopa-
thic CIPO (HR=4.2 [1.5-12],
P=0.007) and emergency
procedure (HR=3 [1.3-6.8].
After the first surgery, proba-
bilities of CIPO-related re-
operation were 44 %, 60 %,
and 66 % at 1, 3, and 5 years
respectively.

Ninety-eight patients (69 %)
returned the survey. Respon-
dents had taken opioids for 10
days to 10 years (median 365
days) at a median daily dose of
127.5 mg morphine-equiva-
lent (range 7.5-600 mg).
Constipation prevalence was
46.9% (95 % Cl 36.8-57.3),
nausea 27 % (95% Cl 17.2-
35.3), vomiting 9% (95 % Cl
17.2-35.3), and gastro-
esophageal reflux disease 33 %
(95% Cl 23.5-42.9).

Chronic abdominal pain was
reported by 58.2% (95 % Cl
53.2-73.9) and 6.4 %, (95 % Cl
2.4-13.5) fulfilled the criteria
of NBS. Prevalence of consti-
pation increased with dura-
tion of treatment.

Methodische
Kritik

nicht gezielt
CIPO

EK 2b

Nicht gezielt
an CIPO-Pat

Korres-
pondie-
rendes
State-
ment

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 1b
Rifaximin
effekti-
ver und
vertragli-
cher als
Metro-
niazol

surgical 9,11
manage-
ment
associat-
ed with
high
postope-
rative
morbidi-
ty and
mortality
rates and
frequent
reopera-
tion. At-
tempts
should
be made
to avoid
surgery

EK 2b
Opiate
kénnen
abdomi-
nelle
Schmer-

9,12

zen ver-
starken
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Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Jeong RCT
et al. Ali-

ment

Pharma-

col Ther

2012

Gaskell et
al. Coch-
rane Syst
Rev Da-
tabase
2016 Jul
28;7(7):
CD010
692

Meta-Analy-
se von RCTs

Sloyer Fallserie
et al. Dig

Dis Sci.

1988

Nov;

33(11):

1391-

1396

Kohorten-
studie

Loftus
etal. Am
] Gastro-
enterol.
2002
Dec;

97 (12):
3118-
3122

Kohorten-
studie

Zhao
etal.
Gastro-
entero-
logy Re-
search
and
Practice
2017

Populationsbe-
schreibung &
Anzahl n

38 gesunde
Mdnner

687 Pat mit
Nicht-Tumor-
Schmerz

25 Pat. mit
ACPO und mali-
gner Grunder-
krankung

151 Pat mit
ACPO

138 Pat mit
ACPO, stratifi-
ziert nach Ko-
lonwanddicke
(normal: ACPO-
NT, akut ver-
dickt: ACPO-T)

Intervention, Kontrolle|
Vergleich

randomised, parallel-
group, double-blind, pla-
cebo-controlled study of
the effects of identical-
appearing tapentadol
immediate release (IR),
75 mg t.d.s., or oxycodo-
ne IR, 5mg t.d.s., for

48 h, we measured gastric
(GE), small bowel (SBT
measured as colonic fil-
ling at 6 h) and colonic
transit by validated scinti-
graphy.

Oxycodone vs placebo

konservative, nicht en-
doskopische Therapie

primar konservative The-
rapie, ggf. spezifisch me-
dikamentos (Neostig-
min), endoskopisch oder
operativ

primar konservative The-
rapie, ggf. spezifisch
medikamentos (Neostig-
min), endoskopisch oder
operativ, prospektive
Datenerfassung

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Health-related quality of life
was low in patients with chro-
nic abdominal pain.

oxycodone and tapentadol
significantly delayed GE t1/2
and SBT, but not overall colo-
nic transit, compared to pla-
cebo. Transit profiles in all
regions were not significantly
different between oxycodone
and tapentadol at the doses
tested. Both oxycodone and
tapentadol were associated
with nausea and central
effects attributable to central
opiate effects

The RR for participants expe-
riencing constipation with
oxycodone MR compared with
placebo was 3.6 (2.4 to 5.4);
the NNH was 4.4 (3.4 to 6.0)

Klinische Besserung/Erholung
bei 23 von 25 innerhalb von
im Mittel 3 Tagen

Klinische Erholung unter
Basistherapie ohne spezifische
Medikation bei 77 %, Verab-
reichung von Neostigmin bei
18 Pat., Ansprechen initial bei
16 Pat (89 %), anhaltend bei
11 (61 %)

Overall efficacy of nonsurgical
treatment in ACPO-NT rea-
ched 97.91 % versus 64.4 % in
the ACPO-T (p<0 01). ACPO-
NT had significantly higher
efficacy in conservative treat-
ment (62.50 % versus 24.44 %,
p<0001). Neostigmine effi-
cacy was only 17.64 % in

Thieme. All rights reserved.

Evidenz-
klasse
(EK),
Relevanz
fir LL

Methodische
Kritik

kleine Studie EK 1b

an Gesunden

nicht gezielt EK 1a

an CIPO-Pat

EK 4
konser-
vative
Therapie
als Basis-
therapie
bei ACPO
sinnvoll

EK 2b
hohe
Wahr-
schein-
lichkeit
fiir Erho-
lung un-
ter Basis-
therapie,
auch
ohne
spezifi-
sche Me-
dikation

EK 2b
hohe
Wahr-
schein-
lichkeit
fur Erho-
lung un-
ter Basis-
therapie,

Korres-
pondie-
rendes
State-
ment

9,10,
12

13,15

e343



# Thieme

Autor &
Jahr &
Journal-
Zitat

van der
Spoel

et al.
Intensive
Care
Med.
2001
May;

27 (5):
822-827

Ponec
et al.

N Engl |
Med.
1999 Jul
15;

341 (3):
137-141

e344

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

RCT

RCT

Populationsbe-
schreibung &
Anzahl n

30 beatmete
Patienten mit
Multiorganver-
sagen und asso-
Ziierter Pseu-
doobstruktion
eingeschlossen,
24 auswertbar

21 Pat mit ACPO
All had abdomi-
nal distention
and radiogra-
phic evidence of
colonic dilation,
with a cecal
diameter of at
least 10 cm, and
had had no
response to at

Intervention, Kontrolle|
Vergleich

Continuous intravenous
administration of neos-
tigmine 0.4-0.8 mg/h
over 24 h, or placebo.

We randomly assigned

11 to receive 2.0 mg of
neostigmine intravenous-
ly and 10 to receive intra-
venous saline. A physician
who was unaware of the
patients’ treatment
assignments recorded cli-
nical response (defined as
prompt evacuation of fla-
tus or stool and a reduc-

Methodische
Kritik

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

ACPO-T, which was signifi-
cantly lower than that in the
ACPO-NT (77.78%, p<0,001).
Colonoscopic decompression
had better results in the ACPO
than in the ACPO-T, though
with no significant difference
(75 % versus 42.86 %,
p=0,318). One ACPO-NT pt
was irresponsive to nonsurgi-
cal treatment underwent ile-
ostomy and eventually reco-
very, 32 ACPO-T pts were
irresponsive to nonsurgical
treatment and underwent ile-
ostomy, colectomy, or colos-
tomy, which were also effecti-
ve in 26 subjects.

Time to first defecation and ad-  Kleine Studie
verse reactions recorded. 30 pts
randomized, 24 could be eva-
luated. The mean prestudy time
was 5 days, mean APACHE II
score on admission was 23.2,
and mean MOF score on the day
of the study was 6.4. Of

13 patients receiving neostig-
mine, 11 passed stools, whereas
none of the placebo-treated
patients passed stools
(P<0.001). After 24 h, the
nonresponders received in a
cross-over fashion neostigmine
or placebo respectively. Eight
out of the 11 neostigmine pa-
tients now passed stools (mean
11.4h), and none of the place-
bo patients. Overall, in none of
the pts did passage of stools
occur during placebo infusion,
whereas 19 of the 24 neostig-
minetreated patients had defe-
cation (79 %). No acute serious
adverse effects occurred, but

3 patients had ischemic colonic
complications 7-10 days after
treatment.

Ten of the 11 patients who Kleine Studie
received neostigmine had
prompt colonic decompressi-
on, as compared with none of
the 10 patients who received
placebo (P <0.001). The me-
dian time to response was

4 minutes (range, 3 to 30).
Seven patients in the placebo
group and the one patient in
the neostigmine group wit-

Evidenz-
klasse
(EK),
Relevanz
fir LL

auch
ohne
spezifi-
sche Me-
dikation,
vor allem
bei Pa-
tienten
ohne Ko-
lonwand-
verdi-
ckung

EK 1b
Continu-
ous infu-
sion of
0.4-

0.8 mg/h
of neos-
tigmine
promo-
tes defe-
cation in
ICU pa-
tients
with a
colonic
ileus wit-
hout im-
portant
adverse
reac-
tions.

EK 1b
Neostig-
min ist
effektiv

Korres-
pondie-
rendes
State-
ment

14

14
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Autor &
Jahr &
Journal-
Zitat

Anti

et al. He-
patogas-
troente-
rology.
1998
May-
Jun;

45 (21):
727-732

Wood
etal.

J Urol.
2018 Mar
1. pii:
S0022-
5347
(18)42
401-
4009.
doi:10.
1016/
j.juro.
2018.
02.3089

Yang
etal.
World |
Gastro-
enterol
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Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Interventi-
onsstudie,
randomi-

siert, offen

Syst Review
auch von
nichtkon-
trollierten
Studien

Meta-Analy-
se von RCTs

Populationsbe-
schreibung &
Anzahl n

least 24 hours of
conservative tre-
atment.

117 Pat. mit
chronischer
funktioneller
Obstipation

Pts with chonic
constipation in
5 high-quality
RCTs with data
on stool fre-

Intervention, Kontrolle|
Vergleich

tion in abdominal disten-
tion), abdominal circum-
ference, and measure-
ments of the colon on
radiographs. Patients
who had no response to
the initial injection were
eligible to receive open-
label neostigmine three
hours later.

(aged 18-50 years) were
randomly divided into
two treatment groups.
For two months both
groups consumed a
standard diet providing
approximately 25 g fiber
per day. Group 1

(58 patients) was allowed
ad libitum fluid intake,
while Group 2 was
instructed to drink 2 liters
of mineral water per day.
Compliance was monito-
red throughout the study
and results were assessed
in terms of bowel-move-
ment frequency and laxa-
tive use.

We systematically revie-
wed published articles
from 1972 through 2017
on PubMed® and the
Cochrane Library. The
data were reviewed inde-
pendently by 2 individual.
s Studies were included if
they explored water inta-
ke in relation to the risk of
a particular disease.

Dietary fibre vs. placebo

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

hout an initial response
received open-label neostig-
mine; all had colonic decom-
pression. Two patients who
had an initial response to ne-
ostigmine required colonos-
copic decompression for re-
currence of colonic distention;
one eventually underwent
subtotal colectomy. Side ef-
fects of neostigmine included
abdominal pain, excess saliva-
tion, and vomiting. Sympto-
matic bradycardia developed
in two patients and was treat-
ed with atropine.

Fiber intake was similar in the
two groups, while total daily
fluid intake in Group 2 (mean
2.1 liters) was significantly
greater than that of Group 1
(1.1 liters)(p<0.001). In both
groups, there were statistical-
ly significant increases in stool
frequency and decreases in
laxative use during the two-
month trial, but both changes
were greater in Group 2 (stool
frequency: p<0.001 vs. Group
1; laxative use: p<0.001 vs
Group 1).

There was no available evi-
dence to support increased
fluid for treatment of consti-
pation, dehydration may exa-
cerbate chronic constipation
intake in patients with cardio-
vascular disease, constipation,

Dietary fiber showed signifi-
cant advantage over placebo
in stool frequency (OR=1.19;
95% Cl: 0.58-1.80, P <0.05).
There was no significant diffe-

; 59: 334-e534 | © 2021. Thieme. All rights reserved.

Methodische  Evidenz-
Kritik klasse
(EK),
Relevanz
fir LL
EK 1c
nicht gezielt EK 2a
STC
nicht gezielt EK 1a
STC

Korres-
pondie-
rendes
State-
ment

e345



# Thieme

Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

2012
Decem-
ber 28;
18 (48):
7378-
7383
ISSN
1007-
9327
(print)
ISSN
2219-
2840
(online)

Shah
etal. Am
] Gastro-
enterol.
2018
Mar;

113 (3):
329-
338.
doi:10.
1038/
ajg.2017.
495,
Epub
2018
Jan 30

Meta-
analyse
von RCTs

Emma-
nuel
etal. Am
] Gastro-
enterol
2014
Jun;

109 (6):
887-894

Integrierte
Analyse von
Daten aus 3
von RCT

And-
resen
etal.
Gastro-

RCT

e346

Populationsbe-
schreibung &
Anzahl n

Intervention, Kontrolle|
Vergleich

quency, stool
consistency, tre-
atment success,
laxative use and
gastrointestinal
symptoms,

>1000 Pat mit
chronischer idio-
pathischer Obs-
tipation

FDA-approved composite
responder endpoint for
CIC is defi ned as impro-
vement in complete
spontaneous bowel mo-
vements (CSBM) =1 per
week with =3 CSBM per
week for at least 75 % of
weeks in a 12-week trial
of therapy

Colonic transit measure-
ments (CTT) before and
at the end of treatment
with once daily treatment
with prucalopride 2 mg
(n=98) and 4 mg (n=70)
or placebo (N=112)

280 patients
with chronic
constipation
mean age was
43 years, 93 %
were women,
and mean dura-
tion of constipa-
tion was

19 years.

36 women with
constipation-
predominant
irritable bowel

Participants underwent
5-day Baseline and 5-day
treatment periods; gas-
trointestinal transit (by

Evidenz-
klasse
(EK),
Relevanz
fir LL

Methodische
Kritik

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

rence in stool consistency,
treatment success, laxative
use and painful defecation,
between the two groups.

Linaclotideat 72 p g EK 1a
(OR=3.11, 95 % confidence
interval (Cl) 1.81-5.34; num-
ber needed to treat
(NNT)=12, 95% CI 6-29) and
145 p g (OR=3.25,95% Cl
2.15-4.91; NNT=10, 95% Cl
6-19) doses, as well as pleca-
natide at 3mg (OR=1.99,
95% Cl 1.57-2.51; NNT=11,
95% Cl 8-19) and 6 mg
(OR=1.90,95% Cl 1.46-2.47;
NNT=12, 95% Cl 8-23) do-
ses, were more likely than pla-
cebo to meet the FDA respon-
der endpoint for CIC

nicht gezielt
STC

After a once daily treatment EK1a/b
with prucalopride 2mg
(n=98)and 4 mg (n=70), CTT
was reduced by 12.0h (95 %
confidence interval (Cl): -
18.9, -5.1) and 13.9h (95 %
Cl: -20.5, -7.4), respectively;
CTT increased by 0.5h (95 %
Cl: -4.5, 5.5) with placebo
(n=112). At the end of the
trial, symptoms including
bloating/flatulence/distension
and straining were rated as
severe or very severe by a
higher proportion of patients
with slow or very slow CTT
(>48h) than by those with
normal CTT.

Nur teilweise EK 1b

STC

Significant overall treatment
effect on ascending colon
emptying half-time
(P=0.015) and overall colonic

Korres-
pondie-
rendes
State-
ment

17

17

17
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Autor &
Jahr &
Journal-
Zitat

enterol
2007
Sep;

133 (3):
761-768

Lacy
etal.
PLoS
One
2015
Jul 29;
10 (7):
e0134
349

Bharu-
chaetal.
Gut
2013
May;

62 (5):
708-715

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

RCT

RCT

Populationsbe-
schreibung &
Anzahl n

syndrome; colo-
nic transit was
normal in >50%
patients

intent-to-treat
population:

483 pat who fu-
liflled Rome Il
criteria for chro-
nic constipation
with an average
abdominal bloa-
ting score 25
(self-assess-
ment: 0 10-
point numerical
rating scale)
(meanage=47.3
years, fema-
le=91.5%,
white=67.7 %).

30 patients
(mean + SEM
age 50+ 2 years)
with diabetes
mellitus (18 type
1,12 type 2) and
chronic consti-

Intervention, Kontrolle|
Vergleich

validated scintigraphy)
and bowel function (by
daily diaries) were asses-
sed. Treatment effects
were compared using
analysis of covariance
(Baseline colonic transit
as covariate) with pairwi-
se comparisons of each
dose vs placebo

randomized patients to
oral linaclotide (145 or
290 pg) or placebo once
daily for 12 weeks Pa-
tients reported abdomi-
nal symptoms (including
bloating) and bowel
symptoms daily; adverse
events were monitored.

After a 9-day Baseline
period randomised to oral
placebo or pyridostigmi-
ne, starting with 60 mg
three times a day, increa-
sing by 60 mg every third
day up to the maximum

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

transit at 48 hours (P=0.02)
but not overall transit at

24 hours (P=ns), with a sig-
nificant acceleration by lina-
clotide 1000 microg vs place-
bo (P=0.004 and P=0.01,
respectively) but no signifi-
cant effect of linaclotide
100-microg dose. There were
significant overall treatment
effects on stool frequency,
stool consistency, ease of pas-
sage, and time to first bowel
movement with a strong dose
response for stool consistency
(overall, P <0.001). No safety
issues were identified.

The primary responder end-
point required patients to
have =3 complete spontane-
ous bowel movements/week
with an increase of 21 from
Baseline, for =9 of 12 weeks.
The primary endpoint com-
pared linaclotide 145 pg vs.
placebo.

The primary endpoint was met
by 15.7 % of linaclotide 145 pg
patients vs. 7.6 % of placebo
patients (P < 0.05). Both lina-
clotide doses significantly im-
proved abdominal bloating vs.
placebo (P < 0.05 for all secon-
dary endpoints, controlling for
multiplicity). Approximately
one-third of linaclotide pa-
tients (each group) had 250 %
mean decrease from Baseline
in abdominal bloating vs. 18 %
of placebo patients (P < 0.01).
Diarrhea was reported in 6 %
and 17 % of linaclotide 145 and
290 pg patients, respectively,
and 2 % of placebo patients.
AEs resulted in premature dis-
continuation of 5% and 9% of
linaclotide 145 pg and 290 ug
patients, respectively, and 6 %
of placebo patients.

19 patients (63 %) had mode-
rate or severe autonomic dys-
function; 16 (53 %) had diabe-
tic retinopathy. 14 of

16 patients randomised to
pyridostigmine tolerated

360 mg daily; two patients
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Methodische

Kritik

nicht gezielt
STC

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 1b
linacloti-
de signi-
ficantly
impro-
ved ab-
dominal
symp-
toms; in
particu-
lar, lina-
clotide
signifi-
cantly
impro-
ved ab-
dominal
bloating.

EK 1b
oral pyri-
dostig-
mine ac-
celerates
colonic
transit

Korres-
pondie-
rendes
State-
ment

e347



# Thieme

Autor &
Jahr &
Journal-
Zitat

Ford
et al. Gut

2011; 60:
209e218.

doi:10.
1136/
gut.
2010.
227132

Dinning
etal.
BMC
Gastro-
enterol
2011
Nov 10;
11: 121

Stiens
etal.
Spinal
Cord.

e348

Studientyp Populationsbe-

(z.B. Meta-  schreibung &

analyse, Anzahl n

RCT, Obser-

vationsstu-

die, 0.4.)
pation without
defaecatory dis-
order

Meta- Vgl. Ergebnisse

Analyse

von RCTs

Kohorten- 94 patients with

studie scintigraphically
confirmed slow
transit constipa-
tion were enrol-
led in the study

Interventi- 14 persons with

onsstudie, spinal cord inju-

kontrolliert, ry with chronic

cross-over stable paralysis

Intervention, Kontrolle|
Vergleich

tolerated dose or 120 mg
three times a day; this
dose was maintained for
7 days. Gastrointestinal
and colonic transit
(assessed by scintigra-
phy) and bowel function
were evaluated at Baseli-
ne and the final 3 and

7 days of treatment,
respectively. Treatment
effects were compared
using analysis of covari-
ance, with gender, body
mass index and Baseline
colonic transit as covaria-
tes.

Placebo controlled trials
of laxatives or pharmaco-
logical therapies in adult
CIC patients were eligible.
Minimum duration of
therapy was 1 week. Trials
had to report either a
dichotomous assessment
of overall response to
therapy at last point of
followup in the trial, or
mean number of stools
per week during therapy

Patients with confirmed
slow transit constipation
completed 3-week stool
diaries, detailing stool
frequency and form,
straining, laxative use and
pain and bloating scores.
Each diary day was classi-
fied as being under laxati-
ve affect (laxative af-
fected days) or not
(laxative unaffected
days).

Subjects received HVB bi-
sacodyl suppositories for
six sequential BC sessions
and then were crossed

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

took 180 mg daily. Compared
with placebo (mean + SEM
1.98+0.17 (Baseline),
1.84+0.16 (treatment)), pyri-
dostigmine accelerated

(1.96 £0.18 (Baseline), 2.45 +
0.2 units (treatment),
p<0.01) overall colonic transit
at 24 h, but not gastric emp-
tying or small-intestinal tran-
sit.

Treatment effects on stool
frequency, consistency and
ease of passage were signifi-
cant (p <0.04). Cholinergic
side effects were somewhat
more common with pyridos-
tigmine (p=0.14) than with
placebo.

21 eligible RCTs were identified.
Laxatives (seven RCTs, 1411 pa-
tients, RR 0.52; 95% Cl 0.46 to
0.60), prucalopride (seven tri-
als, 2639 patients, RR 0.82;
95% Cl 0.76 to 0.88), lubipro-
stone (three RCTs, 610 patients,
RR 0.67; 95% Cl 0.56 to 0.80),
and linaclotide (three trials,
1582 patients, RR 0.84; 95% Cl
0.80 to 0.87) were all superior
to placebo in terms of a re-
duction in risk of failure with
therapy. Treatment effect re-
mained similar when only RCTs
at low risk of bias were included
in the analysis. Diarrhoea was
significantly more common
with all therapies

When compared with laxative
unaffected days, on the laxa-
tive affected days patients had
a higher stool frequency (OR
2.23;P<0.001) and were
more likely to report loose
stools (OR 1.64; P <0.009).
Laxatives did not increase the
number of bowel actions
associated with a feeling of
complete evacuation. Laxative
use had no affect upon strai-
ning, pain or bloating scores

BC event times were utilized

to derive BC intervals: suppo-
sitory insertion to first flatus =
Time to flatus, first flatus until

Evidenz-
klasse
(EK),
Relevanz
fir LL

Methodische
Kritik

and im-
proves
bowel
function
in diabe-
tic pa-
tients
with
chronic
constipa-
tion

nicht gezielt EK 1a

STC

EK 2b

EK 1c
Bisaco-
dyl-Zapf-
chen auf

spezielle Sub-
gruppe von
Pat., kein Ver-
gleich mit

Korres-
pondie-
rendes
State-
ment

17

17

18
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Autor &
Jahr &
Journal-
Zitat

1998
Nov;
36 (11):
777-781

Yietal.
Turk |
Gastro-
enterol
2014
Oct;

25 (5):
488-492

Lazzaro-
ni et al.
Clin
Drug
Investig.
2005;

25 (8):
499-505

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Design,
offen

Meta-Analy-
se von teils
unkontrol-
lierten
Studien

RCT

Populationsbe-
schreibung &
Anzahl n

from upper mo-
tor neuron spinal
cord injury for
greater than one
year with a sta-
ble vegetable oil
based (HVB)
bisacodyl suppo-
sitory initiated
bowel care (BC)

3 studies were
included in the
metaanalysis.
Total N=48 pts
with spinal cord
injury

29 patients with
chronic func-
tional constipa-
tion.

Intervention, Kontrolle|
Vergleich

over to PGB bisacodyl
suppositories for six more
BCs.

vegetable oil based (VOB)
bisacodyl suppositories
(10 mg) vs. polyethylene
glycol based bisacodyl
(PGB) suppositories
(10maq)

CO(2)-releasing supposi-
tory vs. suppository wit-
hout active drug Each
patient received two sup-
positories of identical ap-
pearance, containing
active drug or placebo.
The sequence of active
drug-placebo (sequence
1) or placebo-active drug
(sequence 2) was rando-
mised in groups of eight.
The second suppository
was taken 7 days after the
first. The following
parameters were evaluat-
ed and scored: evacua-
tion time, type of evacua-
tion, feeling of emptying
of the rectal ampulla,
stool characteristics, anal
complaints, abdominal
pain and overall patient
assessment.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

the beginning of stool

flow = Flatus to stool flow,
begin stool flow until end stool
flow = Defecation period, end
stool flow until end of clean
up =Clean up, and suppository
insertion until end clean

up = Total bowel care time.
two groups of BC sessions: HVB
(n=84) and PGB (n=81). Mean
times in minutes and P values
from t tests for paired samples
yielded: Time to flatus: (HVB
31, PGB 12.8 P <0.002), Defe-
cation period: (HVB 58, PGB
32,P<0.0005), Clean up: (HVB
1.9, PGB 3.2 P=0.165), Total
bowel care time: (HVB 102,
PGB 51.2 P <0.0005).

total bowel care time
(p<0.05), time to flatus
(p<0.05), and defecation peri-
od (p<0.05) were shorter in
patients treated with PGB than
in patients treated with VOB.
No significant difference was
observed in time to clean up
(p>0.05) between patients in
the PGB and VOB groups.

A positive response within

30 minutes of introduction of
the suppository occurred in
51.7% and 6.9 % of patients
treated with the active drug
and placebo, respectively
(p=0.0003). Normal evacuati-
on occurred in 65.5 % and

24.1 % of patients treated with
the active drug and placebo,
respectively (p=0.004). Nor-
mal stool consistency was
found in 44.8% and 7.2 % of
patients treated with the active
drug and placebo, espectively
(p=0.04). Patient assessment
of treatment as satisfactory oc-
curred in 51.7 % and 20.7 % of
subjects treated with the active
drug and placebo, respectively
(p=0.029). Only a trend in fa-
vour of the active drug was ob-
served with regard to feeling of
incomplete evacuation, and
active drug was comparable to
placebo with regard to anal and
abdominal tolerability
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Methodische
Kritik

Placebo, klei-
ne Studie

Kleine Studie

Evidenz-
klasse
(EK),
Relevanz
fir LL

PEG-Ba-
sis effek-
tiver als
solche
auf Basis
pflanzli-
cher Ole

EK 2a
Bisaco-
dyl-Zapf-
chen auf
PEG-Ba-
sis effek-
tiver als
solche
auf Basis
pflanzli-
cher Ole

EK 1b

Korres-
pondie-
rendes
State-
ment

18

e349



# Thieme

Autor &
Jahr &
Journal-
Zitat

Heymen
et al. Dis
Colon
Rectum.
2007
Apr;

50 (4):
428-441

Chiarioni
etal.
Gastro-
entero-
logy.
2006
Mar;

130 (3):
657-664

Chiarioni
etal.
Gastro-
entero-
logy.
2005;
129 (1):
86

Koh
etal. Br )
Surg.
2008
Sep;

95 (9):
1079-
1087.
doi:10.
1002/
bjs.6303

Enck
etal.
Neuro-
gastro-
enterol

e350

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

RCT, place-
bokontrol-
liert, offen

RCT, offen

Kohorten-
studie

systematic
review of all
randomized
controlled
trials eva-
luating the
effective-
ness of bio-
feedback in
adults with
PFD was
carried out
EL 1a

Meta-analy-
sis of ran-
domized
controlled
trials EL 1a

Populationsbe-
schreibung &
Anzahl n

117 Beckenbo-
dendyssynergie-
patienten,

3 Wochen nur
AllgemeinmaR-
nahmen und
Beratung, er-
folglose 84 dann
in Studie einge-
schlossen

109 Pt. Mit Be-
ckenbodendys-
synergie, persis-
tierend nach

3 Wochen kon-
servativer Thera-

pie

52 Patienten mit
Obstipation,
davon 34 mit
Beckenboden-
dyssynergie
+STC, 12 nur
STC

8 RCT with
454 patients
with chronic
constipation
overall

Intervention, Kontrolle|
Vergleich

Drei Arme: Placebo vs.
Diacepam 2 h vor Entlee-
rung vs. Biofeedback.
Klinische Evaluation nach
12 Wochen Therapie

randomisiert in PEG-
Lésung+ Beratung vs.
Biofeedback tiber

5 Wochen. 3, 6, 12,
24 Monate klinisches
Follow-up

5 wochentliche Biofeed-
backsessions. Follow-up
klinisch und mit Ballon-
Expulsation und Transit-
zeitmessung Monat 1, 6,
12, 24, Manometrie Mon-
te 1 und 6.

Seven trials fulfilled the
inclusion criteria. Three
compared biofeed-back
with non-biofeedback
treatments and four
compared different bio-
feedback modalities.
Electromyography feed-
back was most widely
utilized.

In four trials, electromyo-
graphic (EMG) BFT was
compared to non-BFT
treatments (laxatives,
placebo, sham training

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Klinischer Erfolg 70 % Biofeed-
back, 23 % Diazepam, 38 %
Placebo. Biofeedback signifi-
kant besser als Placebo und
Diazepam.

Nach 6 Monaten erhebliche
Besserung bei 43 von 54 (80 %)
biofeedback Patzienten vs

12 von 55 (22 %) laxative-
treated Patienten (P <0,001).
Biofeedback Erfolge erhiedlten
sich Giber 12 und 24 Monate.
Nachweisbarer Effekt der Res-
ponder auch auf Beckenbo-
denentspannung und Ballon-
Expulsation

Nach 6 Monaten hohere Besse-
rungsrate bei STC+OD vs nur
STC: 71 % versus 8 % Zufrieden-
heit (P=0,001), und 76 % versus
8% berichten >/ =Darmentlee-
rungen pro Woche (P <0,001).
Effekt iiber 24 Monate stabil.
Biofeedback kurierte die Dyssy-
nergie in 91und ermdoglichte
85 % eine erfolgreiche Ballon
expulsation.

The trials were heterogeneous
with varied inclusion criteria,
treatment protocols and defi-
nitions of success. Most had
methodological limitations.
Quality of life and psychologi-
cal morbidity were assessed
rarely. Meta-analysis of the
studies involving any form of
biofeedback compared with
any other treatment suggest-
ed that biofeedback conferred
a six-fold increase in the odds
of treatment success (odds
ratio 5861 (95 per cent confi-
dence interval 2175 to

15 794); random-effects
model).

Meta-analyses revealed supe-
riority of BFT to non-BFT (OR:
3,657;95% Cl: 2,127-6,290,
P <0,001) but equal efficacy

of EMG BFT to other BFT

Methodische
Kritik

Offene Studie

Offene Studie

Kleine Unter-
gruppe nur
STC, offene
Studie

high-quality
evidence of
effectiveness
is lacking.
well designed
trials that
take into ac-
count quality
of life and
psychological
morbidity are
needed.

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 1c
Hohe Er-
folgs-
quote,
hochsig-
nifikan-
ter Bene-
fit.

EK 1c
Hohe Er-
folgs-
quote,
signifi-
kanter
Benefit

EK 2b
gute
Quote
fur Mi-
schung
STC/OD,
kaum Ef-
fekt far
nur STC-

EK 1a
Meta-a-
nalysis of
the avai-
lable evi-
dence
suggests
that bio-
feedback
is the
best op-
tion,

EK 1a
BFT for
pelvic
floor dys-
synergia

Korres-
pondie-
rendes
State-
ment

19

19

19

19

19
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Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Motil
2009
Nov;

21 (11):
1133-
1141

Wood-
ward
etal.
Cochra-
ne Data-
base Syst
Rev
2014
Mar 26;
(3):
CD008
486

Syst Rev
randomi-
sierter
Studien

Emile
etal.
World |
Gastro-
intest
Pharma-
col Ther
2016
August
6;7 (3):
453-462
ISSN
2150-
5349
(online)

Metaanalyse
aus 7 Beob-
achtungs-
und Ver-
gleichs-Stu-
dien

Beobach-
tungsstudie

Han-
Guerts
etal.]
Pediatr
Gastro-
enterol
Nutr
2014
Nov;
59 (5):
604-607

Populationsbe-
schreibung &
Anzahl n

Intervention, Kontrolle|
Vergleich

and botox injection), whi-
le in the remaining four
studies EMG BFT was
compared to other BFT
(balloon pressure, verbal
feedback) modes

biofeedback vs oral dia-
zepam, sham biofeed-
back or laxatives

931 patients
with chronic
constipation and
dyssynergic
defecation.

189 Patienten
mit Anismus und
Botox-Therapie

Im Mittel 100 IU Botox-A,
bei allen Studien beidseits
lateral, bei zwei Studien
auch posterior injiziert.

3 Studien mit EUS-Kont-
rolle injiziert 1 EMG-Kon-
trolliert, tibrige 3 palpa-
torisch

33 children with
obstruction after
surgically treat-
ed HD who
received intras-
phincteric Botox
injections

intrasphincteric Botox
injections

Primdrer Endpunkt, Methodische Evidenz-
sekunddre Endpunkte, Kritik klasse
Ergebnisse (EK),
Relevanz
fiir LL
applications (OR: 1,436; Cl: shows
0,692-3,089; P=0,319). substan-
tial the-
rapeutic
effect
primary outcome was global EK 1a
or clinical improvement as de- Further
fined by the included studies. well-de-
Secondary outcomes included signed
quality of life, and adverse randomi-
events as defined by the in- sed con-
cluded studies. low or very trolled
low quality evidence that bio- trials and
feedback is superior to oral long-
diazepam, sham biofeedback term fol-
and laxatives No adverse low-up
events were reported for bio- are re-
feedback, although this was quired to
not specifically reported in the allow de-
majority of studies. finitive
conclusi-
ons to be
drawn
Endpunkterfassung Woche 1 Verschiedene EK 2a
und nach 4 Monaten. Im Mit- Anwendungs-  Anfdng-
tel gaben 77,4 % (range techniken wo lich zu-
37,5 %-86,7 %) initiale Besse- und wie ge- friedens-
rung an. Rickldufig auf 46 % zielt. Uber- tellende
(range 25 %-100 %) 4 Monate wiegend sehr Besse-
nach Botoxinjektion. Besse- kleine Beob- rung
rungsraten evaluiert appara- achtungsstu- |dsst bis
tiv: balloon expulsion test, dien. Monat 4
EMG, defecography (37,5 %- erheblich
80%), (54 %-86,7 %), (25 %- nach.
86,6 %), respectively. Unklar,
14 Patienten (7,4 %) entwi- ob Effekt
ckelten Komplikationen der reprodu-
Therapie (0% - 22,6 %) zierbar
wadre
median time of follow-up was Kleine retro- EK 2b
7,3 years (range 1-24). A spektive
median of 2 (range 1-5) Studie

injections were given. Initial
improvement was achieved in
76 %, with a median duration
of 4,1 months (range 1,7-
58,8). Proportion of children
hospitalized for enterocolitis
decreased after treatment
from 19 to 7. A good long-
term response was found in
49 %. Two children experi-
enced complications: tran-
sient pelvic muscle paresis
with impairment of walking.
In both children symptoms
resolved within 4 months
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# Thieme

Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Dinning RCT
etal. Am
] Gastro-
enterol.
2015
May;

110 (5):
733-
740.
doi:10.
1038/
ajg.2015.
101.
Epub
2015
Apr 21

Offene Be-
obach-
tungsstudie

Patton
et al. Dis
Colon
Rectum.
2016
Sep;

59 (9):
878-
885.
doi:10.
1097/
DCR.00
000000
00000
653

Maeda
etal.
Tech Co-
loproc-
tol. 2017
Apr;

21 (4):
277-
286.
doi:10.
1007/
s10151-
017-
1613-0.
Epub
2017
Apr 20

Beobach-
tungsstudie,
Prospektiv,
open-label,
multizen-
trisch

Interventi-
ons studie,
prospektiv,
openlabel,
multizen-
trisch

Kamm
etal.
Gut.
2010
Mar;
59 (3):
333-
340.

e352

Populationsbe-
schreibung &
Anzahl n

Intervention, Kontrolle|
Vergleich

59 Patienten mit 3 Wochen Beobachtung,

SNS bei slow- Sham-Phase, supra- und
transit-Obstipa- infrasensorische Stimula-
tion tion, cross-over design

53 Patienten,
offene Fortset-
zung der rando-
misiert-kontrol-
lierten Studie
von Dinning mit
59 Pt.

Beobachtung nach 1 und
2 Jahren SNS

62 Patienten, re-
fraktare chroni-
sche Obstipation
gemischt

5 Jahre Follow-up der
Studie von Kamm et al.
2010

62 Patienten, re-
fraktédre chroni-
sche Obstipation
gemischt

28 Monate follow-up
(1-55 Monate)

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Nach 3 Wochen Zahl der
Stuhlentleerungen pro Woche
erfasst. Keine Zunahme der
Stuhlfrequenz. Patientenzu-
friedenheit nicht signifikant
besser: suprasensory (30 %)
und sham (21 %) Stimulation,
subsensory (25 %) and sham
(25 %) Stimulation. Nebenwir-
kungen lokaler Schmerz am
Aggregat, Miktionsstérungen.

Beobachtung von Stuhlfre-
quenz und QOL, nicht gebes-
sert

Beobachtung von QOL und
Cleveland Score. Nur 18 Pa-
tienten fiir 60 Monatsauswer-
tung verfligbar, davon 14 mit
nachhaltend gebessertem
Cleveland Score. Hoher Drop-
Out wegen u. a. Aggregatpro-
blemen (7/62) oder Unwirk-
samkeit (6/62).

QOL, Stuhlfrequenz, Colon-
transitmessung wurden er-
fasst. Von 62 Patienten wur-
den nach Teststimulation 45
eingeschlossen. 39 (87 %) hat-
ten Therapierfolg. Effekt
unabhangig von slow- oder
normal-Transit

Methodische
Kritik

EK 1b

Nur slow
transit-Obsti-
pation erfasst

EK 2b

Nur slow
transit-Obsti-
pation erfasst

Ursache der
refraktdren

Obstipation
gemischt.

Gemischte
Ursache

Evidenz-
klasse
(EK),
Relevanz
fir LL

Kein
nach-
weisba-
rer Effekt

Kein
nach-
weisba-
rer Effekt

EK 2b
Ein klei-
ner
messba-
rer, an-
halten-
der Ef-
fekt,
aber li-
mitiert
durch
hohe
Drop-
Out-
Rate.

EK 1c
Benefit,
derin der
Langzeit-
studien-
beobach-
tung
2017

Korres-
pondie-
rendes
State-
ment

21

21

21

21
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Autor & Studientyp
Jahr & (z. B. Meta-
Journal- analyse,
Zitat RCT, Obser-
vationsstu-
die, 0.4.)
doi:10.
1136/
qut.
2009.
187989
Carring- systematic
tonetal.  review of
Neuro- articles
gastro- exploring
enterol physiologic-
Motil al end organ
(2014) effects of
26, SNS, no for-
1222- mal meta
1237 analysis
EL 3a
Neuvo- Case-Con-
nen Ann trol study
Surg
2017
Mar; 265
(3):
622-629

Populationsbe-
schreibung &
Anzahl n

79 patients aged
>4 years opera-
ted for HD with
transanal endo-
rectal pull-
through (TEPT)
between 1987
and 2011, com-
pared with 3
ageand gender-
matched con-
trols each ran-
domly selected
from the general
population.

Intervention, Kontrolle|
Vergleich

detailed questionnaires
on bowel function and
Qol [Pediatric Quality of
Life Inventory (PedsQL,
age <18 yrs) or Gastroin-
testinal Quality of Life In-
dex (GIQLI) and SF-36].

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

The clinical literature search
revealed 161 articles, of which
53 were deemed suitable for
analysis.examining changes in
cortical, gastrointestinal, co-
lonic, rectal, and anal functi-
on. hypothesis that the
mechanism of SNS was prima-
rily peripheral motor neurosti-
mula The initial hypothesis
that the mechanism of SNS
was primarily peripheral mo-
tor neurostimulation is not
supported by the majority of
recent studies. Due to the lar-
ge body of evidence demons-
trating effects outside of the
anorectum, it appears likely
that the influence of SNS on
anorectal function occurs at a
pelvic afferent or central level.

Seventy-nine patients (64 %)
responded (median age 15,
range 4-32 years; 86 % recto-
sigmoid aganglionosis). Com-
pared with controls, patients
reported impairment of all
aspects of fecal control

(P <0.05), except constipati-
on. In cross-section, 75 % of
patients were socially conti-
nent (vs 98 % of controls;

P <0.001). Soiling, fecal acci-
dents, rectal sensation, and
ability to withhold defecation
improved with age to levels
comparable to controls by
adulthood (P =NS), but stoo-
ling frequency remained
higher in 44 % of patients

(P <0.05 vs controls). PedsQL
domains in childhood were
equal to controls (P=NS),
except for proxy-reports of
sadness/depression. Adults
exhibited lower emotional
scores, limitation of personal,
and sexual relationships

(P <0.05).
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Methodische
Kritik

Evidenz-
klasse
(EK),
Relevanz
fir LL

teils er-
halten
wurde.

EK 2a

EK 3b
sign. im-
pairment
of fecal
control
prevails
after
TEPT in
HD pts
during
child-
hood,
symp-
toms di-
minish
with age.
Overall
QoL
compa-
rable to
controls,
but im-
pairment
of emo-
tional
and
sexual
domains
may pre-
vail in
adult-
hood

Korres-
pondie-
rendes
State-
ment

21

22

e353



# Thieme

Autor & Studientyp Populationsbe- Intervention, Kontrolle| Primarer Endpunkt, Methodische  Evidenz-  Korres-
Jahr & (z.B. Meta-  schreibung & Vergleich sekunddre Endpunkte, Kritik klasse pondie-
Journal- analyse, Anzahl n Ergebnisse (EK), rendes
Zitat RCT, Obser- Relevanz  State-
vationsstu- fiir LL ment
die, 0.4.)
Yanetal. Meta-analy- Patients with transanal endorectal pull- ~ Comparison of surgery dura- EK 2a 22
Medicine  sis of RCTs Hirschsprung through (TERPT) vs. tion, length of postoperative TERPT is
(Balti- and obser- disease transabdominal approach  hospital stay, incidence of superior
more) vational 392 cases of (TAB) postoperative incontinence/ to TAB in
2019 studies TERPT and soiling, constipation, and en- terms of
Aug; 332 cases of TAB terocolitis between the TERPT hospitali-
98 (32): and TAB groups TERPT has a zation
e16777 short postoperative hospitali- time,
zation [mean difference postope-
(MD) =-6.74 day; 95 % Cls; rative in-
-13.26 to -0.23; P=0.04], conti-
and a low incidence of post- nence,
operative incontinence and con-
(ORs=0.54;95% Cls, 0.35- stipation.

0.83; P=0.006) and constipa-
tion (ORs =0.50; 95 % Cls,
0.28-0.90; P=0.02).

There was no difference

in duration of surgery
(MD=-30.59 min; 95%

Cls, -98.01-36.83; P=0.37)
and incidence of postopera-
tive enterocolitis (ORs=0.78;
95% Cls, 0.53-1.17; P=0.23).

Chen | Meta-analy- Patients with transanal endorectal pull- ~ Outcomes evaluated included EK 2a 22
Pediatr sis of RCTs Hirschsprung through (TERPT) vs. operative time, hospital stay TERPT is
Surg and obser- disease compri- transabdominal approach  and incidence of post-opera- superior
2013 vational sing 444 cases of ~ (TAB) tive incontinence/soiling, con- to TAB in
Mar; studies TERPT and stipation and enterocolitis. operative
48 (3): EL 2a 348 cases of TAB Pooled odds ratios (OR) were time,
642-651 calculated for dichotomous hospital
variables; pooled mean diffe- stay,
rences (MD) were measured postope-
for continuous variables. rative in-
TERPT had shorter operative conti-
time (MD =-57.85 min; 95 % nence
confidence interval [Cl], and con-
-83.11 to -32.60; stipation.

P<0.00001) and hospital stay
(MD=-7.06 days; 95% Cl,
-10.95 to -3.16; P=0.0004).
TERPT had less postoperative
incontinence/soiling
(OR=0.58;95% Cl1 0.37-0.90;
P=0.01) and constipation
(OR=0.49;95% Cl1 0.30-0.81;
P=0.005). There was no diffe-
rence in incidence of postope-
rative enterocolitis.
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Autor &
Jahr &
Journal-
Zitat

Nyam

et al. Dis
Colon
Rectum
1997
Mar;

40 (3):
273-279

Kamm
et al. Gut
1988 Jul;
29 (7):
969-973

Ripetti
etal.
Surgery
2006
Sep;

140 (3):
435-440

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Cohort
study

Cohort
study

Cohort
study

Populationsbe-
schreibung &
Anzahl n

1009 patients
with chronic
constipation

74 patients
operated on,

68 women, with
a mean age of
53 years and a
mean follow-up
of 56 months.

44 women with
a normal diame-
ter colon and
with a median
bowel frequency
of once per four
weeks preop
mean age at
colectomy 34y,
range of 18 to
74.

33 pts with con-
stipation that
had not impro-
ved with medical
or rehabilitative
treatment. In 15,
the cause of
constipation was
colonic slow-
transit (with a
mean Wexner
score of 22)

Intervention, Kontrolle|
Vergleich

52 with STC underwent
abdominal colectomy
and ileorectostomy (IRA),
22 had pelvic floor dys-
function and STC; these
patients underwent initial
pelvic floor retraining fol-
lowed by IRA.

249 patients had pelvic
floor dysfunction without
evidence of slowtransit
and were offered pelvic
floor retraining alone.
597 patients had no
quantifiable abnormality
of colon or pelvic floor
dysfunction and were
treated medically.
Follow-up examinations
and questionnaires at
reqular intervals

Data obtained from me-
dical records and inter-
view (N =32), for others
part of post op data una-
vailable

Preoperative evaluation
included a daily evacuati-
on diary compiled using
Wexner score, psycholo-
gic assessment, Medical
Outcomes Study 36-item
Short Form Health Survey
(SF-36), radiologic inves-
tigation of colonic transit
time, enema radiograph,
colpo-cystodefecogra-
phy, anal manometry,
and, in selected patients,
colonoscopy and puden-
dal nerve terminal motor
latency.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

There was no operative mor-
tality, seven patients (9 per-
cent) had small-bowel ob-
struction, and nine patients
(12 percent) had prolonged
ileus. All patients were able to
pass a stool spontaneously,
97 percent of patients were
satisfied with the results of
surgery, and 90 percent have
a good or improved quality of
life.

There was no difference in the
outcome of surgery in
patients with STC alone com-
pared with STC and pelvic
floor dysfunction.

Normal bowel frequency
22(50 %)) Diarrhoea (>3 bow-
el actions per day) 17 (39%)
Constipation (bowel actions <
every 3 diays) 5 (11 %) Incon-
tinence 6 (14 %,) Abdominal
pain 30/42(71 %) Straining 13/
39*(33 %) Bloating 15/33’

(45 %) Ten patients needed
psychiatric treatment for se-
vere psychological disorders.
The preoperative abnormali-
ties of paradoxical contraction
of the pelvic floor during
straining and impaired rectal
evacuation of a water filled
balloon did not correlate with
the outcome

Mean follow-up 38 months.
All patients except 1 present-
ed improvement in symptoms
with daily evacuations

(P <0.01; mean Wexner score,
6). Furthermore, results of the
SF-36 test showed an impro-
vement in the perception of
physical pain, and the emo-
tional, psychologic, and gen-
eral health spheres after sur-
gical treatment
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Methodische
Kritik

Kleine Sub-
gruppe,

Korres-
pondie-
rendes
State-
ment

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 2b 23
High rate
of pro-
longed
ileus af-
ter sur-
geryin
STC pts,
most sa-
tisfied
with re-
sults

EK 2b 23
Most

patients

remain

sympto-

matic

after co-
lectomy

EK 2b 23
Meticu-
lous pre-
operative
evaluati-
on of in-
tractable
slow-
transit
constipa-
tion, li-
mited re-
sections
potenti-
ally pos-
sible in
minority
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# Thieme

Autor &
Jahr &
Journal-
Zitat

Studientyp
(z. B. Meta-
analyse,
RCT, Obser-
vationsstu-
die, 0.4.)

Marchesi  Case control
etal.

World |

Surg

2007

Aug;

31 (8):

1658-

1664

Cohort
study

Sun JW
2015
Sep 7;
21 (33):
9736-
9740.

Cohort
study

Lundin
et al. Br
Surg
2002
Oct;

89 (10):
1270-
1274

e356

Populationsbe-
schreibung &
Anzahl n

43 patients un-
derwent subto-
tal colectomy
with cecorectal
anastomosis
(SCCA), 22 for
STC and 21 for
other types of
colic diffuse dis-
ease (non-slow-
transit constipa-
tion, NSTC)

48 STC patients
with or without
melanosis coli
(MC) 26 patients
underwent ce-
corectal anasto-
mosis (CRA, 14
with MC) and

22 received ileo-
sigmoidal anas-
tomosis (ISA,

14 with MC).

28 pts (26 wo-
men, median
age 52y) with
prolonged seg-
mental transit
and disabling
symptoms resis-
tant to medical
therapy and tre-

Intervention, Kontrolle|
Vergleich

Surgery: total laparosco-
pic colectomy (2), total
open colectomy (6), and
left laparoscopic hemico-
lectomy for left colonic
slow-transit (7)

A total of 29 patients

(17 affected by STC) were
administered a 50-item
telephonic questionnaire,
including the Gastroin-
testinal Quality of Life In-
dex (GIQLI), the Wexner
constipation and inconti-
nence scale (WC, WI), and
individual willingness to
repeat the procedure
Questionnaire data and
other parameters (age,
sex, length of follow-up,
complications, length of
hospital stay) analyzed to
evaluate possible correla-
tions between the
parameters and their
related impact on quality
of life, procedural effecti-
veness in terms of symp-
tomatic regression, quali-
tative differences related
to pathology (constipa-
tion versus non-constipa-
tion), and surgical ap-
proach (laparotomy
versus video-laparoassis-
ted procedure).

A 3-year postoperative
follow-up

Methodische
Kritik

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

no procedure-related deaths
in this series (mortality: 0 %);
however, two complications in
the STC group (9.1 %), one re-
quiring reoperation. The GIQLI
mean score for the STC group
was 115.5+/-20.5 (mean
score for healthy people
125.8 +/- 13), and the WC
mean score passed from a
preoperative value of 20.3 to a
postoperative value of 2.6.
Regression analysis revealed a
significant correlation bet-
ween GIQLI and urgency and
abdominal pain, and abdomi-
nal pain correlated signifi-
cantly with pathology (STC). A
high number of patients
(88.2% in STC) expressed a
willingness to repeat the pro-
cedure given the same pre-
operative conditions.

CRA improved the quality of
life [evaluated by the gastro-
intestinal quality of life index
(GIQLI] in patients without
MC, but was inferior to ISA in
stool frequency and Wexner
and GIQLI scores for MC pa-
tients. In the CRA group, pa-
tients with MC suffered worse
outcomes than those without
MC.

After a median of 50 (range
16-78) months, 23 patients
were pleased with the outco-
me. The median (range) stool
frequency increased from
1(0-7) to 7 (0-63) per week
(P <0.001). The number of
patients passing hard stools
and straining excessively

Korres-
pondie-
rendes
State-
ment

Evidenz-
klasse
(EK),
Relevanz
fir LL

EK 3b 23
SCCA not
inferior
to subto-
tal co-
lectomy
with ileo-
rectal
anasto-
mosis
(IRA) in
terms of
thera-
peutic
effective-
ness,
postope-
rative
mortality
and mor-
bidity, or
overall
impact
on quali-
ty of life

EK 2b 23

EK 2b 23
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Autor & Studientyp Populationsbe- Intervention, Kontrolle| Primdrer Endpunkt, Methodische  Evidenz-  Korres-
Jahr & (z.B. Meta-  schreibung & Vergleich sekunddre Endpunkte, Kritik klasse pondie-
Journal-  analyse, Anzahl n Ergebnisse (EK), rendes
Zitat RCT, Obser- Relevanz  State-
vationsstu- fiir LL ment
die, 0.4.)
atment of outlet decreased (P=0.016 and
obstruction. All P=0.041, respectively). The
treated with median incontinence score
segmental re- was unchanged. Rectal senso-
section and fol- ry thresholds were higher in
lowed prospecti- patients in whom the treat-
vely with a ment failed (P <0.001).
validated ques-
tionnaire
Leitlinie Reizdarmsyndrom
Schliisselfrage:
AG 05 5.0) Wie wirksam und vertrdglich/sicher sind Kérperorientierte Therapien?
Bewertungsvorlage:
Reizdarm Systematische Review
Referenz Untersuchte Charakteristik ~ Primarer Endpunkt, sekundiare =~ Methodische  Weitere Korrespon-  Korrespon-
Studien/Mate-  eingeschlos- Endpunkte, Ergebnisse Kritik Kommen- dierende dierende
rialien Welche  sener Studien tare, Evi- Schliissel- Empfeh-
Interventio- denzklasse, fragen Nr. lung Nr.
nen wurden Literatur-
gepriift belege
Schumann, Yoga interven- ngesamt=273 Primary outcomes: Improve- No restric- Ta AG 05/5.0 9-3
D.; Anhey- tions (physical (6 RCTs) Adults ~ ment in IBS-SSS; Pain or disability  tions were
er, D.; Lau- activity, breath  and Adoles- (NRS); Improvement in quality of ~ made regar-
che,R.; Do-  control, medi- cents (14.2- life or well-being (SF-36, IBS- ding yoga
bos, G.; tation, and/or 44.1 years) QOL, FDI) Secondary outcomes: tradition,
Langhorst, lifestyle advi- with IBS diag- Stress (CPSS), Anxiety, Depressi- length, fre-
J.; Cramer, ce) Control 1. nosed by Rome  on or fatigue (HADS, FIS), Safety ~ quency or
H.; Effect of ~ Usual care or Criteria I, Il of the intervention Results: Yoga  duration of
Yoga in the standard care. and Il vs. no treatment: significant the program.
Therapy of 2. Pharmacolo- improvements in IBS symptom Patients in all
Irritable gical interven- severity and IBS-related quality RCTs were
Bowel Syn- tions. 3. Exer- of life (Kavuri et al.); no group allowed to
drome: A cise or other differences in depression or continue
Systematic active overall gastrointestinal symp- symptomatic
Review nonpharmaco- toms (Kuttner et al.); adoles- medical
2016 logical inter- cents assigned to yoga: signifi- treatment
Systematic ventions. cantly improved physical - Einfluss
Review functioning >< young adults unklar keine
assigned to yoga: improved IBS Eingruppie-
symptoms, global improvement,  rung in ver-
disability, psychological distress, schiedene
sleep quality, and fatigue; global IBS-Typen

improvement, worst pain, con-
stipation, and nausea were signi-
ficantly improved post yoga, but
only global improvement, worst
pain, and nausea maintained at
the 2-m follow-up Yoga vs. other
treatment: - beneficial effect of
ayogic intervention over con-
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# Thieme

Referenz

Schliisselfrage:

Untersuchte
Studien|Mate-
rialien Welche
Interventio-
nen wurden
gepriift

Charakteristik
eingeschlos-
sener Studien

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

ventional treatment in IBS, with
significantly decreased bowel
symptoms, IBS severity and
anxiety

- no significant difference bet-
ween yoga and walking

- no significant difference bet-
ween yoga and medication
(loperamide, Psyllium husk, Pro-
pantheline, Diazepam)

- no difference between yoga
and placebo

- 2 RCTs reported that no adver-

se events occurred

AG 05 5.0) Wie wirksam und vertrdglich/sicher sind Kérperorientierte Therapien?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Brands, M. M.;
Purperhart, H.;
Deckers-
Kocken, J. M.;
A pilot study of
yoga treatment
in children with
functional ab-
dominal pain
and irritable
bowel syn-
drome 2011
rct minderer
qualitat

Evans, S.; Lung,
K. C.; Seidman,
L. C.; Sternlieb,
B.; Zeltzer, L.
K.; Tsao, . C;
lyengar yoga
for adolescents
and young
adults with irri-

e358

Popula-
tionsbe-
schreibung
& Anzahl n

20 children,
aged 8-

18 years,
with irritable
bowel syn-
drome (IBS)
or functio-
nal abdomi-
nal pain
(FAP) were
enrolled and
received

10 yoga
lessons

A total of 51
participants
(adolescents
14-17 yoa
and young
adults 18-
26 yoa)
completed
the inter-

Intervention,
Kontrolle|
Vergleich, Be-
obachtungsdau-
er

effect of yoga
exercises on pain
frequency and
intensity and on
quality of life in
children with
functional
abdominal pain.

6-week twice per
week lyengar
yoga (IY) pro-
gram on IBS
symptoms in
adolescents and
young adults
(YA) with IBS
compared with a

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

In the 8-11 year old group
and the 11-18 year old group
pain frequency was signifi-
cantly decreased at the end
of therapy (p=0.031 and
p=0.004) compared to Base-
line. In the 8-11 year group
pain intensity was also signi-
ficantly decreased at this
time point (p=0.015). After
3 months there still was a
significant decrease in pain
frequency in the younger pa-
tient group (p=0.04) and a
borderline significant decrea-
se in pain frequency in the
total group (p=0.052).

Relative to controls,
adolescents (14-17 years)
assigned to yoga reported
significantly improved physi-
cal functioning, whereas YA
(18-26 years) assigned to
yoga reported significantly
improved IBS symptoms, glo-
bal improvement, disability,

Methodische =~ Weitere Korrespon-  Korrespon-
Kritik Kommen- dierende dierende
tare, Evi- Schliissel- Empfeh-
denzklasse, fragen Nr. lung Nr.
Literatur-
belege
Methodische Weitere Korrespon- Korrespon-
Kritik Kommen- dierende dierende
tare, Evi- Schliissel- Empfehlung
denzklas- fragen Nr. Nr.
se, Litera-
turbelege
functional 2b AG 05 5. 9-3
abdominal
pain vs. IBS
— Zuordnung
schwierig
1b AG 05 5.0 9-3
18-12
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Referenz Popula-
tionsbe-
schreibung
& Anzahl n

table bowel vention

syndrome (yoga=29;

2014 rct usual-care
waitlist =22

Korterink, J. J.; Sixty-nine

Ockeloen, L. E.; children,

Hilbink, M.; aged 8-

Benninga, M. A.; 18 years,

Deckers- with AP-

Kocken, J. M.; FGIDs

Yoga Therapy

for Abdominal

Pain Related-

Functional Gas-
trointestinal
Disorders in
Children. A Ran-
domized Con-
trolled Trial
2016 RCT

Intervention,
Kontrolle|
Vergleich, Be-
obachtungsdau-
er

usual-care wait-
list control
Group Assess-
ments of symp-
toms, global im-
provement, pain,
health-related
quality of life,
psychological
distress, functio-
nal disability, fa-
tigue, and sleep
were collected
pre- and posttre-
atment. Weekly
ratings of pain,
IBS symptoms,
and global im-
provement were
also recorded
until 2-month
follow-up

randomized to
Standard medi-
cal care (SMQ)
complemented
with yoga thera-
py (YT) or SMC
alone. YTis a
mixture of yoga
poses, meditati-
on and relaxation
exercises and
was given once a
week in group-
sessions. SMC
consisted of edu-
cation, reassu-
rance, dietary
advice and fi-
bers/mebeverine
if necessary
Time: 12 months
Pain intensity
(PIS; 0-5) and
frequency (PFS;
0-4) were scored
in a pain diary
and Qol was
measured with
KIDSCREEN-27.
Follow Treat-
ment response
was defined as
>[=50% reduc-
tion of weekly
pain scores.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

psychological distress, sleep
quality, and fatigue. Although
abdominal pain intensity was
statistically unchanged, 44 %
of adolescents and 46 % of YA
reported a minimally clinically
significant reduction in pain
following yoga, and one-third
of YA reported clinically sig-
nificant levels of global symp-
tom improvement. Analysis of
the uncontrolled effects and
maintenance of treatment ef-
fects for adolescents revealed
global improvement imme-
diately post-yoga that was not
maintained at follow-up.

At 1 year follow-up, treat-
ment response was accom-
plished in 58 % of the YT
group and 29 % of the control
group (p=0.01), no signifi-
cant differences for other
timepoints were found. YT,
and not SMC, resulted in a
significant reduction of PIS
(p<0.01) and PFS (p<0.01)
after 12 months. However,
during study YT was not sig-
nificantly superior compared
to SMC. Subanalyses for
timepoints demonstrated a
significant greater reduction
of PIS at 12 months in favor
of YT.

No differences were found
for QolL.

Methodische
Kritik

YT was more
effective in
reduction of
reported
monthly
school
absence
(p=0.03). At
one year fol-
low-up, YT in
addition to
standard care
was superior
compared to
SMC accor-
ding to treat-
ment success,
pain intensity
and reduction
of school
absence.
However,
yoga was not
significantly
more effecti-
ve in impro-
ving pain fre-
quency or
Qol, compar-
ed to SMC.
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Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

1b

Korrespon-
dierende
Schliissel-
fragen Nr.

AG 055.0

Korrespon-
dierende
Empfehlung
Nr.

18-12
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# Thieme

Schiliisselfrage:
AG 05 6.0) Wie wirksam und vertrdglich/sicher ist Sport?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Johannesson,
E.; Simren,
M.; Strid, H.;
Bajor, A.;
Sadik, R.;
Physical acti-
vity improves
symptoms in
irritable bow-
el syndrome:
a randomized
controlled
trial 2011
randomized
controlled
trial

Kang, S.H.;
Choi, S.W.;
Lee,S.];
Chung, W. S;
Lee, H.R;;
Chung, K. Y.;
Lee, E.S.;
Moon, H. S.;
Kim, S.H.;
Sung, J. K;
Lee, B.S.; Je-
ong, H. Y.;
The effects of
lifestyle mo-
dification on
symptoms
and quality of
life in pa-
tients with ir-
ritable bowel
syndrome: a
prospective
observational
study 2011
Beobach-
tungsstudie

e360

Populationsbe-
schreibung &
Anzahl n

We randomized

102 patients to a
physical activity
group and a control
group. Patients of the
physical activity
group were
instructed by a phy-
siotherapist to in-
crease their physical
activity, and those of
the control group
were instructed to
maintain their
lifestyle.

A total of 38 (73.7 %
women, median age
38.5 (19-65) years)
patients in the con-
trol group and 37
(75.7 % women,
median age 36 (18-
65) years) patients in
the physical activity
group completed the
study.

This study included
831 men who enlis-
ted in 2010 as armed
surgeon cadets and
85 women who con-
currently entered the
Armed Forces Nur-
sing Academy. Of
these 916 partici-
pants, 89 were diag-
nosed with IBS using
the Rome Ill criteria.
Subjective changes in
bowel habits, quality
of life, pain, stress,
stool frequency and
stool consistency
were surveyed before
and after 9 weeks of
army training.

Intervention,
Kontrolle|
Vergleich,
Beobach-
tungsdauer

physical
activity usual
lifestyle

Intervention:
Militarausbil-
dung.Keine
Kontrollgrup-
pe. Beobach-
tungsdauer

9 Wochen
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Primdrer End-
punkt, sekunddre
Endpunkte, Ergeb-
nisse

There was a signifi-
cant difference in
the improvement in
the IBS-SSS score
between the physi-
cal activity group
and the control
group (=51 (=130
and 49) vs. -5 (-101
and 118),
P=0.003). The pro-
portion of patients
with increased IBS
symptom severity
during the study
was significantly lar-
ger in the control
group than in the
physical activity
group. CONCLUSI-
ONS: Increased
physical activity
improves Gl symp-
toms in IBS.

More than half of
the participants
(63 %) reported that
their symptoms
improved after trai-
ning. The quality of
life and levels of
pain and stress sig-
nificantly improved
after 9 weeks of
military training.

Methodi-
sche Kritik

Keine Kon-
trollgruppe

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korrespondie-
rende Schliissel-
fragen Nr.

AG 05 6.0

AG 5 Nr.6

Korrespon-
dierende
Empfehlung
Nr.

4-13

4-12



Referenz

Johannesson,
E.; Ring-
strom, G.;
Abrahams-
son, H.;
Sadik, R.;
Intervention
to increase
physical acti-
vity in irrita-
ble bowel
syndrome
shows long-
term positive
effects 2015

Ohlsson, B.;
Manjer, |.;
Physical
inactivity
during leisure
time and
irregular
meals are
associated
with func-
tional gastro-
intestinal
complaints in
middle-aged
and elder
subjects 2016
retrospek-
tive Fragebo-
genauswer-
tung
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Populationsbe-
schreibung &
Anzahl n

A total of 39

[32 women, median
age 45 (28-61) years]
patients were inclu-
ded in this follow-up.

This study was based
on a questionnaire as
part of the Swedish
EpiHealth study. The
cohort included

16 840 subjects bet-
ween 45 and 75 years
of age. Subjects with
organic gastrointesti-
nal diseases were ex-
cluded. Gastrointesti-
nal symptoms were
defined as functional
abdominal pain,
functional bloating,
functional constipa-
tion and functional
diarrhea.

Intervention,
Kontrolle|
Vergleich,
Beobach-
tungsdauer

Median fol-
low-up time
was 5.2
(range: 3.8-
6.2) years.

Fragebogen-
auswertung.
A meal
(breakfast,
lunch and
dinner) was
considered
irreqular if
not taken
every day.
The impact of
leisure time
physical acti-
vity, dietary
habits and
BMI on
functional
symptoms
were exami-
ned by logis-
tic regression,
adjusted for
age, gender,
socio-econo-
my, smoking
and alcohol
habits

Primdrer End-
punkt, sekunddre
Endpunkte, Ergeb-
nisse

The IBS symptoms
were improved
compared with
Baseline [IBS-SSS:
276 (169-360) vs
218 (82-328),
P=0.001]. This was
also true for the
majority of the
dimensions of psy-
chological symp-
toms such as dis-
ease specific quality
of life, fatigue, de-
pression and anxie-
ty. The reported
time of physical
activity during the
week before the
visit had increased
from 3.2 (0.0-10.0)
h at Baseline to 5.2
(0.0-15.0) h at fol-
low-up, P=0.019.
The most common
activities reported
were walking, aero-
bics and cycling

The higher the
degree of physical
activity, the lower
the risk for all kind
of gastrointestinal
complaints
(p=0.001).

Methodi-
sche Kritik

no Gl symp-
toms were
documen-
ted

Gastrointes-
tinal symp-
toms were
defined as
functional
abdominal
pain,
functional
bloating,
functional
constipation
and functio-
nal diarrhea
- not IBS

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korrespondie-
rende Schliissel-
fragen Nr.

AG 5 #6

AG 5, #6

Korrespon-
dierende
Empfehlung
Nr.

4-13

4-12
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# Thieme

Referenz

Shahabi, L.;
Naliboff, B.D.;
Shapiro, D.;
Self-regula-
tion evaluati-
on of thera-
peutic yoga
and walking
for patients
with irritable
bowel syn-
drome: a pilot
study 2016
Interven-
tionsstudie

Schliisselfrage:

Populationsbe-
schreibung &
Anzahl n

Thirty-five adult par-
ticipants meeting
ROME Il criteria for
IBS were enrolled, 27
of the 35 participants
(77 %) completed tre-
atment and pre- and
post-treatment visits
(89 % women, 11%
men; M (SD) age =36
(13)), and 20 of the
27 (74 %) completed
a 6-month follow-up.
Participants were
randomly assigned to
16 biweekly group
sessions of lyengar
yoga or a walking
program.

AG 05 7.0) Wie wirksam und vertrdglich/sicher ist Physiotherapie?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

van Engelen-
burg-van Lonk-
huyzen, Marieke
L.; Bols, Esther
M. J.; Benninga,
Marc A.; Verwijs,
Wim A.; de Bie,
Rob A.; Effecti-
veness of Pelvic
Physiotherapy in
Children With
Functional Con-
stipation Com-
pared With
Standard Medi-
cal Care 2017
multicenter
randomized
controlled trial

e362

Populationsbeschrei-
bung & Anzahl n

multicenter random-
ized controlled trial of
53 children (age, 5-

16 y) with FC according
to the Rome lll criteria,
at hospitals in The Net-
herlands from
December 2009 to May
2014. pelvic physiothe-
rapy (PPT) vs standard
medical care (SMC) in
children with functional
constipation SMC con-
sisted of education,
toilet training, and
laxatives (n=26), whe-
reas PPT included SMC
plus specific physiothe-
rapeutic interventions
(n=27). Pediatric study
of functional constipa-
tion.

Intervention, Primdrer End-
Kontrolle| punkt, sekunddre
Vergleich, Endpunkte, Ergeb-
Beobach- nisse
tungsdauer
Intervention: Walking showed
walking or significant decrea-
iyengar yoga. ses in overall Gl
no control symptoms
group This (p<0.05), negative
study aimed affect (p<0.05),
to evaluate and state anxiety
the efficacy of  (p<0.05). At
two self-requ-  6-month follow-up,
lation strate- overall Gl symptoms
gies for symp-  for walking continu-
tom relief and  ed to significantly
mood ma- decline
nagement in
IBS patients.
Dauer:
32 weeks
6 months
follow-up
Intervention, Primérer End-
Kontrolle|Ver- punkt, sekunda-
gleich, Beob- re Endpunkte,
achtungsdauer Ergebnisse

Kontrolle: SMC:
education, toilet
training, and
laxatives (n =26)
Intervention:
PPT: included
SMC plus specific
physiotherapeu-
tic interventions
(n=27)
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primary outcome
was absence of
FC, according to
Rome IlI criteria,
after a 6-month
follow-up period.
Secondary outco-
mes were global
perceived effect
(range, 1-9; suc-
cess was defined
as a score? 8),
numeric rating
scales assessing
quality of life
(parent and child;
scale, 1-10), and
the strengths and
difficulties ques-
tionnaire (SDQ).

Methodi-
sche Kritik

Keine Kon-
trollgruppe
keine Info
tber Gl-
Symptome

Metho-
dische
Kritik

padiatri-
sche
Studie
zu funk-
tioneller
Obstipa-
tion

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korrespondie-
rende Schliissel-
fragen Nr.

AG 5 #6

Korrespondie-
rende Schliis-
selfragen Nr.

AG 5#5

Korrespon-
dierende
Empfehlung
Nr.

9-3

Korrespondie-
rende Emp-
fehlung Nr.

Obstipation:
++ 1B

Keine Relevanz
fir LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet



Schliisselfrage:

AG 05 8.0) Wie wirksam und vertrdglich/sicher ist Osteopathie?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden gepriift

Muller, A.; DATA SOURCES:

Franke, H.; Articles without

Resch, K. L.; language or pu-

Fryer, G.; Ef- blication-date

fectiveness restriction were

of osteopa- searched in Pub-
thic manipu-  Med, Embase,
lative thera- Cochrane Library,
py for PEDro, OSTMED.
managing DR, and Osteopa-
symptoms of  thic Research
irritable Web. Search
bowel syn- terms included
drome: a irritable bowel
systematic syndrome, IBS,
review 2014 functional colonic

Systematic disease, colon

review irritable, osteo-
path*, osteopa-
thic manipulati-
on, osteopathic
medicine, clinical
trial, and ran-
domized clinical
trial

Schliisselfrage:

Charakteristik
eingeschlossener
Studien

To assess the ef-
fectiveness of os-
teopathic manipu-
lative therapy
(OMTh) for mana-
ging the symp-
toms of IBS

Primdrer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

The search identified
10 studies that
examined OMTh for
patients with IBS;

5 studies (204 pa-
tients) met the inclu-
sion criteria. Three
studies used visual
analog scales for ab-
dominal pain, where-
as others used the IBS
severity score and the
Functional Bowel Dis-
order Severity Index.
A variety of secondary
outcomes were used.
All studies reported
more pronounced
short-term improve-
ments with OMTh
compared with sham
therapy or standard
care only. These diffe-
rences remained sta-
tistically significant af-
ter variable lengths of
follow-up in 3 studies

AG 06 1.0) Wie wirksam und vertrdglich/sicher ist Psychotherapie (psychotherapeutische Richtlinienverfahren)?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte Charakteris- Primdrer Endpunkt,

Studien| tik einge- sekunddre Endpunkte,

Materialien schlossener Ergebnisse

Welche Studien

Interven-

tionen wur-

den gepriift
Zijdenbos, Datenban- Intervention: Endpunkte: symptom score
I.L.; de ken: of MED-  single psy- improvement, abdominal pain,
Wit, N. |.; LINE, EMBA- chological quality of life (wo vorhanden)
van der SE, PsychlIn- interventions  The search identified 25 studies
Heijden, fo, CINAHL, with either that fulfilled the inclusion
G. |.; Rubin, ~ Web of Sci- usual care or criteria.
G.; Quarte-  ence, The mock inter- The SMD for symptom score im-
ro, A. O.; Cochrane ventions provement at 2 and 3 months
Psychologi-  Library and was 0.97 (95 % Cl 0.29 to 1.65)
cal treat- Google and 0.62 (95 % Cl 0.45 to 0.79)

Methodi- Weitere Korrespon-

sche Kritik Kommentare, dierende
Evidenzklas- Schliisselfra-
se, Literatur- gen Nr.
belege

All studies Muller, A.; AG 05;

were asses- Franke, H.; Frage 8

sed as having  Resch, K. L;

low risk of Fryer, G. | Am

bias accor- Osteopath As-

ding to the soc 2014 1a

Cochrane

Collaboration

criteria, alt-

hough there

was hetero-

geneity in

the outcome

measures

and control

interven-

tions.

Methodische Kritik Weitere Korres-
Kommen-  pondie-
tare, Evi- rende
denzklas-  Schliissel-
se, Litera- fragen Nr.
turbelege

Hohe methodische Evidenz- AG 6

Qualitdt, systemat. klasse 1a Frage 1.0

Assessment of risk und 2.0

of bias, heterogenei-
ty, problems due to
small sample size
and outcome defini-
tion.
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Korrespon-
dierende
Empfeh-
lung Nr.

9-6

Korrespon-
dierende
Empfehlung
Nr.

6-2b
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# Thieme

Referenz Untersuchte  Charakteris-  Primarer Endpunkt, Methodische Kritik ~ Weitere Korres- Korrespon-
Studien| tik einge- sekunddre Endpunkte, Kommen-  pondie- dierende
Materialien schlossener Ergebnisse tare, Evi- rende Empfehlung
Welche Studien denzklas-  Schliissel-  Nr.
Interven- se, Litera-  fragen Nr.
tionen wur- turbelege
den gepriift
ments for Scholar. respectively compared to usual
the ma- Local databa- care. Against placebo, the SMDs
nagement ses were were 0.71 (95 % C1 0.08 to 1.33)
of irritable searched in and -0.17 (95 % Cl -0.45 to
bowel syn- Europe. 0.11)respectively. For improve-
drome Zeitraum: ment of abdominal pain, the
2009 1966-2008 SMDs at 2 and 3 months were
Metaana- Einschlusskri- 0.54 (95 %Cl 0.10 to 0.98) and
lyse rando-  terien: Ran- 0.26 (95 % C10.07 to 0.45) com-
misiert domised tri- pared to usual care. The SMD
kontrol- als compa- from placebo at 3 months was
lierter ring single 0.31(95% CI -0.16 to 0.79). For
Studien psychologi- improvement in quality of life,
cal interven- the SMD from usual care at 2 and
tions with 3months was 0.47 (95 %Cl 0.11
either usual to 0.84) and 0.31 (95 %Cl -0.16
care or mock to 0.77) respectively.
interventions Cognitive behavioural therapy
in patients The SMD for symptom score im-
over 16 years provement at 2 and 3 months
of age. No was 0.75 (95% Cl -0.20 to 1.70)
language cri- and 0.58 (95% C1 0.36 to 0.79)
terion was respectively compared to usual
applied. care. Against placebo, the SMDs

were 0.68 (95 % CI -0.01 to 1.36)
and -0.17 (95 % C1 -0.45 t0 0.11)
respectively. For improvement of
abdominal pain, the SMDs at 2
and 3 months were 0.45 (95% Cl
0.00 to 0.91) and 0.22 (95% CI

- 0.04 to -0.49) compared to
usual care. Against placebo the
SMD at 3 months was 0.33 (95 %
Cl-0.16 to 0.82). For improve-
ment in quality of life, the SMDs
at 2 and 3 months compared to
usual care were 0.44 (95 % C1 0.04
to 0.85) and 0.92 (95% Cl 0.07 to
1.77) respectively.

Interpersonal psychotherapy
The RR for adequate relief of
symptoms was 2.02 (95 % Cl
1.13 t0 3.62), RD 0.30 (95 % ClI
0.13 to 0.46), NNT 4 for compa-
rison with care as usual. The
SMD for improvement of symp-
tom score was 0.35 (95% Cl
-0.75 to 0.05) compared with
usual care.

Relaxation/Stress management
The SMD in symptom score im-
provement at 2 months was 0.50
(95% C10.02 to 0.98) compared
with usual care. The SMD in im-
provement of abdominal pain at
3 months was 0.02 (95 % Cl
-0.56 to 0.61) compared with
usual care.
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Referenz

Ford, A. C.;
Quigley,

E. M.; Lacy,
B. E.; Lem-
bo, A.;
Saito, Y. A.;
Schiller,

L. R.; Soffer,
E. E.; Spie-
gel, B. M.;
Moayyedi,
P.; Effect of
antidepres-
sants and
psychologi-
cal thera-
pies, inclu-
ding hyp-
notherapy,
in irritable
bowel syn-
drome: sys-
tematic re-
view and
meta-anal-
ysis 2014
Metaana-
lyse rando-
misierter
kontrollier-
ter Stu-
dien

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Datenban-
ken: MEDLI-
NE, EMBASE,
the Cochrane
Controlled
Trials Regis-
ter Zeitraum:
bis Dezem-
ber 2013 Ein-
schlusskrite-
rien: adults
with IBS,
comparison
of antide-
pressants
with placebo,
or psycholo-
gical thera-
pies with
control the-
rapy or usual
manage-
ment.

Charakteris-
tik einge-
schlossener
Studien

Trials recrui-
ting adults
with IBS,
which com-
pared antide-
pressants
with placebo,
or psycholo-
gical thera-
pies with
control the-
rapy or “
usual ma-
nagement, ”
were eligible.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Primarer Endpunkt: Improve-
ment in global IBS symptoms. If
this was not reported then im-
provement in abdominal pain.
Sekundére Endpunkte: Secon-
dary outcomes included asses-
sing efficacy according to a
specific type of antidepressant
or psychological therapy, and
adverse events occurring as a
result of therapy.

There were a total of 30 articles,
reporting on 32 separate RCTs,
comparing various psychologi-
cal therapies with control thera-
py in the form of symptom mo-
nitoring, physician’s “usual
management”, supportive the-
rapy, or placebo for the treat-
ment of IBS in a total of

2189 patients

Overall, IBS symptoms did not
improve in 639 (51.9 %) of

1232 patients receiving psycho-
logical therapies, compared
with 839 (76.1 %) of 1102 recei-
ving control in the form of
symptom monitoring, physici-
an’s “usual management”, sup-
portive therapy, or placebo. The
RR of IBS symptoms not impro-
ving with psychological thera-
pies was 0.68 (95% Cl=0.61-
0.76), with considerable hetero-
geneity detected between
studies (12=71%, P<0.001),
and evidence of funnel plot
asymmetry, or other small study
effects(Egger test, P <0.001),
with a lack of small studies sho-
wing no effect of psychological
therapies on the symptoms of
IBS. The NNT with psychological
therapies was 4 (95 % Cl=3-5).
Efficacy of CBT in IBS: Nine trials
compared CBT with control the-
rapy in 610 patients. Symptoms
of IBS did not improve in 145
(41.5 %) of 349 patients assig-
ned to CBT, compared with 166
(63.6 %) of 261 patients alloca-
ted to control, with an RR of
0.60 (95 % Cl=0.44-0.83), and
statistically significant hetero-
geneity between studies
(12=70%, P <0.001). The NNT
with CBT was 3 (95 % Cl =2-6).

Methodische Kritik

Heterogenitdtssta-
tistik wurde durch-
gefiihrt und ent-
sprechend disku-
tiert. Teilweise hohe
Heterogenitat auch
in Subgruppenana-
lysen. Assessment of
bias wurde durchge-
fiihrt und entspre-
chend diskutiert.

— None of the trials
were at a low risk of
bias, owing to the
inability to blind
participants to the
nature of the inter-
vention received.
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Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1a

Korres-
pondie-
rende
Schliissel-
fragen Nr.

AG 06
Frage 1.0,
2.0, 3.0,
4.0

Korrespon-
dierende
Empfehlung
Nr.

13-5
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# Thieme

Referenz
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Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteris-
tik einge-
schlossener
Studien

Primarer Endpunkt, Methodische Kritik ~ Weitere Korres- Korrespon-

sekunddre Endpunkte, Kommen-  pondie- dierende

Ergebnisse tare, Evi- rende Empfehlung
denzklas-  Schliissel-  Nr.

se, Litera-  fragen Nr.

turbelege

Efficacy of relaxation training or
therapy in IBS: Six RCTs compar-
ed relaxation training or therapy
with control therapy in 255 pa-
tients. IBS symptoms did not
improve in 96 (72.2 %) of

133 patients randomized to re-
laxation training or therapy,
compared with 107 (87.7 %) of
122 patients receiving control
therapy. Overall, no benefit of
relaxation training or therapy in
IBS was detected (RR of symp-
toms not improving=0.77; 95%
Cl=0.57-1.04), and there was
statistically significant hetero-
geneity between studies
(12=71%, P=0.004).

Efficacy of hypnotherapy in IBS:
Five separate trials, reported in
four articles, compared hypno-
therapy with control therapy in
278 patients. IBS symptoms did
not improve in 77 (54.6 %) of
141 patients assigned to hypno-
therapy, compared with 106
(77.4%) of 137 allocated to
control therapy. Overall, hypno-
therapy was of benefit in IBS,
and the RR of symptoms not
improving was 0.74 (95 %
Cl=0.63-0.87), with no signifi-
cant heterogeneity detected
between studies (1 2=0%,
P=0.43). The NNT with hypno-
therapy was 4 (95 % Cl =3-8).
Efficacy of multicomponent psy-
chological therapy in IBS: Five
separate RCTs, again reported in
four articles, compared multi-
component psychological thera-
py with control therapy in

335 patients. Symptoms of IBS
were not improved in 96 (57.1 %)
of 168 patients randomized to
multicomponent psychological
therapy, compared with 135
(80.8 %) of 167 receiving control.
The RR of IBS symptoms not
improving was 0.72 (95 %
Cl=0.62-0.83), with no signifi-
cant heterogeneity detected
between studies (1 2=0%,
P=0.64). The NNT with multi-
component psychological thera-
py was 4 (95 % Cl=3-7).
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Referenz Untersuchte  Charakteris-
Studien| tik einge-
Materialien schlossener
Welche Studien
Interven-
tionen wur-
den gepriift
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Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Efficacy of self-administered or
minimal-contact CBT in IBS:
Three trials, involving 144 pa-
tients, used self-administered or
minimal-contact CBT. Overall,
34 (46.6 %) of 73 patients allo-
cated to receive self-administe-
red or minimal-contact CBT re-
ported no improvement in
symptoms, compared with
63(88.7 %) of 71 assigned to
control. The RR of IBS symptoms
not improving with self-admi-
nistered or minimal-contact CBT
was 0.53 (95 % Cl=0.17-1.66),
with significant heterogeneity
detected between individual
study results (1 2=96 %,

P <0.001).

Efficacy of CBT delivered via the
Internet in IBS: There were two
trials that delivered CBT via the
Internet, containing 140 pa-
tients. Among 71 patients ran-
domized to CBT via the Internet,
51 (71.8 %) reported no impro-
vement in symptoms.

This compared with 68 (98.6 %)
of 69 allocated to control thera-
py. The RR of IBS symptoms not
improving with CBT via the In-
ternet was 0.75 (95 % Cl=0.48-
1.17), with significant hetero-
geneity between the two RCTs
(12=90%, P=0.002).

Efficacy of dynamic psychothe-
rapy in IBS: Two RCTs compared
dynamic psychotherapy with
control therapy in 273 patients
(44.47). No improvement in IBS
symptoms was reported by
61(44.2 %) of 138 patients ran-
domized to dynamic psychothe-
rapy, compared with 95 (70.4 %)
of 135 patients receiving con-
trol; the RR of symptoms not
improving was 0.60 (95 %
C1=0.39-0.93), and the NNT
was 3.5 (95 % Cl=2-25). There
was significant heterogeneity
between studies (1 2=72%,
P=0.06).

Efficacy of stress management
in IBS: There were two trials
using this therapy, involving

98 patients. Overall, 24 (40.7 %)
of 59 patients assigned to stress
management reported no im-

Methodische Kritik

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korres-
pondie-
rende
Schliissel-
fragen Nr.

Korrespon-
dierende
Empfehlung
Nr.
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# Thieme

Referenz

Li, L.;
Xiong, L.;
Zhang, S.;
Yu, Q.;
Chen, M.;
Cognitive-
behavioral
therapy for
irritable
bowel syn-
drome: a
meta-anal-
ysis 2014
Metaana-
lyse rando-
misierter
kontrol-
lierter
Studien

e368

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Einschlusskri-
terien: Min-
destalter

16 Jahre mit
IBS-Diagno-
se, randomi-
siert-kontrol-
liertes Studi-
endesign
und Cross-
over-Studien
mit Post-Tre-
atment-Da-
ten, kogniti-
ve Verhal-
tenstherapie
im Therapie-
arm (self-
manage-
ment, face-
to-face, Tele-
fon- und
Web-basiert,
Gruppen-
oder Einzel-
setting), ada-
quate Kon-
trollbedin-
gung, mess-
bare Outco-
me-Variable.
Suchstrate-
gie/Daten-

Charakteris-
tik einge-
schlossener
Studien

Intervention/
Vergleichsin-
tervention:
kognitive
Verhaltens-
therapie ver-
sus Stan-
dardbehand-
lung oder
Warteliste
oder psycho-
edukative
Unterstiit-
zung oder
Stressmoni-
toring oder
web-basier-
tes Stressma-
nagement
oder unter-
stiitzte
Selbsthilfe
oder med.
Behandlung.

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

provement in IBS symptoms,
compared with 23 (59.0 %) of
39allocated to control. There
was no beneficial effect detect-
ed for stress management in IBS
(RR=0.63; 95% Cl=0.19-2.08),
and there was significant hete-
rogeneity between studies
(12=83%, P=0.02).

Efficacy of multicomponent
psychological therapy mainly via
the telephone or mindfulness
meditation training in IBS: There
was only one study that used
each of these treatment moda-
lities. Multicomponent psycho-
logical therapy mainly via the
telephone appeared to be bene-
ficial in IBS (RR of symptoms not
improving=0.78; 95 %
Cl=0.64-0.93), but there was
no benefit with mindfulness
meditation training (RR=0.57;
95% Cl=0.32-1.01).

Primarer Endpunkt: Symptom-
schwere gemessen mit CPSR,
IBS-SSS, BSSS, GSRS-IBS, I1BS
symptom score, abdominal pain
score, Rom Il score.

Basierend auf 16 Studien, ge-
poolte Effektstdrke kog. Verhal-
tenstherapie versus alle Kon-
trollbedingungen post-
treatment, KVT favorisierend:
0.678 (95 %Kl 0.417, 0.939)
Sekundare Endpunkte: Lebens-
qualitdt und psychologischer
Zustand gemessen mit HAD,
MADRS-S, BDI, health depressi-
on score. Lebensqualitat: basie-
rend auf 7 Studien, gepoolte
Effektstdrke kog. Verhaltensthe-
rapie versus alle Kontrollbedin-
gungen post-treatment, KVT
favorisierend: 0.488 (95 %Kl
0.237, 0.740) Psychologischer
Zustand: basierend auf

12 Studien, gepoolte Effektstar-
ke Lebensqualitdt kog. Verhal-
tenstherapie versus alle Kon-
trollbedingungen post-
treatment, KVT favorisierend:
-0.213 (95 %K1 -0.423, -0.003)
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Methodische Kritik ~ Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-

turbelege

Evidenz-
klasse 1a

Glte der zu Grunde
liegenden Studien
sowie das Verzer-
rungspotential wur-
den mittels CCDAN
scale 2-malig und
unabhdngig beur-
teilt (Cochrane Col-
laboration Depressi-
on and Anxiety
Neurosis Review
Group’s Scale
Score).

Korres-
pondie-
rende
Schliissel-
fragen Nr.

AG 06
Frage 1.0

Korrespon-
dierende
Empfehlung
Nr.

6-3

. Thieme. All rights reserved.



Referenz

Altayar, O.;
Sharma, V.;
Prokop,L.].;
Sood, A.;
Murad,

M. H.; Psy-
chological
therapies
in patients
with irrita-
ble bowel
syndrome:
a systema-
tic review
and meta-
analysis of
random-
ized con-
trolled tri-
als 2015
Metaana-
lyse rando-
misierter
kontrol-
lierter
Studien

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

banken:Pub-
Med, Scopus,
the Cochrane
Library, Web
of Science
Zeitraum: bis
31.12.2013

Datenban-
ken: Ovid-
Medline In-
Process &
Other Non-
Indexed Cita-
tions, Ovid
MEDLINE,
OvidEMBASE,
Ovid PsycIN-
FO, Ovid
Cochrane
Central Re-
gister of
Controlled
Trials, Ovid
Cochrane
Database of
Systematic
Reviews, and
Scopus. Zeit-
raum: 1966
bis February
6, 2014 Ein-
schlusskrite-
rien: ran-
domized
controlled
trials (RCTs)
of psycholo-
gical thera-
pies for the
treatment of
IBS. At least
18 years.
Subjects of
the included
trials were
diagnosed
with irritable
bowel syn-
drome (IBS)
based on one
of the follo-
wing criteria:
Latimer crite-
ria, Manning
criteria, Kruis
criteria,
Rome | crite-

Charakteris-
tik einge-
schlossener
Studien

We included
trials that
evaluated
the efficacy
of psycholo-
gical inter-
ventions,
including
cognitive-
behavioral
therapies,
mind-body
therapies,
and other
psychologi-
cal interven-
tions, com-
pared to no
intervention,
waiting list,
placebo,
diet, herbal
treatment, or
symptomatic
manage-
ment. Only
trials that
evaluated
the efficacy
of psycholo-
gical inter-
ventions
using com-
posite IBS
symptoms
severity sca-
les, individ-
ual IBS symp-
toms severity
scales, or
quality of life
scales were
included.

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Prim. outcome: The primary
outcomes were the composite
IBS symptoms severity scales
and quality of life. Sec. outco-
me: Other outcomes were diar-
rhea, constipation, and abdomi-
nal pain. 15 RCTs that mostly
evaluated cognitive behavioral
therapy were included. Psycho-
logical therapies were associat-
ed with improvement in IBS
symptoms severity scales (SMD
-0.618; 95% Cl: -0.853 to
-0.383), IBS-Quality of Life
(SMD 0.604; 95 % Cl: 0.440 to
0.768), and abdominal pain
(SMD -0.282; 95 % Cl: -0.562 to
-0.001). No statistically signifi-
cant effect was observed on
diarrhea or constipation.

Methodische Kritik

Gute methodische
Qualitat: Two inde-
pendent reviewers
identified the RCTs,
extracted the data,
and assessed trial
quality, random-ef-
fect model was used
to pool standardized
mean difference
(SMD) and 95 % con-
fidence interval (Cl)
across trials. Limita-
tions were discussed
(increased risk of
bias and the overall
sample size was
small leading to
imprecision).
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Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1a

Korres-
pondie-
rende
Schliissel-
fragen Nr.

AG 06 Fra-
ge 1.0, AG
06 Frage
1.0

Korrespon-
dierende
Empfehlung

Nr.

6-3

e369



# Thieme

Referenz

Laird, K. T.;
Tanner-
Smith, E. E.;
Russell,

A. C.; Hol-
lon, S.D.;
Walker,

L. S.; Short-
term and
Long-term
Efficacy of
Psychologi-
cal Thera-
pies for Irri-
table Bowel
Syndrome:
A Systema-
tic Review
and Meta-
analysis
2016
Metaana-
lyse rando-
misierter
kontrol-
lierter
Studien

e370

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

ria, Rome Il
criteria,
Rome llI cri-
teria, or clini-
cian defined
diagnosis.

Suchstrate-
gie/Daten-
banken: Pub-
Med, PsycIN-
FO, Science
Direct, Pro-
Quest Disser-
tations and
Theses Zeit-
raum: bis 15.
August 2015
Einschlusskri-
terien: ran-
domisierte
kontrollierte
Studien, die
Psychothera-
pie mit einer
aktiven oder
nichtaktiven
Kontrollbe-
dingung hin-
sichtlich GI-
Symptomen,
Bauch-
schmerzen
und GI-Dys-
funktion
(Obstipation
und Diarrhoe
nicht unter-
schieden)
vergleichen.

Charakteris-
tik einge-
schlossener
Studien

41 Studien
mit 2290
Teilnehmern
(1183 Psy-
chotherapie,
1107 Kon-
trollbedin-
gung) Inter-
vention: Psy-
chotherapie
vs. aktive
oder nicht-
aktive Kon-
trollbedin-
qung

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Primarer Endpunkt: GI Symp-
tom-Schwere, Bauchschmerzen,
Gl Dysfunktion (Obstipation/Di-
arrhoe nicht unterschieden, kei-
ne Aussage zu Bldhungen) - in
der Reihenfolge der Praferenz,
je nach Verfligbarkeit. Einge-
setzte Instrumente: Hauptséch-
lich GI-Symptom-Diary.
Forty-one trials were included in
our metaanalysis, comprising
data from 2290 individuals
(1183 assigned to psychothera-
py and 1107 assigned to a con-
trol condition). Compared with
a mixed group of control condi-
tions, psychological therapies
had a medium effect on GI
symptom severity (d =0.69) im-
mediately after treatment. On
average, individuals who receiv-
ed psychotherapy had a greater
reduction in Gl symptoms after
treatment than 75 % of individ-
uals assigned to a control condi-
tion. After short-term follow-up
periods (1-6 months after tre-
atment) and long-term follow-
up periods (6-12 months after
treatment), this effect remained
significant and medium in mag-
nitude (d=0.76 and d=0.73,
respectively).

Cognitive and cognitive behav-
ioral therapies were evaluated in
the largest number of trials

(20 trials), followed by relaxa-
tion (6 trials) and hypnosis

(5 trials). These 3 modalities had
similar effect sizes of PT on Gl
symptoms (cognitive: d=0.73,
P<0.001; 95 % Cl, 0.48-0.97;
hypnosis: d=0.78, P <0.001;
95% Cl, 0.46-1.11; relaxation:
d=0.72,P=0.050; 95 % Cl,
0.00-1.43; Q=0.08, P=0.960).
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Methodische Kritik

Hohe methodische
Qualitat, Assess-
ment of Risk of Bias
(Sequence Genera-
tion, Allocation Con-
cealment, Blinding
(performance bias,
attrition bias, and
detection bias)). To
assess homogenei-
ty, we the Q statistic
was calculated, as
well as the between
studies variance (s2)
and the ratio of true
heterogeneity to to-
tal observed varia-
tion (12).

Weitere Korres-
Kommen-  pondie-
tare, Evi- rende
denzklas-  Schliissel-
se, Litera-  fragen Nr.
turbelege
Evidenz- AG 06
klasse 1a Frage 1.0,
2.0.,3.0

Korrespon-
dierende
Empfehlung
Nr.

6-3

;59: e334-e534 | © 2021. Thieme. All rights reserved.



Schiliisselfrage:

AG 06 2.0) Wie wirksam und vertrdglich/sicher sind Entspannungsverfahren?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte Charakte-
Studien| ristik ein-
Materialien geschlosse-
Welche In- ner Studien
terventionen
wurden
gepriift
Zijdenbos, Datenbanken:  Interventi-
I. L; de of MEDLINE, on: single
Wit, N. |.; EMBASE, Psy- psychologi-
van der chinfo, ClI- cal interven-
Heijden, NAHL,Web of  tions with
G.J.; Ru- Science, The either usual
bin, G.; Cochrane care or
Quartero, Library and mock inter-
A. O.; Psy- Google Scho- ventions
chological lar. Local da-
treat- tabases were
ments for searched in
the ma- Europe. Zeit-

nagement raum: 1966-
of irritable 2008 Ein-
bowel syn-  schlusskrite-

drome rien: Rando-
2009 mised trials
Metaana- comparing
lyse ran- single psy-
domisiert chological in-
kontrol- terventions
lierter with either
Studien usual care or
mock inter-
ventions in
patients over
16 years of
age. No
language cri-
terion was
applied.

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Endpunkte: symptom score
improvement, abdominal pain,
quality of life (wo vorhanden)
The search identified 25 studies
that fulfilled the inclusion
criteria.

The SMD for symptom score
improvement at 2 and 3 months
was 0.97 (95 % Cl 0.29 to 1.65)
and 0.62 (95 % Cl 0.45 to 0.79)
respectively compared to usual
care. Against placebo, the SMDs
were 0.71 (95 % Cl 0.08 to 1.33)
and -0.17 (95 % Cl -0.45 to
0.11) respectively. For improve-
ment of abdominal pain, the
SMDs at 2 and 3 months were
0.54 (95% C1 0.10 to 0.98) and
0.26 (95% C1 0.07 to 0.45)
compared to usual care. The
SMD from placebo at 3 months
was 0.31 (95% Cl -0.16 to
0.79). For improvement in qua-
lity of life, the SMD from usual
care at 2 and 3months was 0.47
(95% C10.11 to 0.84) and 0.31
(95% CI -0.16 to 0.77) respecti-
vely.

Cognitive behavioural therapy
The SMD for symptom score
improvement at 2 and 3 months
was 0.75 (95 % Cl -0.20 to 1.70)
and 0.58 (95 % C1 0.36 to 0.79)
respectively compared to usual
care. Against placebo, the SMDs
were 0.68 (95% Cl -0.01 to
1.36) and -0.17 (95 % Cl -0.45
to 0.11) respectively. For im-
provement of abdominal pain,
the SMDs at 2 and 3 months
were 0.45 (95 % C1 0.00 to 0.91)
and 0.22 (95% Cl - 0.04 to
-0.49) compared to usual care.
Against placebo the SMD at 3
months was 0.33 (95% Cl -0.16
to 0.82). For improvement in
quality of life, the SMDs at 2 and
3 months compared to usual
care were 0.44 (95% Cl 0.04 to
0.85) and 0.92 (95 % C1 0.07 to
1.77) respectively.
Interpersonal psychotherapy
The RR for adequate relief of

Methodische Weitere Kom- Korrespon- Korres-

Kritik mentare, Evi- dierende pondie-
denzklasse, Li- Schliisselfra- rende
teraturbelege gen Nr. Empfeh-

lung Nr.

Hohe methodi-  Evidenzklasse AG 6 Frage 6-2b

sche Qualitat, 1a 1.0und 2.0

systemat.

Assessment of

risk of bias,

heterogeneity,
problems due
to small sample
size and outco-
me definition.
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# Thieme

Referenz

Ford,A.C.;
Quigley,
E.M.; Lacy,
B. E.; Lem-
bo, A. |.;
Saito, Y. A.;
Schiller,

L. R.; Sof-
fer, E. E.;
Spiegel,
B.M,;
Moayyedi,
P.; Effect
of antide-
pressants
and psy-
chological
therapies,
including
hypnothe-
rapy, inir-
ritable
bowel syn-
drome:
systematic
review
and meta-
analysis
2014
Metaana-
lyse ran-
domisier-
ter kon-
trollierter
Studien

e372

Untersuchte
Studien|
Materialien
Welche In-
terventionen
wurden
gepriift

Datenbanken:
MEDLINE, EM-
BASE, the
Cochrane
Controlled
Trials Register
Zeitraum: bis
Dezember
2013 Ein-
schlusskrite-
rien: adults
with IBS,
comparison
of antidepres-
sants with
placebo, or
psychological
therapies
with control
therapy or “
usual ma-
nagement.

Charakte-
ristik ein-
geschlosse-
ner Studien

Trials recrui-
ting adults
with IBS,
which com-
pared anti-
depressants
with place-
bo, or psy-
chological
therapies
with control
therapy or
“usual ma-
nagement”
were eligi-
ble.

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

symptoms was 2.02 (95 % Cl
1.13 to0 3.62), RD 0.30 (95 % ClI
0.13 to 0.46), NNT 4 for com-
parison with care as usual. The
SMD for improvement of symp-
tom score was 0.35 (95% Cl -
0.75 to 0.05) compared with
usual care.

Relaxation/Stress management
The SMD in symptom score im-
provement at 2 months was
0.50 (95 %Cl 0.02 to 0.98) com-
pared with usual care. The SMD
in improvement of abdominal
pain at 3 months was 0.02 (95 %
Cl -0.56 to 0.61) compared
with usual care.

Primarer Endpunkt: Improve-
ment in global IBS symptoms. If
this was not reported then im-
provement in abdominal pain.
Sekundére Endpunkte: Secon-
dary outcomes included asses-
sing efficacy according to a
specific type of antidepressant
or psychological therapy, and
adverse events occurring as a
result of therapy.

There were a total of 30 articles,
reporting on 32 separate RCTs,
comparing various psychologi-
cal therapies with control thera-
py in the form of symptom mo-
nitoring, physician’s “usual
management”, supportive the-
rapy, or placebo for the treat-
ment of IBS in a total of

2189 patients Overall, IBS
symptoms did not improve in
639 (51.9 %) of 1232 patients
receiving psychological thera-
pies, compared with 839

(76.1 %) of 1102 receiving con-
trol in the form of symptom
monitoring, physician’s “usual
management”, supportive the-
rapy, or placebo. The RR of IBS
symptoms not improving with
psychological therapies was
0.68 (95 % Cl=0.61-0.76), with
considerable heterogeneity
detected between studies
(12=71%, P<0.001), and evi-
dence of funnel plot asymme-
try, or other small study effects
(Egger test, P <0.001), with a
lack of small studies showing no
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Methodische
Kritik

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Heterogeni- Evidenzklasse
tatsstatistik 1a
wurde durch-
gefiihrt und
entsprechend
diskutiert. Teil-
weise hohe
Heterogenitat
auch in Sub-
gruppenanaly-
sen. Assess-
ment of bias
wurde durch-
gefiihrt und
entsprechend
diskutiert. =
None of the tri-
als were at a
low risk of bias,
owing to the
inability to
blind partici-
pants to the
nature of the
intervention
received.

Korrespon-
dierende
Schliisselfra-
gen Nr.

AG 06
Frage 1.0,
2.0,3.0,4.0

Korres-
pondie-
rende
Empfeh-
lung Nr.



Untersuchte
Studien|
Materialien
Welche In-
terventionen
wurden
gepriift

Referenz
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Charakte-
ristik ein-
geschlosse-
ner Studien

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

effect of psychological thera-
pies on the symptoms of IBS.
The NNT with psychological
therapies was 4 (95 % Cl=3-5).
Efficacy of CBT in IBS: Nine trials
compared CBT with control the-
rapy in 610 patients. Symptoms
of IBS did not improve in 145
(41.5 %) of 349 patients assig-
ned to CBT, compared with 166
(63.6%) of 261 patients alloca-
ted to control, with an RR of
0.60 (95 % C1=0.44-0.83), and
statistically significant hetero-
geneity between studies
(12=70%, P<0.001). The NNT
with CBT was 3 (95 % Cl =2-6).
Efficacy of relaxation training or
therapy in IBS: Six RCTs compar-
ed relaxation training or therapy
with control therapy in

255 patients. IBS symptoms did
not improve in 96 (72.2 %) of
133 patients randomized to
relaxation training or therapy,
compared with 107 (87.7 %) of
122 patients receiving control
therapy. Overall, no benefit of
relaxation training or therapy in
IBS was detected (RR of symp-
toms not improving=0.77; 95 %
Cl=0.57-1.04), and there was
statistically significant hetero-
geneity between studies
(12=71%, P=0.004). Efficacy of
hypnotherapy in IBS: Five sepa-
rate trials, reported in four arti-
cles, compared hypnotherapy
with control therapy in

278 patients. IBS symptoms did
not improve in 77 (54.6 %) of
141 patients assigned to hyp-
notherapy, compared with 106
(77.4 %) of 137 allocated to
control therapy. Overall, hypno-
therapy was of benefit in IBS,
and the RR of symptoms not
improving was 0.74 (95 %
Cl=0.63-0.87), with no signifi-
cant heterogeneity detected
between studies (1 2=0%,
P=0.43). The NNT with hypno-
therapy was 4 (95 % Cl=3-8).
Efficacy of multicomponent
psychological therapy in IBS:
Five separate RCTs, again re-
ported in four articles, compar-
ed multicomponent psychologi-

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Korrespon-
dierende
Schliisselfra-
gen Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.

e373



# Thieme

Referenz Untersuchte Charakte- Primdrer Endpunkt, Methodische Weitere Kom- Korrespon- Korres-
Studien| ristik ein- sekundare Endpunkte, Kritik mentare, Evi- dierende pondie-
Materialien geschlosse-  Ergebnisse denzklasse, Li-  Schliisselfra- rende
Welche In- ner Studien teraturbelege gen Nr. Empfeh-
terventionen lung Nr.
wurden
gepriift

cal therapy with control therapy
in 335 patients. Symptoms of
IBS were not improved in 96
(57.1 %) of 168 patients ran-
domized to multicomponent
psychological therapy, compar-
ed with 135 (80.8 %) of

167 receiving control. The RR of
IBS symptoms not improving
was 0.72 (95 % Cl=0.62-0.83),
with no significant heterogenei-
ty detected between studies
(12=0%, P=0.64). The NNT
with multicomponent psycho-
logical therapy was 4 (95 %
Cl=3-7). Efficacy of self-admi-
nistered or minimal-contact
CBT in IBS: Three trials, involving
144 patients, used self-adminis-
tered or minimal-contact CBT.
Overall, 34 (46.6 %) of

73 patients allocated to receive
self-administered or minimal-
contact CBT reported no impro-
vement in symptoms, compar-
ed with 63 (88.7 %) of 71 assig-
ned to control. The RR of IBS
symptoms not improving with
self-administered or minimal-
contact CBT was 0.53 (95 %
C1=0.17-1.66), with significant
heterogeneity detected bet-
ween individual study results
(12=96 %, P<0.001). Efficacy of
CBT delivered via the Internet in
IBS: There were two trials that
delivered CBT via the Internet,
containing 140 patients.
Among 71 patients randomized
to CBT via the Internet, 51

(71.8 %) reported no improve-
ment in symptoms. This com-
pared with 68 (98.6 %) of

69 allocated to control therapy.
The RR of IBS symptoms not im-
proving with CBT via the Inter-
net was 0.75 (95 % Cl=0.48-
1.17), with significant hetero-
geneity between the two RCTs
(12=90%, P=0.002). Efficacy of
dynamic psychotherapy in IBS:
Two RCTs compared dynamic
psychotherapy with control the-
rapy in 273 patients (44,47). No
improvement in IBS symptoms
was reported by 61(44.2 %) of
138 patients randomized to
dynamic psychotherapy, com-
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Referenz

Altayar, O.;
Sharma,V.;
Prokop,

L. J.; Sood,
A.; Murad,
M. H.; Psy-
chological
therapies
in patients
with irrita-
ble bowel
syndrome:
a systema-
tic review
and meta-
analysis of
random-
ized con-
trolled tri-
als 2015

Untersuchte
Studien|
Materialien
Welche In-
terventionen
wurden
gepriift

Datenbanken:
OvidMedline
In-Process &
Other Non-In-
dexed Citati-
ons, Ovid
MEDLINE,
OvidEMBASE,
Ovid PsycIN-
FO, Ovid
Cochrane
Central Regis-
ter of Con-
trolled Trials,
Ovid Cochra-
ne Database
of Systematic
Reviews, and
Scopus.

Charakte-
ristik ein-
geschlosse-
ner Studien

We included
trials that
evaluated
the efficacy
of psycholo-
gical inter-
ventions,
including
cognitive-
behavioral
therapies,
mind-body
therapies,
and other
psychologi-
cal interven-
tions, com-
pared to no
interventi-
on, waiting

Primdrer Endpunkt, Methodische
sekundare Endpunkte, Kritik
Ergebnisse

pared with 95 (70.4 %) of

135 patients receiving control;
the RR of symptoms not impro-
ving was 0.60 (95% Cl=0.39-
0.93), and the NNT was 3.5

(95 % Cl=2-25). There was sig-
nificant heterogeneity between
studies (1 2=72%, P=0.06). Ef-
ficacy of stress management in
IBS: There were two trials using
this therapy, involving 98 pa-
tients. Overall, 24 (40.7 %) of
59 patients assigned to stress
management reported no im-
provement in IBS symptoms,
compared with 23 (59.0 %) of
39allocated to control. There
was no beneficial effect detect-
ed for stress management in IBS
(RR=0.63; 95% CI=0.19-2.08),
and there was significant hete-
rogeneity between studies
(12=83%, P=0.02).

Efficacy of multicomponent
psychological therapy mainly
via the telephone or mindful-
ness meditation training in IBS:
There was only one study that
used each of these treatment
modalities. Multicomponent
psychological therapy mainly
via the telephone appeared to
be beneficial in IBS (RR of symp-
toms not improving=0.78; 95 %
Cl=0.64-0.93), but there was
no benefit with mindfulness
meditation training (RR=0.57;
95% Cl=0.32-1.01).

Prim. outcome: The primary Gute methodi-
outcomes were the composite sche Qualitat:
IBS symptoms severity scales Two indepen-
and quality of life. Sec. outco- dent reviewers
me: Other outcomes were diar- identified the
rhea, constipation, and abdomi- RCTs, extracted
nal pain. the data, and
15 RCTs that mostly evaluated assessed trial
cognitive behavioral therapy quality, ran-
were included. Psychological dom-effect
therapies were associated with model was
improvement in IBS symptoms used to pool
severity scales (SMD -0.618; standardized

95% Cl: -0.853 to -0.383), IBS-  mean diffe-
Quality of Life (SMD 0.604;95%  rence (SMD)

Cl: 0.440 to 0.768), and ab- and 95 % confi-
dominal pain (SMD -0.282;95%  dence interval
Cl: -=0.562 to -0.001). No sta- (Cl) across tri-
tistically significant effect was als. Limitations

were discussed
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Metaana- Zeitraum: list, placebo,  observed on diarrhea or consti- (increased risk

lyse ran- 1966 bis 6. diet, herbal pation. of bias and the

domisier- Februar. 2014  treatment, overall sample

ter kon- Einschlusskri- or sympto- size was small

trollierter terien: ran- matic ma- leading to

Studien domized con- nagement. imprecision).
trolled trials Only trials
(RCTs) of psy- that eval-
chological uated the
therapies for efficacy of

the treatment  psychologi-
of IBS. At least  cal interven-

18 years. Sub-  tions using

jects of the composite

included trials  IBS symp-

were diagno- toms severi-

sed with irri- ty scales, in-

table bowel dividual IBS

syndrome symptoms

(IBS) based on  severity sca-

one of the fol-  les, or quali-

lowing crite- ty of life

ria: Latimer scales were

criteria, Man- included.

ning criteria,

Kruis criteria,

Rome | crite-

ria, Rome Il

criteria, Rome

Il criteria, or

clinician defi-

ned diagnosis.
Laird, K. T.;  Suchstrate- 41 Studien Primarer Endpunkt: GI-Symp- Hohe methodi-  Evidenzklasse AG 06 6-3
Tanner- gie/Daten- mit 2290 tom-Schwere, Bauchschmerzen, sche Qualitat, 1a Frage 1.0,
Smith,E.E.;  banken: Pub- Teilneh- GI-Dysfunktion (Obstipation/Di-  Assessment of 2.0, 3.0
Russell, Med, PsycIN- mern (1183 arrhoe nicht unterschieden, kei-  Risk of Bias
A. C.; Hol- FO, Science Psychothe- ne Aussage zu Bldhungen) - in (Sequence Ge-
lon, S.D.; Direct, Pro- rapie, 1107 der Reihenfolge der Préferenz, neration, Allo-
Walker, Quest Disser- Kontrollbe- ja nach Verfiigbarkeit. Einge- cation Conceal-
L.S.; tations and dingung) In-  setzte Instrumente: Hauptsach- ment, Blinding
Short-term  Theses Zeit- tervention: lich GI-Symptom-Diary. (performance
and Long- raum: bis 15. Psychothe- Forty-one trials were included in  bias, attrition
term Effi- August 2015 rapie vs. our metaanalysis, comprising bias, and de-
cacy of Einschlusskri- aktive oder data from 2290 individuals tection bias)).
Psycholo- terien: rando-  nicht-aktive (1183 assigned to psychothera-  To assess
gical The- misierte kon- Kontrollbe- py and 1107 assigned to a con- homogeneity,
rapies for trollierte Stu- dingung trol condition). Compared with we the Q sta-
Irritable dien, die a mixed group of control condi- tistic was cal-
Bowel Syn-  Psychothera- tions, psychological therapies culated, as well
drome: A pie mit einer had a medium effect on Gl as the between
Systematic  aktiven oder symptom severity (d=0.69) im-  studies varian-
Reviewand  nichtaktiven mediately after treatment. On ce (s2) and the
Meta-anal- Kontrollbe- average, individuals who receiv- ratio of true
ysis 2016 dingung hin- ed psychotherapy had a greater ~ heterogeneity
Metaana- sichtlich GI- reduction in GI symptoms after to total obser-
lyse ran- Symptomen, treatment than 75 % of individ- ved variation
domisier- Bauch- uals assigned to a control con- (12).
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Referenz Untersuchte Charakte- Primarer Endpunkt, Methodische

Studien| ristik ein- sekundare Endpunkte, Kritik
Materialien geschlosse-  Ergebnisse
Welche In- ner Studien
terventionen
wurden
gepriift
ter kon- schmerzen dition. After short-term follow-
trollierter und GI-Dys- up periods (1-6 months after
Studien funktion treatment) and long-term fol-
(Obstipation low-up periods (6-12 months
und Diarrhoe after treatment), this effect re-
nicht unter- mained significant and medium
schieden) in magnitude (d=0.76 and
vergleichen. d=0.73, respectively).

Cognitive and cognitive behav-
ioral therapies were evaluated in
the largest number of trials

(20 trials), followed by relaxa-
tion (6 trials) and hypnosis

(5 trials). These 3 modalities had
similar effect sizes of PT on Gl
symptoms (cognitive: d=0.73,
P<0.001;95% Cl, 0.48-0.97;
hypnosis: d=0.78, P <0.001;
95% Cl, 0.46-1.11; relaxation:
d=0.72,P=0.050; 95% Cl,
0.00-1.43; Q=0.08, P=0.960).

Schiliisselfrage:

AG 06 3.0) Wie wirksam und vertrdglich/sicher ist Hypnotherapie?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuchte Studi-  Charakteris- Primarer Endpunkt, Methodi-

en/Materialien tik einge- sekundéare Endpunkte, sche Kritik

Welche Interven- schlossener Ergebnisse

tionen wurden Studien

gepriift
Ford,A.C.;  Datenbanken: Trials recrui- Primarer Endpunkt: Impro- Heterogeni-
Quigley, MEDLINE, EMBASE, ting adults vement in global IBS symp-  tdtsstatistik
E.M,; the Cochrane Con- with IBS, toms. If this was not re- wurde durch-
Lacy, B.E.;  trolled Trials Regis- which com- ported then improvement gefiihrt und
Lembo,; ter Zeitraum: bis pared antide-  in abdominal pain. entspre-
A.J.;Saito,  Dezember 2013 pressants Sekundare Endpunkte: Se- chend disku-
Y. A; Einschlusskriterien: with placebo, condary outcomes included tiert. Teilwei-
Schiller, adults with IBS, or psycholo- assessing efficacy accor- se hohe
L. R;; Sof- comparison of anti-  gical thera- ding to a specific type of Heterogeni-
fer, E. E.; depressants with pies with antidepressant or psycholo-  tdt auch in
Spiegel, placebo, or psycho-  control the- gical therapy, and adverse Subgruppen-
B.M,; logical therapies rapy or “usu- events occurring as a result analysen. As-
Moayyedi,  with control thera- al manage- of therapy. sessment of
P.; Effect py or “ usual ma- ment”, were There were a total of 30 ar- bias wurde
of antide- nagement. eligible. ticles, reporting on 32 se- durchgefiihrt
pressants parate RCTs, comparingva-  und entspre-
and psy- rious psychological chend disku-
chological therapies with control the- tiert. = None
therapies, rapy in the form of symp- of the trials
including tom monitoring, physician’s ~ were at a low
hypnothe- “usual management”, sup- risk of bias,
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Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Evidenzklasse
1a

Korrespon-
dierende
Schliisselfra-
gen Nr.

Korrespondie-
rende Schliis-
selfragen Nr.

AG 06
Frage 1.0, 2.0,
3.0,4.0

Korres-
pondie-
rende
Empfeh-
lung Nr.

Korrespon-
dierende
Empfeh-
lung Nr.

13-5

e377



# Thieme

Referenz Untersuchte Studi-  Charakteris- Primarer Endpunkt, Methodi- Weitere Korrespondie-  Korrespon-
en/Materialien tik einge- sekundare Endpunkte, sche Kritik Kommenta- rende Schliis- dierende
Welche Interven- schlossener Ergebnisse re, Evidenz- selfragen Nr. Empfeh-
tionen wurden Studien klasse, Lite- lung Nr.
gepriift raturbelege

rapy, in ir- portive therapy, or placebo owing to the

ritable for the treatment of IBSina  inability to

bowel total of 2189 patients Over-  blind partici-

syndrome: all, IBS symptoms did not pants to the

systematic improve in 639 (51.9 %) of nature of the

review 1232 patients receiving intervention

and meta- psychological therapies, received.

analysis compared with 839(76.1 %)

2014 of 1102 receiving control in

Metaana- the form of symptom mo-

lyse ran- nitoring, physician’s “usual

domisier- management”, supportive

ter kon- therapy, or placebo. The RR

trollierter of IBS symptoms not im-

Studien proving with psychological

therapies was 0.68 (95 %
Cl=0.61-0.76), with consi-
derable heterogeneity de-
tected between studies
(12=71%, P <0.001), and
evidence of funnel plot
asymmetry, or other small
study effects(Egger test,

P <0.001), with a lack of
small studies showing no
effect of psychological the-
rapies on the symptoms of
IBS. The NNT with psycholo-
gical therapies was 4 (95 %
Cl=3-5).

Efficacy of CBT in IBS: Nine
trials compared CBT with
control therapy in 610 pa-
tients. Symptoms of IBS did
not improve in 145 (41.5 %)
of 349 patients assigned to
CBT, compared with 166
(63.6%) of 261 patients al-
located to control, with an
RR of 0.60 (95 % Cl=0.44-
0.83), and statistically sig-
nificant heterogeneity bet-
ween studies (1 2=70%,

P <0.001). The NNT with
CBT was 3 (95% Cl=2-6).
Efficacy of relaxation train-
ing or therapy in IBS: Six
RCTs compared relaxation
training or therapy with
control therapy in 255 pa-
tients. IBS symptoms did
not improve in 96 (72.2 %)
of 133 patients randomized
to relaxation training or
therapy, compared with
107 (87.7 %) of 122 patients
receiving control therapy.
Overall, no benefit of rela-
xation training or therapy in
IBS was detected (RR of
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Referenz Untersuchte Studi-  Charakteris-

en/Materialien tik einge-
Welche Interven- schlossener
tionen wurden Studien
gepriift
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Primarer Endpunkt,
sekundéare Endpunkte,
Ergebnisse

symptoms not impro-
ving=0.77;95% Cl=0.57-
1.04), and there was statis-
tically significant heteroge-
neity between studies
(12=71%, P=0.004).
Efficacy of hypnotherapy in
IBS: Five separate trials, re-
ported in four articles,
compared hypnotherapy
with control therapy in

278 patients. IBS symptoms
did not improve in 77

(54.6 %) of 141 patients as-
signed to hypnotherapy,
compared with 106 (77.4 %)
of 137 allocated to control
therapy. Overall, hypnothe-
rapy was of benefit in IBS,
and the RR of symptoms
not improving was 0.74
(95% Cl=0.63-0.87), with
no significant heterogenei-
ty detected between stu-
dies (12=0%, P=0.43). The
NNT with hypnotherapy was
4 (95% Cl=3-8).

Efficacy of multicomponent
psychological therapy in
IBS: Five separate RCTs,
again reported in four arti-
cles, compared multicom-
ponent psychological the-
rapy with control therapy in
335 patients. Symptoms of
IBS were not improved in 96
(57.1 %) of 168 patients
randomized to multicom-
ponent psychological the-
rapy, compared with 135
(80.8 %) of 167 receiving
control. The RR of IBS
symptoms not improving
was 0.72 (95 %Cl=0.62-
0.83), with no significant
heterogeneity detected
between studies (12=0%,
P=0.64). The NNT with
multicomponent psycholo-
gical therapy was 4 (95 %
Cl=3-7). Efficacy of self-
administered or minimal-
contact CBT in IBS: Three
trials, involving 144 pa-
tients, used self-administe-
red or minimal-contact
CBT. Overall, 34 (46.6 %) of
73 patients allocated to re-
ceive self-administered or
minimal-contact CBT re-

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

Korrespon-
dierende
Empfeh-
lung Nr.
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# Thieme

Referenz Untersuchte Studi-  Charakteris- Primarer Endpunkt, Methodi- Weitere Korrespondie-  Korrespon-
en/Materialien tik einge- sekundare Endpunkte, sche Kritik Kommenta- rende Schliis- dierende
Welche Interven- schlossener Ergebnisse re, Evidenz- selfragen Nr. Empfeh-
tionen wurden Studien klasse, Lite- lung Nr.
gepriift raturbelege

ported no improvement in
symptoms, compared with
63 (88.7 %) of 71 assigned
to control. The RR of IBS
symptoms not improving
with self-administered or
minimal-contact CBT was
0.53 (95% Cl=0.17-1.66),
with significant heteroge-
neity detected between
individual study results
(12=96%, P <0.001). Effi-
cacy of CBT delivered via
the Internet in IBS: There
were two trials that deliver-
ed CBT via the Internet,
containing 140 patients.
Among 71 patients ran-
domized to CBT via the In-
ternet, 51 (71.8 %) reported
no improvement in symp-
toms. This compared with
68 (98.6 %) of 69 allocated
to control therapy. The RR
of IBS symptoms not im-
proving with CBT via the
Internet was 0.75 (95 %
C1=0.48-1.17), with signif-
icant heterogeneity bet-
ween the two RCTs
(12=90%, P=0.002). Effi-
cacy of dynamic psychothe-
rapy in IBS: Two RCTs com-
pared dynamic
psychotherapy with control
therapy in 273 patients
(44,47). No improvement in
IBS symptoms was reported
by 61(44.2 %) of 138 pa-
tients randomized to dyna-
mic psychotherapy, com-
pared with 95 (70.4 %) of
135 patients receiving con-
trol; the RR of symptoms
not improving was 0.60
(95% C1=0.39-0.93), and
the NNT was 3.5 (95 %
Cl=2-25). There was sig-
nificant heterogeneity bet-
ween studies (12=72%,
P=0.06). Efficacy of stress
management in IBS: There
were two trials using this
therapy, involving 98 pa-
tients. Overall, 24 (40.7 %)
of 59 patients assigned to
stress management report-
ed no improvement in IBS
symptoms, compared with
23 (59.0 %) of 39allocated
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Referenz

Schaefert,
R.; Klose,
P.; Moser,
G.; Hau-
ser, W.;
Efficacy,
tolerabili-
ty, and
safety of
hypnosis
in adult
irritable
bowel
syn-
drome:
systema-
tic review
and me-
ta-analy-
sis 2014
Metaana-
lyse ran-
domisier-
ter kon-
trollierter
Studien

van Leeuwen P et al. Leitlinienreport zu den

Untersuchte Studi-
en/Materialien
Welche Interven-
tionen wurden
gepriift

Suchstrategie/
Datenbanken:
Allied and Comple-
mentary Medicine
Database, Central
Register of Con-
trolled Trials,
Cumulative Index to
Nursing and Allied
Health Literature,
PubMed, PsycINFO,
Scopus

Zeitraum: bis

30. Juni 2013 Ein-
schlusskriterien:
RCT of hypnosis of
any treatment
duration in IBS,
random allocation
or some quasi-
randommethod of
allocation, cluster-
randomized trials.

Charakteris-
tik einge-
schlossener
Studien

Intervention:
hypnosis as
an active tre-
atment of
primary inte-
rest Ver-
gleichsinter-
vention: at-
tention con-
trol, waiting
list control,
treatment as
usual, no
therapy, and
any other
active thera-
py, except ot-
her psycholo-
gical thera-
pies(e.g.,
biofeedback,
cognitive-
behavioral
therapy, psy-
chodynamic
therapy, and
relaxation
therapy)
Eight ran-
domized
controlled
trials with a
total of 464
patients and

Primarer Endpunkt,
sekundéare Endpunkte,
Ergebnisse

to control. There was no
beneficial effect detected
for stress management in
IBS (RR=0.63; 95%
Cl=0.19-2.08), and there
was significant heteroge-
neity between studies
(12=83%, P=0.02). Effica-
cy of multicomponent psy-
chological therapy mainly
via the telephone or mind-
fulness meditation training
in IBS: There was only one
study that used each of
these treatment modalities.
Multicomponent psycholo-
gical therapy mainly via the
telephone appeared to be
beneficial in IBS (RR of
symptoms not impro-
ving=0.78; 95 % Cl=0.64-
0.93), but there was no be-
nefit with mindfulness me-
ditation training (RR=0.57;
95% Cl=0.32-1.01).

Primary outcomes were
adequate symptom relief,
global gastrointestinal sco-
re, and safety.

At the end of therapy, hyp-
nosis was superior to control
conditions in producing ade-
quate symptom relief (RR,
1.69 [95% Cl=1.14-2.51];
NNT, 5 [3-10]) and in redu-
cing global gastrointestinal
score (SMD, 0.32 [95% Cl =
-0.56 to -0.08]). At long-
term follow-up, hypnosis was
superior to controls in ade-
quate symptom relief (RR,
2.17 [95%Cl = 1.22-3.87];
NNT, 3 [2-10]), but not in
reducing global gastrointes-
tinal score (SMD,-0.57[-1.40
to 0.26]). One (0.4 %) of

238 patients in the hypnosis
group dropped out due to an
adverse event (panic attack).
Outcome Measure auf Symp-
tomebene: Adequate symp-
tom relief: 5 Studien, 280 Pa-
tienten, RR 1.69 (95 %KI
1.14-2.54) p=.00912=18
Global gastrointestinal score:
6 Studien, 361 Patienten,
SMD -0.32 (~0.56 - ~0.08)
p=.008 12 =20 Pain: 6 Studi-
en, 314 Patienten, SMD

Methodi-
sche Kritik

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Beurteilung
von Hetero- Ta
genitdt und
Bias gemacht
und kritisch
diskutiert.
The risk of
bias was low
for six of
eight studies
taking into
consideration
that blinding
of personnel
is hardly pos-
sible in psy-
chological
trials. The
risk of bias
was high in
two studies
owing to at-
trition and
performance
bias. The re-
ported treat-
ment quality
was high in
all studies,
except one
with a medi-
um quality.
There was
substantial

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Evidenzklasse

Korrespondie-
rende Schliis-
selfragen Nr.

AG 6 Frage 3

Korrespon-
dierende
Empfeh-
lung Nr.

6-3
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# Thieme

Referenz

Laird,

K. T.;
Tanner-
Smith,

E. E.; Rus-
sell, A. C;
Hollon,
S.D.; Wal-
ker, L. S.;
Short-
term and
Long-term
Efficacy of
Psycholo-
gical The-
rapies for
Irritable
Bowel
Syn-
drome: A
Systema-
tic Review
and Meta-
analysis
2016
Metaana-
lyse ran-
domisier-
ter kon-
trollierter
Studien

e382

Untersuchte Studi-
en/Materialien
Welche Interven-
tionen wurden
gepriift

Suchstrategie/
Datenbanken: Pub-
Med, PsycINFO, Sci-
ence Direct, Pro-
Quest Dissertations
and Theses Zeit-
raum: bis 15. Au-
gust 2015 Ein-
schlusskriterien:
randomisierte kon-
trollierte Studien,
die Psychotherapie
mit einer aktiven
oder nicht-aktiven
Kontrollbedingung
hinsichtlich GI-
Symptomen,
Bauchschmerzen
und GI-Dysfunktion
(Obstipation und
Diarrhoe nicht un-
terschieden) ver-
gleichen.

Charakteris-
tik einge-
schlossener
Studien

a median of
8.5 (7-12)
hypnosis ses-
sions over a
median of 12
(5-12) weeks
were inclu-
ded into the
analysis.

41 Studien
mit 2290
Teilnehmern
(1183 Psy-
chotherapie,
1107 Kon-
trollbedin-
gung) Inter-
vention: Psy-
chotherapie
vs. aktive
oder nicht-
aktive Kon-
trollbedin-
qung

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

-0.46 (-1.15-0.23) p=.190
12 =87 Diarrhea: 3 Studien,
219 Patienten, SMD -0.22
(-0.48 t0 0.05) p=.110

12 =84 Constipation: 3 Studi-
en, 219 Patienten, SMD
-0.02 (-0.28 to 0.25)
p=.900 I2 =0 Bloating/Dis-
tension: 5 Studien, 233 Pa-
tienten, SMD -0.72 (-1.45 to
-0.00) p=.050 I2 =84 Impai-
red HRQOL: 5 Studien, 290
Patienten, SMD -0.56 (-1.44
t00.32) p=.21012=91 An-
xiety: 3 Studien, 237 Patien-
ten, SMD -0.25 (-0.55 to
0.10) p=.10012=17 Depres-
sion: 3 Studien, 237 Patien-
ten, SMD -0.27 (-0.77 to
0.23) p=.28012=61 Dro-
pouts: (tolerability) 8 Studi-
en, 422 Patienten, SMD 0.88
(0.32 t0 2.43) p=0.800
12=24

Primarer Endpunkt: Gl
Symptom-Schwere, Bauch-
schmerzen, GI-Dysfunktion
(Obstipation/Diarrhoe nicht
unterschieden, keine Aussa-
ge zu Bldhungen) - in der
Reihenfolge der Préferenz, ja
nach Verfiigbarkeit. Einge-
setzte Instrumente: Haupt-
sachlich GI-Symptom-Diary.
Forty-one trials were inclu-
ded in our metaanalysis,
comprising data from

2290 individuals (1183 assig-
ned to psychotherapy and
1107 assigned to a control
condition). Compared with a
mixed group of control con-
ditions, psychological thera-
pies had a medium effect on
Gl symptom severity
(d=0.69) immediately after
treatment. On average, indi-
viduals who received psycho-
therapy had a greater re-
duction in Gl symptoms after
treatment than 75 % of indi-
viduals assigned to a control
condition. After short-term
follow-up periods (1-6
months after treatment) and
long-term follow-up periods
(6-12 months after treat-
ment), this effect remained
significant and medium in
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Methodi-
sche Kritik

heterogenei-
ty inin the
outcomes
pain, bloa-
ting/distensi-
on, and
HRQOL at
the end of
therapy and
in all outco-
mes except
bloating/dis-
tension and
diarrhea at
follow-up.

Hohe metho-
dische Quali-
tdt, Assess-
ment of Risk
of Bias
(Sequence
Generation,
Allocation
Conceal-
ment, Blin-
ding (perfor-
mance bias,
attrition bias,
and detec-
tion bias)). To
assess homo-
geneity, we
the Q statis-
tic was calcu-
lated, as well
as the bet-
weenstudies
variance (s2)
and the ratio
of true hete-
rogeneity to
total obser-
ved variation

(12).

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Evidenzklasse

Ta

Korrespondie-
rende Schliis-
selfragen Nr.

AG 06
Frage 1.0, 2.0.,
3.0

Korrespon-
dierende
Empfeh-
lung Nr.

6-3



Untersuchte Studi-
en/Materialien
Welche Interven-
tionen wurden
gepriift

Referenz

Schliisselfrage:

Charakteris-
tik einge-
schlossener
Studien

Primarer Endpunkt,
sekundéare Endpunkte,
Ergebnisse

magnitude (d=0.76 and
d=0.73, respectively).
Cognitive and cognitive
behavioral therapies were
evaluated in the largest
number of trials (20 trials),
followed by relaxation

(6 trials) and hypnosis

(5 trials). These 3 modalities
had similar effect sizes of PT
on Gl symtoms (cognitive:
d=0.73,P<0.001;95% Cl,
0.48-0.97; hypnosis:
d=0.78,P<0.001;95% Cl,
0.46-1.11; relaxation:
d=0.72,P=0.050; 95% Cl,
0.00-1.43; Q=0.08,
P=0.960).

Methodi-
sche Kritik

Weitere
Kommenta-
re, Evidenz-

Korrespondie-
rende Schliis-
selfragen Nr.

klasse, Lite-
raturbelege

Korrespon-
dierende
Empfeh-
lung Nr.

AG 06 4.0) Wie wirksam und vertrdglich/sicher sind andere Verfahren (z. B. achtsamkeitsbasierte Verfahren) und Verfahrensmischformen?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

Lakhan, S.E.; Datenbanken:

Schofield, PubMed, Sci-

K. L.; Mind- enceDirect, and

fulness- the Cochrane Li-

based thera- brary, Zeitraum:

pies in the bis December
treatment of 2012 Strategie:
somatization  key words:
disorders: a mindfulness,
systematic MCBT, MBSR,
review and meditation AND
meta-analy- fibromyalgia,
sis 2013 chronic fatigue

Metaana- syndrome, CFS,

lyse rando- irritable bowel

misierter syndrome, IBS,

kontrollier- somatization. A

ter Studien manual review

of references for
each identified
study, review,
and meta-analy-
sis was also con-
ducted.

Charakteris-
tik einge-
schlossener
Studien

Intervention:
MBT was em-
ployed (some-
times in con-
junction with
movement-
based therapy,
such as yoga
or Qigong)

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021

Primdrer Endpunkt, sekunddre
Endpunkte, Ergebnisse

Prim. outcome: A meta-analysis of
the effects of mindfulness-based
therapy on pain, symptom severity,
quality of life, depression, and
anxiety was performed. Subgroup
analyses indicated that the efficacy
of MBT was most consistent for ir-
ritable bowel syndrome (p <0.001
for pain, symptom severity, and
quality of life) Symptom severity:
-0.70 (95 %Cl -0.96, -0.44)
(favours experimental) Pain out-
come: -0.59 (-0.91, -0.27)
(favours experimental)

Methodische
Kritik

Risk for publi-
cation bias
was assessed
using funnel
plots. For each
subgroup and
all studies
overall, hete-
rogeneity was
considered
high at
12=75%,
moderate at
12=50%, and
low at
12=25% Fixed
effects model
(statt random)
kam zum Ein-
satz. Unter der
Annahme von
relevanter
Variabilitat in
der population
effect size zwi-

; 59: 334-e534 | © 2021. Thieme. All rights reserved.

Korres-
pondieren-
tare, Evi- de Schliis-
denzklas- selfragen
se, Litera- Nr.
turbelege

Weitere
Kommen-

AG 06
Frage 1.0,
2.0, 3.0,
4.0

Evidenz-
klasse 1a
Nur 3 der
Studien be-
ziehen sich
tatsachlich
auf IBS,
d.h. nur
deren Sub-
gruppen-
analyse
wurde hier
beriicksich-
tigt. Poo-
ling zu Pain
outcome
basiert so-
gar nur auf
2 der 3 Stu-
dien.

Korres-
pondie-
rende
Empfeh-
lung Nr.

4-16

e383



# Thieme

Referenz

Ford, A. C;
Quigley,E.M.;
Lacy, B. E.;
Lembo, A. J.;
Saito, Y. A,;
Schiller, L. R.;
Soffer, E. E.;
Spiegel,B.M.;
Moayyedi, P.;
Effect of anti-
depressants
and psycho-
logical thera-
pies, inclu-
ding hypno-
therapy, in
irritable bow-
el syndrome:
systematic

e384

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

Einschlusskrite-
rien: 1) MBT was
employed 2)
patients in the
sample had
received a diag-
nosis of fibro-
myalgia, CFS,
IBS, or nonspe-
cified/mixed
somatization
disorder (ftr die
LL wurden nur
Subgruppen-
analysen fir IBS
evaluiert) and 3)
an adult sample
was used

(18 years or
older) 4) con-
trolled study
design with
min. 6 patients
in the treatment
group 5) suffi-
cient data were
available to cal-
culate effect
sizes; 6) non
pharmaceutical
intervention
was being trial-
led in addition
to MBT; and 5)
no movement
therapy in the
absence of
mindfulness
was used.

Datenbanken:
MEDLINE, EM-
BASE, the Coch-
rane Controlled
Trials Register
Zeitraum: bis
Dezember 2013
Einschlusskrite-
rien: adults with
IBS, comparison
of antidepres-
sants with pla-
cebo, or psy-
chological the-
rapies with
control therapy
or “usual ma-
nagement”.

Charakteris-
tik einge-
schlossener
Studien

Trials recrui-
ting adults
with IBS,
which com-
pared antide-
pressants with
placebo, or
psychological
therapies with
control thera-
py or “usual
management”
were eligible.

Primarer Endpunkt, sekundare
Endpunkte, Ergebnisse

Primdrer Endpunkt: Improvement
in global IBS symptoms. If this was
not reported then improvement in
abdominal pain.

Sekunddre Endpunkte: Secondary
outcomes included assessing effi-
cacy according to a specific type of
antidepressant or psychological
therapy, and adverse events occur-
ring as a result of therapy.

There were a total of 30 articles, re-
porting on 32 separate RCTs, com-
paring various psychological thera-
pies with control therapy in the form
of symptom monitoring, physician’s
“usual management”, supportive
therapy, or placebo for the treat-
ment of IBS in a total of 2189 pa-
tients Overall, IBS symptoms did not

Methodische
Kritik

schen den
Studien (was
hier sicherlich
der Fall ist!),
wadre ein ran-
dom effects
model passen-
der gewesen.

Heterogeni-
tatsstatistik
wurde durch-
gefiihrt und
entsprechend
diskutiert.
Teilweise hohe
Heterogenitat
auch in Sub-
gruppenanaly-
sen. Assess-
ment of bias
wurde durch-
gefiihrt und
entsprechend
diskutiert.

— None of the
trials were at a
low risk of bi-

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1a

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG 06
Frage 1.0,
2.0, 3.0,
4.0

Korres-
pondie-
rende
Empfeh-
lung Nr.

13-5
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Referenz Untersuchte Charakteris-
Studien|Mate- tik einge-
rialien Welche schlossener
Interventionen Studien

wurden
gepriift
review and
meta-analysis
2014 Meta-

analyse ran-
domisierter
kontrollier-
ter Studien

Primdrer Endpunkt, sekunddre
Endpunkte, Ergebnisse

improve in 639 (51.9%) of 1232 pa-
tients receiving psychological thera-
pies, compared with 839 (76.1 %) of
1102 receiving control in the form of
symptom monitoring, physician’s
“usual management”, supportive
therapy, or placebo. The RR of IBS
symptoms not improving with psy-
chological therapies was 0.68 (95 %
Cl1=0.61-0.76), with considerable
heterogeneity detected between
studies (12=71%, P<0.001), and
evidence of funnel plot asymmetry,
or other small study effects(Egger
test, P <0.001), with a lack of small
studies showing no effect of psy-
chological therapies on the symp-
toms of IBS. The NNT with psycholo-
gical therapies was 4 (95 % Cl=3-5).
Efficacy of CBT in IBS: Nine trials
compared CBT with control therapy
in 610 patients. Symptoms of IBS did
not improve in 145 (41.5 %) of 349
patients assigned to CBT, compared
with 166 (63.6 %) of 261 patients al-
located to control, with an RR of 0.60
(95 % Cl=0.44-0.83), and statistical-
ly significant heterogeneity between
studies (12=70%, P <0.001). The
NNT with CBT was 3 (95 % Cl=2-6).
Efficacy of relaxation training or the-
rapy in IBS: Six RCTs compared rela-
xation training or therapy with con-
trol therapy in 255 patients. IBS
symptoms did not improve in 96
(72.2 %) of 133 patients randomized
to relaxation training or therapy,
compared with 107 (87.7 %) of 122
patients receiving control therapy.
Overall, no benefit of relaxation
training or therapy in IBS was de-
tected (RR of symptoms not impro-
ving=0.77; 95 % Cl=0.57-1.04),
and there was statistically significant
heterogeneity between studies
(12=71%, P=0.004). Efficacy of
hypnotherapy in IBS: Five separate
trials, reported in four articles, com-
pared hypnotherapy with control
therapy in 278 patients. IBS symp-
toms did not improve in 77 (54.6 %)
of 141 patients assigned to hypno-
therapy, compared with 106 (77.4 %)
of 137 allocated to control therapy.
Overall, hypnotherapy was of benefit
in IBS, and the RR of symptoms not
improving was 0.74 (95 % Cl=0.63-
0.87), with no significant heteroge-
neity detected between studies

Methodische Weitere

Kritik Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

as, owing to

the inability to

blind partici-

pants to the
nature of the
intervention
received.
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Korres-
pondieren-
de Schliis-
selfragen
Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.
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# Thieme

Referenz Untersuchte Charakteris- Primdrer Endpunkt, sekundare Methodische Weitere Korres- Korres-
Studien|Mate- tik einge- Endpunkte, Ergebnisse Kritik Kommen- pondieren-  pondie-
rialien Welche schlossener tare, Evi- de Schliis- rende
Interventionen  Studien denzklas- selfragen Empfeh-
wurden se, Litera- Nr. lung Nr.
gepriift turbelege

(12=0%, P=0.43). The NNT with
hypnotherapy was 4 (95 % Cl=3-38).
Efficacy of multicomponent psycho-
logical therapy in IBS: Five separate
RCTs, again reported in four articles,
compared multicomponent psycho-
logical therapy with control therapy
in 335 patients. Symptoms of IBS
were not improved in 96 (57.1 %) of
168 patients randomized to multi-
component psychological therapy,
compared with 135 (80.8 %) of 167
receiving control. The RR of IBS
symptoms not improving was 0.72
(95 %Cl=0.62-0.83), with no signifi-
cant heterogeneity detected bet-
ween studies (1 2=0%, P=0.64). The
NNT with multicomponent psycho-
logical therapy was 4 (95 % Cl=3-7).
Efficacy of self-administered or mini-
mal-contact CBT in IBS: Three trials,
involving 144 patients, used self- ad-
ministered or minimal- contact CBT.
Overall, 34 (46.6 %) of 73 patients
allocated to receive self-administe-
red or minimal-contact CBT reported
no improvement in symptoms, com-
pared with 63 (88.7 %) of 71 assig-
ned to control. The RR of IBS symp-
toms not improving with self-
administered or minimal- contact
CBTwas 0.53 (95% CI=0.17-1.66),
with significant heterogeneity de-
tected between individual study re-
sults (12=96%, P <0.001). Efficacy
of CBT delivered via the Internet in
IBS: There were two trials that deli-
vered CBT via the Internet, contai-
ning 140 patients. Among 71 pa-
tients randomized to CBT via the
Internet, 51 (71.8 %) reported no
improvement in symptoms. This
compared with 68 (98.6 %) of 69 al-
located to control therapy. The RR of
IBS symptoms not improving with
CBT via the Internet was 0.75 (95 %
Cl=0.48-1.17), with significant he-
terogeneity between the two RCTs (I
2=90%, P=0.002). Efficacy of dyna-
mic psychotherapy in IBS: Two RCTs
compared dynamic psychotherapy
with control therapy in 273 patients
(44,47). No improvement in IBS
symptoms was reported by

61(44.2 %) of 138 patients random-
ized to dynamic psychotherapy,
compared with 95 (70.4 %) of 135
patients receiving control; the RR of
symptoms not improving was 0.60

e386 van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

Altayar, O.;
Sharma, V.;
Prokop, L. J.;
Sood, A.;
Murad, M. H.;
Psychological
therapies in
patients with
irritable bow-
el syndrome:
a systematic
review and
meta-analysis
of random-
ized con-
trolled trials
2015 Meta-
analyse ran-
domisierter
kontrollier-
ter Studien

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

Datenbanken:
OvidMedline In-
Process & Other
Non-Indexed Ci-
tations, Ovid
MEDLINE, Ovi-
dEMBASE, Ovid
PsycINFO, Ovid
Cochrane Cen-
tral Register of
Controlled Tri-
als, Ovid Coch-
rane Database
of Systematic
Reviews, and
Scopus.
Zeitraum: 1966
bis 6. Februar
2014 Ein-
schlusskriterien:
randomized
controlled trials
(RCTs) of psy-
chological the-
rapies for the
treatment of
IBS. At least 18
years. Subjects

Charakteris-
tik einge-
schlossener
Studien

We included
trials that
evaluated the
efficacy of
psychological
interventions,
including co-
gnitive-behav-
ioral therapies,
mind-body
therapies, and
other psycho-
logical inter-
ventions,
compared to
no interven-
tion, waiting
list, placebo,
diet, herbal
treatment, or
symptomatic
management.
Only trials that
evaluated the
efficacy of
psychological
interventions
using compo-
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Primdrer Endpunkt, sekunddre
Endpunkte, Ergebnisse

(95% C1=0.39-0.93), and the NNT
was 3.5 (95 % Cl=2-25). There was
significant heterogeneity between
studies (12=72%, P=0.06). Efficacy
of stress management in IBS: There
were two trials using this therapy,
involving 98 patients. Overall, 24
(40.7 %) of 59 patients assigned to
stress management reported no im-
provement in IBS symptoms, com-
pared with 23 (59.0 %) of 39alloca-
ted to control. There was no
beneficial effect detected for stress
management in IBS (RR=0.63; 95 %
C1=0.19-2.08), and there was sig-
nificant heterogeneity between
studies (1 2=83 %, P=0.02). Efficacy
of multicomponent psychological
therapy mainly via the telephone or
mindfulness meditation training in
IBS: There was only one study that
used each of these treatment moda-
lities. Multicomponent psychological
therapy mainly via the telephone ap-
peared to be beneficial in IBS (RR of
symptoms not improving =0.78;

95 % Cl=0.64-0.93), but there was
no benefit with mindfulness medita-
tion training (RR=0.57; 95 %
C1=0.32-1.01).

Prim. outcome: The primary out-
comes were the composite IBS
symptoms severity scales and qua-
lity of life.

Sec. outcome: Other outcomes
were diarrhea, constipation, and
abdominal pain.

15 RCTs that mostly evaluated co-
gnitive behavioral therapy were in-
cluded. Psychological therapies
were associated with improvement
in IBS symptoms severity scales
(SMD -0.618; 95 % Cl: -0.853 to
-0.383), IBS-Quality of Life (SMD
0.604; 95 % Cl: 0.440 to 0.768),
and abdominal pain (SMD -0.282;
95% Cl: -0.562 to -0.001). No sta-
tistically significant effect was ob-
served on diarrhea or constipation.

Methodische
Kritik

Gute methodi-
sche Qualitat:
Two indepen-
dent reviewers
identified the
RCTs, ex-
tracted the
data, and as-
sessed trial
quality, ran-
dom-effect
model was
used to pool
standardized
mean diffe-
rence (SMD)
and 95 % con-
fidence inter-
val (Cl) across
trials. Limitati-
ons were dis-
cussed (in-
creased risk of
bias and the
overall sample
size was small
leading to im-
precision).

; 59: 334-e534 | © 2021. Thieme. All rights reserved.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1a

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG 06
Frage 1.0,
AG 06
Frage 1.0

Korres-
pondie-
rende
Empfeh-
lung Nr.

6-3
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# Thieme

Referenz

Laird, K. T.;
Tanner-
Smith, E. E.;
Russell, A. C.;
Hollon, S.D.;
Walker, L. S.;
Short-term
and Long-
term Efficacy
of Psycholo-
gical Thera-
pies for Irri-
table Bowel
Syndrome: A
Systematic
Review and
Meta-analy-
sis 2016
Metaanalyse
randomi-
sierter kon-
trollierter
Studien

e388

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

of the included
trials were diag-
nosed with irri-
table bowel syn-
drome (IBS)
based on one of
the following
criteria: Latimer
criteria, Man-
ning criteria,
Kruis criteria,
Rome | criteria,
Rome Il criteria,
Rome lll criteria,
or clinician defi-
ned diagnosis.

Suchstrategie/
Datenbanken:
PubMed, Psy-
cINFO, Science
Direct, Pro-
Quest Disserta-
tions and The-
ses Zeitraum:
bis 15. August
2015 Ein-
schlusskriterien:
randomisierte
kontrollierte
Studien, die
Psychotherapie
mit einer akti-
ven oder nicht-
aktiven Kon-
trollbedingung
hinsichtlich GI-
Symptomen,
Bauchschmer-
zen und GI-Dys-
funktion (Obsti-
pation und
Diarrhoe nicht
unterschieden)
vergleichen.

Charakteris-
tik einge-
schlossener
Studien

site IBS symp-
toms severity
scales, individ-
ual IBS symp-
toms severity
scales, or qua-
lity of life sca-
les were inclu-
ded.

41 Studien mit
2290 Teilneh-
mern (1183
Psychothera-
pie, 1107 Kon-
trollbedin-
gung) Inter-
vention: Psy-
chotherapie
vs. aktive oder
nicht-aktive
Kontrollbedin-

gung

Primarer Endpunkt, sekundare
Endpunkte, Ergebnisse

Primdrer Endpunkt: GI Symptom-
Schwere, Bauchschmerzen, Gl Dys-
funktion (Obstipation/Diarrhoe
nicht unterschieden, keine Aussage
zu Bldhungen) - in der Reihenfolge
der Praferenz, je nach Verfiigbar-
keit. Eingesetzte Instrumente:
Hauptséchlich GI-Symptom-Diary.
Forty-one trials were included in our
meta-analysis, comprising data
from 2290 individuals (1183 assig-
ned to psychotherapy and

1107 assigned to a control condi-
tion). Compared with a mixed
group of control conditions, psy-
chological therapies had a medium
effect on Gl symptom severity

(d =0.69) immediately after treat-
ment. On average, individuals who
received psychotherapy had a
greater reduction in Gl symptoms
after treatment than 75 % of indi-
viduals assigned to a control condi-
tion. After short-term follow-up
periods (1-6 months after treat-
ment) and long-term follow-up
periods (6-12 months after treat-
ment), this effect remained signifi-
cant and medium in magnitude
(d=0.76 and d=0.73, respectively).
Cognitive and cognitive behavioral
therapies were evaluated in the
largest number of trials (20 trials),
followed by relaxation(6 trials) and
hypnosis (5 trials). These 3 modali-
ties had similar effect sizes of PTon
Gl symptoms (cognitive: d=0.73,
P <0.001; 95% Cl, 0.48-0.97; hyp-
nosis: d=0.78, P<0.001; 95% Cl,
0.46-1.11; relaxation: d=0.72,
P=0.050; 95% Cl, 0.00-1.43;
Q=0.08, P=0.960).

Methodische Weitere
Kritik Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege
Hohe metho- Evidenz-
dische Quali- klasse 1a
tdt, Assess-

ment of Risk of
Bias (Sequen-
ce Generation,
Allocation
Concealment,
Blinding (per-
formance bias,
attrition bias,
and detection
bias)). To as-
sess homoge-
neity, we the
Q statistic was
calculated, as
well as the
betweenstu-
dies variance
(s2) and the
ratio of true
heterogeneity
to total obser-
ved variation

(12).

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG 06
Frage 1.0,
2.0,,3.0

Korres-
pondie-
rende
Empfeh-
lung Nr.

6-3
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Schliisselfrage:

AG 08 1.0) Wie wirksam und vertrdglich/sicher sind Ballaststoffe?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Moayyedi, P.;
Quigley, E. M,;
Lacy, B. E.;
Lembo, A. J.; Sai-
to, Y. A,; Schiller,

L. R.; Soffer, E. E.;

Spiegel, B. M.;
Ford, A. C;; The
effect of fiber
supplementation

on irritable bowel

syndrome: a sys-
tematic review
and meta-analy-
sis 2014
Meta-Analyse

Nagarajan, N.;
Morden, A.;

Bischof, D.; King,
E. A.; Kosztowski,

M.; Wick, E. C.;
Stein, E. M.; The
role of fiber sup-
plementation in
the treatment of
irritable bowel
syndrome: a sys-
tematic review
and meta-analy-
sis 2015

SR Meta 1a

Singh, R.; Salem,

A.; Nanavati, |.;

Mullin, G. E.; The

Role of Diet in

the Treatment of

Irritable Bowel
Syndrome: A
Systematic
Review 2018

Syst Rev, bei Eli-

minationsdiat

und iGG4 Didten

Evidenz am
ehesten 4 (2b)

Untersuchte
Studien|
Materialien
Welche In-
terventionen
wurden
gepriift

alle Daten-
banken bis
2013 IBS jeg-
licher Subtyp
RCTs Ballast
vs Placebo
oder usual
management

bis 9/2014
RCT und
Crossover
fiber vs. pla-
zebo I6sliche
und nicht
-l6sliche Bal-
laststoffe mit
getrennten
Aussagen
bewertet

bis 16 aug
2017 Pub-
med chochra-
ne embase
und Web of
Science

Charakteristik
eingeschlosse-
ner Studien

14 RCT 906 Pa-
tienten Interven-
tion min 7 Tage
Rom 1-3 meist
ca 66 % Frauen

RDS jeglicher Art
keine weitere
Subklassifizierug
Studiendauer 3-
12 Wochen l6sli-
che und nicht-
l6sliche Ballast-
stoffe in jeder
Studie von ande-
rer Art/Dosie-
rung

Verglichen mit
den anderen
bewerteten Me-
taanalysen keine
wesentlichen zu-
satzlichen
Erkenntnisse zu
FODMAP GFD
Ballast oder All-
gemeine Didt,
auBer dass meh-
rere RDS-Erndh-
rungsthemen in
einer Publikation
meta-analytisch
nochmals abge-
handelt wurden.

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

rds global RR 0,86
(0,80-0,92)

NNT =10 fiir [6sl
Ballast (Ispaghula)
fur Getreideschrot
(Bran) nicht signifi-
kant

16sl ballast rr 1,49
(1,09-2,03) IBS glo-
bal - 1,84 (-2,72 -
-0,97) fiir Schmerz-
reduktion nicht 16sl
Ballast weder global
noch Pain nennens-
werte Besserung

Es wurden fiir Elimi-
nationsdidt und
iGG4-Didten keine
statistischen Zahlen
beschrieben, ledig-
lich prosaische Be-
wertung daher evi-
dent auch eher 4 als
2b. Fazit iGG4 viele
Abbrecher Wirksam

Evidenz 2b abr eher 4

Qualitat low Elimina-
tion von 8 stark aller-
gen wirksamen Le-
bensmitteln wirksam
Evidenz 4 Qualitat
low Elimintion nach

Methodische
Kritik

Alle RDS ohne
Subklassifizie-
rung Randomi-
sierung meist
nicht beschrie-
ben, Bias hoch

16sliche und
nicht-16sliche
Ballaststoffe in
jeder Studie von
anderer Art/
Dosierung Men-
gen sehr variabel
10-30g und teil-
weise nicht
genannt.

Risk of Bias wie
bei allen Erndh-
rungsstudien
hoch. Jede Stu-
die hat eigenen
Ablauf von Bera-
tung und Inhal-
ten.

Verglichen zu
den anderen
bewerteten Me-
taanalysen keine
wesentlichen
zusdtzlichen
Erkenntnisse, au-
Rer dass mehrere
RDS-Erndhrungs-
themen in einer
Publikation
meta-analytisch
nochmals abge-
handelt wurden.
Insgesamt ober-
flachliche
Behandlung und
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Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespon-
dierende
Schliissel-
fragen Nr.

1a 8-1

8-1

Daten nur fir ~ 08-5
Eliminations-
didt und
iGG4-Diaten
interessant,
da zu den
anderen Diat-
formen die
publizierten
Metaanalysen
unterlegen

Korrespon-

dierende

Empfehlung

Nr.

5-6
5-7

5-6

e389



# Thieme

Referenz

Schliisselfrage:

Untersuchte
Studien|
Materialien
Welche In-

Charakteristik
eingeschlosse-
ner Studien

terventionen

wurden
gepriift

Aber Syst Review
fur Eliminations-
diat und iGG4
Didten

AG 08 2.0) Wie wirksam und vertrdglich/sicher sind Allgemeine Erndhrungsempfehlungen (z. B. NICE-Didt)?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

McKenzie,

Y. A.; Alder,
A.; Anderson,
W.; Wills, A.;
Goddard, L.;
Gulia, P; Jan-
kovich, E.;
Mutch, P,;
Reeves, L. B.;
Singer, A.;
Lomer, M. C.;
British Diete-
tic Associati-
on evidence-
based guide-
lines for the
dietary ma-
nagement of
irritable bow-
el syndrome
in adults
2012
Systematic
review, evi-
dence based
practice gui-
deline

Altobelli, E.;
Del Negro,
V.; Angelet-
ti, P. M.; La-
tella, G.;
Low-FOD-
MAP Diet

e390

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

46 von 86
bewerteten
Studien aus
3170 poten-
ziellen
papern
(CINAHL,
Cochrane,
Embase,
Medline,
Scopus bis
10.2015)
zum Thema
IBS-Erndh-
rung unter
Ausschluss
Probiotika.
Davon 9 sys-
tematic
reviews, 67
RCTs, 6 CT;
5 cross-con-
troll Kohor-
ten studies;
Bewertung
von BIAS

bis
19.1.2016
MEDLINE/
PubMed,
Scopus, and
Cochrane
Library data-

Charakteristik
eingeschlossener
Studien

Bewertung ver-
schiedene erndh-
rungstherapeuti-
sche Interventionen
bei IBS z.T I. vs.
healthy. Interven-
tionen betreffen
Ballaststoffe (eher
Menge nicht Quali-
tat), LFD (im Ver-
gleich zu anderen
Kostformen!),
KH-Last (nicht Art),
NICE, Gluten (nicht
Essmuster), aber
auch Milch, Koffein,
Gewlirze, Alkohol,
Fettgehalt (nicht
Qualitat)

alle IBS-Subtypen
nach Rom einge-
schlossen: IBS d,c,
m,U im wesentli-
chen RDS-D Dauer
3 Wochen bis

9 Monate
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Primadrer Methodische Weitere Korrespon-
Endpunkt, Kritik Kommenta- dierende
sekundare re, Evidenz- Schliissel-
Endpunkte, klasse, Lite- fragen Nr.
Ergebnisse raturbelege
Erndhrungs-Symp- Diskussion der
tom Tagebuch wirk- Daten
sam Evidenz 2b eher
4, Qualitat moderat
®3)
Primdrer Methodische Kritik Weitere Kom- Korrespon-
Endpunkt, mentare, Evi- dierende
sekundare denzklasse, Li- Schliissel-
Endpunkte, teraturbelege fragen Nr.
Ergebnisse
IBS-C: keine Sehr gute Grundlagen- AG 08 zu
zusatzliche arbeit, die Vielschichtig- 1/2/3/4/5
Gabe von keit der Interventionen
isolierten in Abhangigkeit der ver-
(unloslichen)  schiedenen IBS-Auspra-
Ballaststof- gungen diskutiert. Ver-
fen gleichbarkeitsfehler,
BIAS aufgrund der Un-
terschiedlichkeit des IBS
und der jeweils gewahl-
ten Intervention wird
bewertet
Schmerz OR Kritik: Jede Studie hat 8-3
0,44 (0,26- unterschiedliche Dauer (FODMAP)
0,29) Bla- und Anwendung von
hung OR FODMAP und unter-
0,32 (0,15- schiedliche Vergleichs-
0,66) Stuhl- didten Aber Metaanalyse
konsistenz zeigt, dass FODMAP in

Korrespon-
dierende
Empfehlung
Nr.

Korrespon-
dierende
Empfehlung
Nr.

Keine Rele-
vanz fir LL,
daher kei-
nem State-
ment/keiner
Empfehlung
zugeordnet

5-9a,b



Charakteristik
eingeschlossener
Studien

Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Referenz

base FOD-
MAP vs
andere RDS-
Didt FOD-
MAP vs
andere Er-
ndhrung
(westliche
FODMAP rei-
che Erndh-
rung) 12 RCT
3 xvs RDS-
Didt 3 x ge-
gen high
FODMAP

6 % vs Baseli-
ne-Erndh-
rung

Improves
Irritable
Bowel Syn-
drome
Symptoms:
A Meta-A-
nalysis 2017
Metaana-
lyse 1a

Schliisselfrage:

AG 08 2.0) Wie wirksam und vertrdglich/sicher sind Allgemeine Erndhrungsempfehlungen (z. B. NICE-Didt)?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Eswaran, S.L.;
Chey, W. D.;
Han-Mar-

key, T.; Ball,
S.; Jackson, K.;
A Random-
ized Con-
trolled Trial
Comparing
the Low FOD-
MAP Diet vs.
Modified NICE
Guidelines in
US Adults
with IBS-D
2016

rct 1b

van Leeuwen P et al. Leitlinienreport zu den

Popula- Intervention,

tionsbe- Kontrolle|

schreibung  Vergleich, Be-

& Anzahl n obachtungs-
dauer

92 Patien- FODMAP Vs

ten Rom NICE 4 Wochen

3RDSD

65 weiblich

Primdrer Methodische Kritik Weitere Kom- Korrespon-
Endpunkt, mentare, Evi- dierende
sekunddre denzklasse, Li- Schliissel-
Endpunkte, teraturbelege fragen Nr.
Ergebnisse
0,24 (-0,13- entsprechenden separa-
0,61) Stuhl- ten Metaanalysen einer
frequenz - westlichen Diat oder
0,54 (0,83 -  einer allgemeinen
-0,24) RDS-Didtberatung tiber-
legen ist.
Risk of Bias wie bei allen
Erndhrungsstudien
hoch. FODMAP Ernah-
rungsberatung und In-
halte unterschiedlich.
Jede Studie hat eigenen
Ablauf von Beratung und
Inhalten. Untersucht ist
nur FODMAP-Karenz-
phase
Primarer Endpunkt, Methodische ~ Weitere Korrespondie-
sekunddre Endpunkte, Kritik Kommenta- rende Schliis-
Ergebnisse re, Evidenz- selfragen Nr.
klasse, Lite-
raturbelege

FODMAP der NICE berle- Diatberatung 8-2 und 8-3
gen (> Tab. 3) Bei RDS nicht detail-

global score Uberlegenheit  liert beschrie-

tendenziell (nicht signifi- ben

kant) bei Schmerz Uberle-
genheit signifikant. NICE
trotz Unterlegenheit auch
wirksam (Didtberatung
variabel)

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Korrespon-
dierende
Empfehlung

Nr.

Korrespon-

dierende

Empfehlung

Nr.

5-9a-c

e391



# Thieme

Schiliisselfrage:

AG 08 2.0) Wie wirksam und vertrdglich/sicher sind Allgemeine Erndhrungsempfehlungen (z. B. NICE-Didt)?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift
McKenzie, Y. A.; 46 von 86 be-
Alder, A.; werteten
Anderson, W.; Studien aus
Wills, A.; God- 3170 potenziel-
dard, L.; Gulia, len Papern (Cl-
P.; Jankovich, NAHL, Cochra-
E.; Mutch, P; ne, Embase,
Reeves, L. B.; Medline, Sco-
Singer, A.; Lo- pus bis
mer, M. C.; Bri- 10.2015) zum
tish Dietetic As-  Thema IBS-Er-
sociation evi- nahrung unter

Ausschluss Pro-
biotika. Davon
9 systematic

dence-based
guidelines for
the dietary ma-

nagement of ir- reviews, 67

ritable bowel RCTs, 6 CT; 5
syndrome in cross-controll
adults 2012 Kohorten stu-

dies; Bewer-
tung von BIAS

Systematic re-
view, evidence
based practice

guideline
Altobelli, E.; bis 19.1.2016
Del Negro, V.; MEDLINE/Pub-
Angeletti, P. M.;  Med, Scopus,
Latella, G.; Low-  and Cochrane
FODMAP Diet Library database
Improves Irrita- FODMAP vs an-
ble Bowel Syn- dere RDS-Didt
drome Symp- FODMAP vs an-
toms: A Meta- dere Erndhrung
Analysis 2017 (westliche FOD-
Metaanalyse MAP reiche
1a Erndhrung)
12 RCT 3 xvs
RDS-Didt 3 x ge-
gen high FOD-
MAP 6 x vs Ba-
seline-Erndh-
rung

e392

Charakteristik
eingeschlossener
Studien

Bewertung ver-
schiedene erndh-
rungstherapeuti-
sche Interventio-
nen bei IBS z.T I
vs. healthy.
Interventionen be-
treffen Ballaststof-
fe (eher Menge
nicht Qualitdt),
LFD (im Vergleich
gegen andere
Kostformen!),
KH-Last (nicht
Art), NICE, Gluten
(nicht Essmuster),
aber auch Milch,
Koffein,

Gewilirze, Alkohol,
Fettgehalt (nicht
Qualitat)

alle IBS-Subtypen
nach Rom einge-
schlossen: IBS d,c,
m,U im wesentli-
chen RDS-D Dauer
3 Wochen bis 9
Monate

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

IBS-C: keine zu-
satzliche Gabe
von isolierten
(unl6slichen) Bal-
laststoffen

Schmerz OR 0,44
(0,26-0,29) Bla-
hung OR 0,32
(0,15-0,66)
Stuhlkonsistenz
0,24 (-0,13-
0,61) Stuhlfre-
quenz -0,54
(~0,83- -0,24)

Methodische Kritik

Sehr gute Grundla-
genarbeit, die Viel-
schichtigkeit der In-
terventionen in
Abhdngigkeit der
verschiedenen IBS-
Auspragungen dis-
kutiert. Vergleich-
barkeitsfehler, BIAS
aufgrund der Unter-
schiedlichkeit des
IBS und der jeweils
gewdhlten Interven-
tion wird bewertet

Kritik: Jede Studie
hat unterschiedli-
che Dauer und An-
wendung von FOD-
MAP und
unterschiedliche
Vergleichsdidten
Aber Metaanalyse
zeigt, dass FODMAP
in entsprechenden
separaten Metaana-
lysen einer westli-
chen Didt oder einer
allgemeinen RDS-
Diatberatung tber-
legen ist.

Risk of Bias wie bei
allen Erndhrungs-
studien hoch. FOD-
MAP Erndhrungsbe-
ratung und Inhalte
unterschiedlich.
Jede Studie hat ei-
genen Ablauf von
Beratung und Inhal-
te.n Untersucht ist
nur FODMAP
Karenzphase

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespon-
dierende
Schliissel-
fragen Nr.

AG 08 zu
1/2/3/4/5

8-3
(FODMAP)

Korrespon-
dierende
Empfehlung
Nr.

Keine Rele-
vanz fir LL,
daher kei-
nem State-
ment/keiner
Empfehlung
zugeordnet

5-9a,b
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Schliisselfrage:

AG 08 3.0) Wie wirksam und vertrdglich/sicher sind Low-FODMAP-Diéten?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuch- Charakteris- Primérer Methodische Kritik Weitere Kom- Korrespon- Korrespon-
te Studien| tik einge- Endpunkt, mentare, Evi- dierende dierende
Materialien schlossener sekundare denzklasse, Li-  Schliisselfra- Empfehlung
Welche Studien Endpunkte, teraturbelege gen Nr. Nr.
Interven- Ergebnisse
tionen wur-
den gepriift

Marsh, A.; Datenban- 6 RCT 16 non IBS SSS ind den Erndhrung wenig de- 8-3 5-9a,b

Eslick, E. M.; ken Pubmed  randomized RCt gesenkt OR tailliert beschrieben in

Eslick, G. D.; Embase interventions 0,44 (0,25- den Studien variabel.

Does a diet low  Cochrane Damit sehr 0,76) QOL 1,84 Risk of Bias wie bei

in FODMAPs bis Marz umfangreich (1,12-3,03 allen Erndhrungsstudi-

reduce symp- 2013 RCTs Pain Bloating en hoch. FODMAP

toms associat- und nun und overall Erndhrungsberatung

ed with func- randomized symptoms sign und Inhalte unter-

tional gastroin-  interven- besser schiedlich.

testinal disor- tions Jede Studie hat eige-

ders? A nen Ablauf von

comprehensive Beratung und Inhalten.

systematic re- Untersucht ist nur

view and meta- FODMAP-Karenzphase

analysis 2016

RCT 1a

Varj(, Péter; bis 19 Sep- FODMAP vs. IBS-SSS (max Risk of Bias wie bei al- Aussage ist 08 2.0 und 5-9a,b

Farkas, Nelli; tember Vergleichs- 500) in FODMAP  len Erndhrungsstudien FODMAP einer 3.0

Hegyi, Péter; 2016 Pub- gruppe (tradi-  (-105,4,95% hoch. Jadad-Score und westlichen

Garami, Andréds;  Med, EMBA-  tionelle RDS Cl: -140,7 - MINORS-Score ange- Standardernéh-

Szabd, Imre; II- SE, Cochra- Didat/FODMAP  -69,9) und Kon-  wendet. Jede Studie rung tberlegen

|és, Anita; Soly- ne Library, normal oder trollarm (-59,8, hat eigenen Ablauf von  und FODMAP

mar, Margit; Literatur der  rich) RDS 95%Cl: -108,9-  Beratung und Inhalten.  einer Standard-

Vincze, Aron; Artikel nach Rom 2- -10,7) niedriger ~ FODMAP-Erndhrungs- RDS-rnah-

Balasko, Marta; 10 Studien 4 Studiendau-  IBS-SSS nach beratung und Inhalte rungsberatung

Par, Gabriella; analysiert: er 3-12 Wo- FODMAP signifi-  unterschiedlich. tberlegen.

Bajor, Judit; RCT 5 Studi-  chen Einge- kant niedriger Untersucht ist nur RCTs sind Bohn,

Szics, Akos; en, 2 x nicht schlossen: alle  (p=0.002) IBS FODMAP-Karenzphase. ~ MclIntosh,

Huszar, Orsolya; randomi- IBS d,c,m,U d,c,m,U: Unter- Eine Studie hat z. B. ein Pedersen,

Pécsi, Daniel; siert und schiede nicht spezielles Roggenbrot Laatikainen,

Czimmer, 3 x prospek- analysiert fir die Studiendauer Schultz

Jozsef; Low fer- tiv zur Verfligung gestellt

mentable oligo-
saccharides,
disaccharides,
monosacchari-
des and polyols
(FODMAP) diet
improves symp-
toms in adults
suffering from
irritable bowel
syndrome (IBS)
compared to
standard IBS
diet: A metaa-
nalysis of clini-
cal studies 2017
Metaanalyse
1a
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# Thieme

Referenz

Altobelli, E.;

Del Negro, V.;
Angeletti, P. M.;
Latella, G.; Low-
FODMAP Diet
Improves Irrita-
ble Bowel Syn-
drome Symp-
toms: A Meta-
Analysis 2017
Metaanalyse
1a

Schumann, D;
Klose, P.; Lau-
che, R.; Dobos,
G.; Langhorst,
J.; Cramer, H.;
Low fermenta-
ble, oligo-, di-,
mono- saccha-
rides and poly-
ol diet in the
treatment of ir-
ritable bowel
syndrome: A
systematic re-
view and meta-
analysis 2018
Meta 1a

Singh, R.; Sa-
lem, A.; Nana-
vati, |.; Mullin,
G. E.; The Role
of Diet in the
Treatment of
Irritable Bowel
Syndrome: A
Systematic

e394

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

bis
19.1.2016
MEDLINE/
PubMed,
Scopus, and
Cochrane Li-
brary data-
base FOD-
MAP vs
andere RDS-
Didt FOD-
MAP vs an-
dere Erndh-
rung (westli-
che FOD-
MAP-reiche
Erndhrung)
12 RCT 3 xvs
RDS-Diat
3xgegen
high FOD-
MAP 6 % vs
Baseline-Er-
nahrung

bis
19.1.2016
MEDLINE/
PubMed,
Scopus, and
Cochrane Li-
brary data-
base FOD-
MAP vs
andere RDS
Didt 9 RCT
3 xvs unver-
anderte
Erndhrung
2xgegen
westliche
Erndhrung
(alles vorge-
kocht),

2 xRDS-Diat
1 xhigh
FODMAP
1xsham

bis 16 Au-
gust 2017
Pubmed
chochrane
embase und
Web of Sci-
ence

Charakteris-
tik einge-
schlossener
Studien

alle IBS-Sub-
typen nach
Rom einge-
schlossen: IBS
d,c,m,Uim
wesentlichen
RDS-D Dauer
3 Wochen bis
9 Monate

alle IBS-Sub-
typen nach
Rom einge-
schlossen: IBS
d,c,m,Uim
wesentlichen
RDS-D-Dauer
2 Tage bis

3 Monate

Verglichen
mit den ande-
ren bewerte-
ten Metaana-
lysen keine
wesentlichen
zusatzlichen
Erkenntnisse
zu FODMAP,

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Schmerz OR
0,44 (0,26-
0,29) Bldhung
OR 0,32 (0,15-
0,66) Stuhlkon-
sistenz 0,24
(-0,13-0,61)
Stuhlfrequenz
-0,54 (-0,83-
-0,24)

standardized
mean diffe-
rence in FOD-
MAP sign nied-
riger fir Sy
allgemein Gl
Symptoms

-0, 62 (-0,93/
-0,31), abdo
schmerz -0,5
(-0,77/-0,22),
QOL 0,36
(0,10-0,62)

Es wurden

fir Elimination-
sdidt und iGG4-
Didgten keine
statistischen
Zahlen be-
schrieben,
lediglich pro-
saische Bewer-
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Methodische Kritik

Kritik: Jede Studie hat
unterschiedliche Dauer
und Anwendung von
FODMAP und unter-
schiedliche Vergleichs-
didten. Aber Metaana-
lyse zeigt, dass
FODMAP in entspre-
chenden separaten Me-
taanalysen einer westli-
chen Didt oder einer
allgemeinen RDS-Diat-
beratung tiberlegen ist.
Risk of Bias wie bei
allen Erndhrungsstudi-
en hoch. FODMAP-Er-
ndhrungsberatung und
Inhalte unterschied-
lich.

Jede Studie hat eige-
nen Ablauf von Bera-
tung und Inhalten.
Untersucht ist nur
FODMAP-Karenzphase

Kritik: Jede Studie hat
unterschiedliche Dauer
und Anwendung von
FODMAP. 2-Tage-Stu-
die hat alles vorge-
kocht. Risk of Bias wie
bei allen Erndhrungs-
studien hoch. FODMAP
Erndhrungsberatung
und Inhalte unter-
schiedlich. Jede Studie
hat eigenen Ablauf von
Beratung und Inhalten.
Untersucht ist nur
FODMAP-Karenzphase

Verglichen mit den
anderen bewerteten
Metaanalysen keine
wesentlichen zusatzli-
chen Erkenntnisse, au-
Rer dass mehrere RDS-
Erndhrungsthemen in
einer Publikation meta-

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Daten nur fir
Eliminationsdi-
at und iGG4-
Didten interes-
sant, da zu den
anderen Diat-
formen den
publizierten

Korrespon-
dierende
Schliisselfra-
gen Nr.

8-3
(FODMAP)

Erndhrung
08-3

08-5

Korrespon-
dierende
Empfehlung
Nr.

5-9a,b

5-9a,b



Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Referenz

Review 2018
Syst Rev, bei
Eliminations-
didt und iGG4-
Diaten Evidenz
am ehesten 4
(2b)

Schliisselfrage:

AG 08 3.0) Wie wirksam und vertrdglich/sicher sind Low-FODMAP-Didten?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz Populations-
beschreibung
& Anzahl n
Eswaran, S.L.; 92 Patienten
Chey, W. D.; Rom 3 RDS D
Han-Markey, T.; 65 weiblich

Ball, S.; Jackson,
K.; A Random-
ized Controlled
Trial Comparing
the Low FOD-
MAP Diet vs.
Modified NICE
Guidelines in US
Adults with
IBS-D 2016

rct 1b

Charakteris- Primadrer Methodische Kritik Weitere Kom-
tik einge- Endpunkt, mentare, Evi-
schlossener sekundare denzklasse, Li-
Studien Endpunkte, teraturbelege
Ergebnisse
GFD Ballast tung, daher analytisch nochmals Metaanalysen
oder Allge- evident auch abgehandelt wurden. unterlegen
meine Didt, eher 4 als 2b. Insgesamt oberfldchli-
auler dass FazitiGG4 viele  che Behandlung und
mehrere RDS-  Abbrecher Diskussion der Daten
Erndhrungs- Wirksam Evi-
themen in denz 2b aber
einer Publika- eher 4 Qualitat
tion meta- low Elimination
analytisch von 8 stark al-
nochmals ab- lergen wirksa-
gehandelt men Lebens-
wurden. mitteln wirk-
Aber Syst Re- sam Evidenz
view fir Elimi- 4 Qualitat low
nationsdiat Elimination
und iGG4- nach Ernah-
Didten rungs-Symp-
tom-Tagebuch
wirksam Evi-
denz 2b eher 4,
Quialitat mode-
rat (3)
Intervention, Primdrer Endpunkt, Methodische Weitere
Kontrolle| sekundare Kritik Kommen-
Vergleich, Endpunkte, tare, Evi-
Beobachtungs- Ergebnisse denzklas-
dauer se, Litera-
turbelege
FODMAP Vs FODMAP der NICE Digtberatung

Nice 4 wochen

Uberlegen (> Tab. 3) nicht detail-
Bei RDS global score liert beschrie-
Uberlegenhiet tenden-  ben

ziell (nicht signifikant)

bei Schmerz Gberle-

genheit signifikant.

NICE trotz Unterlegen-

heit auch wirksam

(Didtberatung

variabel)
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Korrespon-
dierende
Schliisselfra-
gen Nr.

Korrespon-
dierende
Schliisselfra-
gen Nr.

8-2 und 8-3

Korrespon-
dierende
Empfehlung
Nr.

Korrespondie-
rende Emp-
fehlung Nr.

5-9a-c

e395



# Thieme

Schiliisselfrage:

AG 08 4.0) Wie wirksam und vertrdglich/sicher ist die Glutenfreie Dict?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuchte Stu- Charakteris- Primdrer Methodische Weitere Kommen- Korrespon- Korrespondie-
dien/Materialien tik einge- Endpunkt, Kritik tare, Evidenzklas- dierende rende Empfeh-
Welche Interven-  schlossener sekundire se, Literaturbelege  Schliissel- lung Nr.
tionen wurden Studien Endpunkte, fragen Nr.
gepriift Ergebnisse
Lionetti, E.; GFD und Gluten 11 Studien nach GFD- Risk of Bias sehr, ~ Vorsichtige 08-4 3-15a,b
Pulvirenti, rechallenge mit Meist Gluten- Symptomen sehr hoch. Jede Interpretation In Pa-
A.; Vallorani,  oder ohne Place- freie Studien- Relapse beu Studie hat eige-  tienten mit NZNW-
M.; Catassi, bo-Kontrolle, phase Gluten re chal- nen Ablauf von GS ist eine GFD oft-
G.; Verma, streng genommen (8 Erfolgreich)  lenge 30 % Beratung und mals hilfreich. Im
A. K.; Gatti, in NZNW-GS-Pa- gefolgt von (7-77 %) Meta- Inhalten. Re-Challenge mit
S.; Catassi, tienten, diese ent-  Gluten- Analyse GFD re Strenggenom- Gluten ist dies aber
C.; Re-chal- sprechen aber am Re-challenge challenge 0,4 men nicht RDS-,  nicht auf Gluten zu-
lenge Stud- ehesten RDS-Pa- (-0,15-0,9) sondern NZNW-  riickzufiihren.
ies in Non- tienten Zeitraum p=0.16 GS (RDS &hn- Die Studien sind
celiac Glu- 2011-2016 Pub- Damit GFD lich). Studien strenggenommen
ten Sensiti- med strategie: zwar hilfreich sehr unter- nicht in RDS-Patien-
vity: A Sys- non celiac oder aber Gluten schiedlich, ein- ten. Fehlender Ef-
tematic Re- gluten sensitivity wohl nicht der ziger gemeinsa-  fekt der Gluten re
view and entscheidende mer Nenner ist challenge ldsst ver-
Meta-Analy- Punkt, da re Gluten re-Chal- muten, dass der Ef-
sis 2017 challenge nicht  lenge fekt der GFD damit
Meta 1a signifikant. am ehesten auf den
reduzierten FOD-
MAP-Gehalt bzw.
bei Broten den re-
duzierten Fruktan-
Gehalt zuriickge-
fuhrt werden soll-
ten. Weitere Studi-
en erforderlich.
Schliisselfrage:
AG 08 4.0) Wie wirksam und vertrdglich/sicher ist die Glutenfreie Dict?
Bewertungsvorlage:
Reizdarm: Primdrstudien
Referenz Populations- Intervention,  Primdrer Methodische Weitere Korrespon- Korrespon-
beschreibung Kontrolle| Endpunkt, sekun-  Kritik Kommen- dierende dierende
& Anzahl n Vergleich, dére Endpunkte, tare, Evi- Schliisselfra- Empfehlung
Beobach- Ergebnisse denzklas- gen Nr. Nr.
tungsdauer se, Litera-
turbelege
Vazquez-Roque, Rom 2 RDS D 4 Wochen eigentlich an wis- fast nur Frauen 8-4 3-15a,b
M. I.; Camilleri, M.; single Center GFD vs GCD senschaftlichen Diat vorgekocht

Smyrk, T.; Murray,
J. A.; Marietta, E.;
O’Neill, J.; Carlson,
P.; Lamsam, J.; Jan-
zow, D.; Eckert, D.;
Burton, D.; Zins-
meister, A. R.; A
controlled trial of
gluten-free diet in
patients with irrita-

e396

Fragen interessiert
Stuhltextur in

» Abb. 1 mit Ver-
besserung p<0.04
angegeben.
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Referenz Populations- Intervention,  Primdrer Methodische Weitere Korrespon-
beschreibung Kontrolle| Endpunkt, sekun-  Kritik Kommen- dierende
& Anzahl n Vergleich, déare Endpunkte, tare, Evi- Schliisselfra-
Beobach- Ergebnisse denzklas- gen Nr.
tungsdauer se, Litera-
turbelege
ble bowel syn-
drome-diarrhea:
effects on bowel
frequency and
intestinal function
2013
RCT Evidenz 1b
Zanwar, V. G.; Rome 3 RDS alle gfd Zahlen nur in Ab- Fehlende Gluten Vorsichtige ~ 8-4
Pawar, S.V.; ohne weitere Wochen, bildungen ange- Re-challenge die Interpreta-
Gambhire, P. A.; Subklassifizie- dann 4 Wo- geben Durch- Meta-Analyse tion miind-
Jain, S.S.; Surude, rung einge- chen Rechal- schnittliche Ver- zeigt, dass in der liche Er-
R. G.; Shah, V. B.; schlossen ter- lenge fir die besserung Sy- Re-challenge keine  ndhrungs-
Contractor, Q. Q.; tidres Zentrum Responder Score in 4 Wochen  Signifikanzen ge- schulung
Rathi, P. M.; Symp- 65 Patienten (GCD oder GFD Phase: VAS- funden werden Risk of Bias
tomatic improve- GFD Brot) Verbesserung von und der Effekt der  sehr hoch
ment with gluten 40 (VAS max 100) GFD damit am
restriction in irrita- auf 17,5 Rechal- ehesten auf den
ble bowel syn- lenge Plac VAS ist reduzierten FOD-
drome: a prospecti- 10 nach 4 Wo- MAP-Gehalt bzw.
ve, randomized, chen, Gluten VAS bei Broten den re-
double blinded pla- steigt auf 25 (nach  duzierten Fruktan-
cebo controlled trial 4 Wochen) Besse- Gehalt zuriickge-
2016 rung auch in Sub- fiihrt werden soll-
rct 2b mindere score: Schmerz, ten. Weitere Stu-
Qualitat Bldhung, Flatu- dien erforderlich.
lenz, Miidigkeit
Schliisselfrage:
AG 08 5.0) Wie wirksam und vertrdglich/sicher sind weitere Therapien?
Bewertungsvorlage:
Reizdarm Systematische Review
Referenz Untersuchte Charakteristik Primarer Endpunkt, Methodische Weitere Korres-
Studien| eingeschlosse-  sekunddre Endpunkte, Kritik Kommenta-  pondie-
Materialien ner Studien Ergebnisse re, Evidenz-  rende
Welche klasse, Lite- Schliis-
Interven raturbelege  selfra-
tionen wur- gen Nr.
den gepriift
Moayyedi, P.; RCT bis De- unter den 1gG-4-Studie, die anderen Ungenaue Be- 8-5
Quigley, E. M.; zember 2013 3 Studien Eliminationsdidten sind schreibung der
Lacy, B. E.; Lem- tibliche Da- 1 x FODMAP, durch Metaanalysen Methodik/Be-
bo, A. J.; Saito, tenbanken 1 x Gluten und bewertbar. 1gG4 Test, ratung. Keine
Y. A.; Schiller, Standardsu- 1x1gG4 Elimination entsprechend Beschreibung,
L. R.; Soffer, E.E;;  che 3 von 17 dem pos Titer. 12 Wochen  was in der Kon-
Spiegel, B. M.; RCT erfiillten kein Unterschied vergli- trollgruppe eli-
Ford, A. C.; The Kriterien: RDS chen zu random elimina- miniert wurde.
Effect of Dietary - Didt Res- tion, Ansprechen auf bei-

de minimal 17 und 28 %
alsi marginal.

Basierend auf Atkinson
RCT low quality

triktion oder
Zugabe eines
belastenden

Nahrungsbe-
standteils

Intervention on
Irritable Bowel
Syndrome: A
Systematic Re-
view 2015 Syst
Review 1a
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Korrespon-
dierende
Empfehlung
Nr.

13-5a+b

Korrespondie-
rende Empfeh-
lung Nr.

5-1

e397



# Thieme

Referenz

Singh, R.; Salem,
A.; Nanavati, |.;
Mullin, G. E.; The
Role of Diet in
the Treatment of
Irritable Bowel
Syndrome: A
Systematic
Review 2018
Syst Rev, bei Eli-
minationsdiat
und iGG4-Dia-
ten Evidenz am
ehesten 4 (2b)

Schliisselfrage:

Untersuchte
Studien|
Materialien
Welche
Interven
tionen wur-
den gepriift

bis 16 aug
2017 Pubmed
chochrane
embase und
Web of
Science

Charakteristik
eingeschlosse-
ner Studien

Verglichen mit
den anderen
bewerteten
Metaanalysen
keine wesentli-
chen zusatzli-
chen Erkennt-
nisse zu
FODMAP-GFD
Ballast oder All-
gemeine Diat,
auler, dass
mehrere RDS
Erndhrungsthe-
men in einer
Publikation
meta-analy-
tisch nochmals
abgehandelt
wurden. Aber
Syst Review fiir
Eliminationsdi-
at und iGG4-
Didten

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Es wurden fir Elimina-
tionsdidt und iGG4-Didten
keine statistischen Zahlen
beschrieben, lediglich
prosaische Bewertung.
Daher evident auch eher 4
als 2b. Fazit iGG4: Viele
Abbrecher Wirksam Evi-
denz 2b aber eher 4 Qua-
litdt low Elimination von

8 stark allergen wirksa-
men Lebensmitteln wirk-
sam Evidenz 4 Qualitat
low Elimination nach
Erndhrungs-Symptom-
Tagebuch wirksam Evi-
denz 2b eher 4, Qualitat
moderat (3)

Methodische
Kritik

Verglichen m
den anderen
bewerteten
Metaanalysen
keine wesentli-
chen zusatzli-
chen Erkennt-
nisse, auf3er,
dass mehrere
RDS-Ernah-
rungsthemen
in einer Publi-
kation meta-
analytisch
nochmals
abgehandelt
wurden.
Insgesamt
oberflachliche
Behandlung
und Diskussion
der Daten

AG 09 1.0) Wie wirksam und vertrdglich/sicher sind osmotisch aktive Substanzen?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Belsey, . D.;
Geraint, M.;
Dixon, T. A,;
Systematic
review and
meta analy-
sis: polyethy-
lene glycol in
adults with
non-organic
constipation
2010
Systemati-
sches Review
und Meta-
analyse

e398

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

MEDLINE, EM-
BASE, CINAHL,
Cochrane Cen-
tral Register of
Clinical Trials,
Google Scholar
databases |a-
nuar 1970 bis
Oktober 2009
randomisierte
kontrollierte
Studien, paral-
lel oder cross-
over Design

Charakteristik
eingeschlossener
Studien

PEG vs. Placebo
oder anderes Laxans
Erwachsene mit
nichtorganischer
Obstipation

van Leeuwen P et al. Leitlinienreport zu den

Primarer
Endpunkt, sekun-
dére Endpunkte,
Ergebnisse

Primdrer Endpunkt:
Defdkationsfre-
quenz. berticksich-
tigte Studien: 10 PEG
vs. Placebo, 7 PEG vs.
Lactulose, 2 PEG vs.
Ispaghula, 1 PEG vs.
Tegaserod, 1 PEG
mit Elektrolyten vs.
PEG ohne Elektroly-
ten. PEG besser als
Placebo (+2.34 BM/
w), als Lactulose
(+1.01 BM/w), als
Ispaghula (+2.78
bzw. 1.09 BM/w) und
Tegaserod (+1.25

Methodische
Kritik

qualitativ
hochwertig
maoglicher Inte-
ressenkonflikt:
Autoren hatten
Grant von Nor-
gine (PEG-Pro-
dukt-Herstel-
ler)

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

rende

Korres-
pondie-

Korrespondie-
rende Empfeh-
lung Nr.

Schliis-
selfra-

gen Nr.

Daten nur
fiir Elimina-
tionsdiat
und iGG4-
Didten inte-
ressant, da
zu den an-
deren Didt-
formen den
publizierten
Metaanaly-
sen unterle-
gen

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

gen Nr.

1a Andorsky
1990, Baldo-
nedo 1991,
Cleveland
2001, Corra-
ziari 1996, Di-
Palma 1999,
2000, 2007,
Freedman
1997, Klauser
1995

... Z Gastroenterol 2021; 59: e334-e534 | © 2021

Korrespon-
dierende
Schliisselfra-

Korrespon-
dierende
Empfeh-
lung Nr.

12-2

. Thieme. All rights reserved.



Referenz

Lee-Robi-
chaud, H.;
Thomas, K.;
Morgan, J.;
Nelson, R. L.;
Lactulose
versus Poly-
ethylene Gly-
col for Chro-
nic Constipa-
tion 2010
systemati-
sches
Review

Miller, L. E.;
Tennila, |.;
Ouwehand,
A. C.; Efficacy
and tolerance
of lactitol
supplemen-
tation for
adult consti-
pation: a sys-
tematic re-
view and
meta-analysis
2014
Metaanalyse

Katelaris, P.;
Naganathan,
V.; Liu, K;
Krassas, G.;
Gullotta, |.;
Comparison
of the effecti-
veness of po-
lyethylene
glycol with
and without
electrolytes
in constipati-
on: a syste-
matic review
and network
meta-analysis
2016
systemati-

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

MEDLINE, EM-
BASE and ClI-
NAHL databa-
ses, Cochrane
Central Regis-
ter. randomi-
sierte kontrol-
lierte Studien
mit Lactulose
vs. PEG bei
chronischer
Obstipation.

MEDLINE und
Embase; search
terms “Impor-
tal”, “lactitol”,
“osmotic laxa-
tive”, oder “su-
gar alcohol”
kombiniert mit
“bowel”, “con-
stipat™”, “gas-
trointestinal”,
“stool”, oder
“transit” Studi-
en mit Lactitol
vs. Lactulose
oder Placebo

kontrollierte
Studien, die
Macrogol mit
oder ohne Zu-
satz von Elek-
trolyten bei
chronischer
Obstipation
mit Placebo,
Lactulose oder
untereinander
verglichen.
Suchstrategie:
MEDLINE,
MEDLINE in
Progress, EM-
BASE, and the
Cochrane data-
bases bis April

van Leeuwen P et al. Leitlinienreport zu den.

Charakteristik
eingeschlossener
Studien

10 Studien mit
868 Patienten
(range 37-191),
322 Erwachsene
und 546 Kinder.
Alter von 3 Mon
bis 70].

5 unkontrollierte
Studien mit Lactitol,
4 vs. Lactulose, 1 vs.
Placebo Patienten
mit vorwiegend
chronischer Obsti-
pation mittlere
Startdosis 20 g/d
(range 10-40g),
adaptierbar nach
Bedarf; Behand-
lungsdauer im
Mittel 28 Tage
(range: 7-156)

19 Studien mit
2247 Patienten fiir
Metaanalyse qualifi-
ziert, alles RCTs,
davon 4 nicht ver-
blindet.

Primdrer
Endpunkt, sekun-
ddre Endpunkte,
Ergebnisse

BM/w). Gehalt an
Elektrolyten ohne
Effekt.

primarer Endpunkt
Anderung der Stuhl-
frequenz: Daten
sehr heterogen,
Pooling nicht még-
lich. Soweit numeri-
sche Daten enthal-
ten, war PEG der
Lactulose Uberle-
gen.

Sekundérer End-
punkt abdominal
pain: nurin 6 Studi-
en erwdhnt, davon
nur teilweise quan-
titativ. PEG und
Lactulose ahnlich
wirksam.

Lactitol erhohte die
Stuhlfrequenz/
Woche vs. Baseline
(1.56,95% Cl: 1.00-
2.11,P<0.001. Kein
Signifikanter Unter-
schied zwischen
Lactitol und Lactu-
lose, Lactitol dem
Placebo (iberlegen
(um 2.5 Stiihle/
Woche, P <0.001)

Primarer Endpunkt
mittlere Stuhlfre-
quenz pro Woche.
PEG und PEG + E
sind Placebo und
Lactulose tberlegen
(1.8 (95% C1 1.0,
2.8)und 1.9 (95% Cl
0.9, 3.0) versus Pla-
cebound 1.8 (95%
Cl0.0, 3.5) und 1.9
(95% C10.2, 3.6)
versus Lactulose.
Kein Unterschied
zwischen PEG mit
und ohne
Elektrolyte.

Methodische
Kritik

Qualitdt des
Reviews gut,
Qualitat der
analysierten
Studien maRig
und qut5:5

heterogene
Studien. Frag-
lich Doppelpu-
blikation ein-
geschlossen
(Doffoel 1990)

.. Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Ta

Attar 1999,
Bouhnik
2004, Candy
2006, Dupont
2005, Freed-
man 1997,
Gremse
2002, Rendeli
2006, Vos-
kuijl 2004,
Wang 2007,
Zhang 2003

Evidenzklasse
1a

Delas 1991;
Doffoel 1990;
Doffoel 1990;
Goovaerts
1993; Ham-
mer 1992;
Heitland
1988; Ravelli
1995; Van-
derdonckt
1990; Walder
1988; Xu
2012

Evidenzklasse
Ta

Andorsky
1990; Attar
1999; Awad
2010; Bouh-
nik 2004
Chapman
2013; Chaus-
sade 2003;
Cinca 2013;
Cleveland
2001; Coraz-
ziari 1996; Di-
Palma. 1999;
DiPalma
2000; DiPal-
ma 2007; Di-
Palma 2007;

Korrespon-
dierende
Schliisselfra-
gen Nr.

Korrespon-
dierende
Empfeh-
lung Nr.
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# Thieme

Referenz

sches Review
und Meta-
analyse

Schliisselfrage:

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

2015. Begriffe:
(constipation)
AND (PEG OR
polyethylene
OR macrogol
OR movicol OR
idrolax OR mi-
ralax OR transi-
peg OR forlax
OR colyte OR
golytely OR
isocolan OR
nulytely) NOT
colonoscopy.

Charakteristik
eingeschlossener
Studien

Primarer
Endpunkt, sekun-
ddre Endpunkte,

Ergebnisse

Methodische
Kritik

AG 09 1.0) Wie wirksam und vertrdglich/sicher sind osmotisch aktive Substanzen?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Seinela, L.; Sai-
ranen, U.; Laine,
T.; Kurl, S.; Pet-
tersson, T.;
Happonen, P.;
Comparison of
polyethylene
glycol with and
without elect-
rolytes in the
treatment of
constipation in
elderly institu-
tionalized pa-
tients: a rando-
mized, double-
blind, parallel-
group study
2009
randomisierte,
doppelblinde,
Parallelgrup-
pen-Studie

Lam, T.J;
Mulder, C. |.;
Felt-Bersma,

R. ].; Differences
in taste between

e400

Populationsbe-
schreibung &
Anzahl n

Patienten muss-
ten isotones PEG
in stabiler Dosis
wegen Obstipa
tion fir mindes-
tens 2 Wochen
vor Run-in ge-
nommen haben.
62 Patienten
(Alter 86 ].; range
66-99].)

100 Freiwillige,
mittleres Alter
35 Jahre (20-61),
76 Frauen.

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

1 Woche Run-in,

4 Wochen Rx. rando-
misiert auf hypoto-
nes PEG (d. h. ohne
Elektrolyte) oder
weiter isotones PEG
(d. h. mit Elektroly-
ten), 12 g von einmal
alle 2 Tage bis 2x/d
nach Bedarf

3 verschiedene PEG-
Produkte mit Elek-
trolytzusatz, jeweils
einmalige Verabrei-
chung

Primarer
Endpunkt,
sekunddre
Endpunkte,
Ergebnisse

nach Woche
4mittlere Stuhl-
frequenz unter

hypotonem und

isotonem PEG
waren 8.5

(SD 4.5) bzw.
8.4 (SD 3.6).
12 % mit hypo-
tonem PEG,
aber 31 % mit
isotonem PEG
beurteilten den
Geschmack als
schlecht oder
sehr schlecht

Beurteilung des
Geschmacks
nach 5 Katego-
rien (extrem
schlecht bis

Methodi-
sche Kritik

Studiende-
sign gut,
aber ge-
priifte Pra-
parate we-

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

DiPalma
2007: Freed-
man. 1997;
Klauser 1995;
Seinela 2009;
Wang 2005;
Zangaglia
2007

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Zugabe von
Elektrolyten
hat keinen
Einfluss auf
Wirksamkeit
und Sicher-
heit, ver-
schlechtert
aber die Ak-
zeptanz

Evidenzklas-
se 1b

Korrespon-
dierende
Schliisselfra-
gen Nr.

Korrespon-
dierende
Schliisselfra-
gen Nr.

1.0

Korrespon-
dierende
Empfeh-
lung Nr.

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
far LL, daher
keinem State-
ment/keiner

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

three polyethy-
lene glycol pre-
parations: a ran-
domized dou-
ble-blind study
2011
randomisierte
cross-over Dop-
pelblindstudie

Huang, C. H.;
Lin,).S; L, T.C;
Lee, S. C.; Wang,
H.P.; Lue, H. C.;
Su, Y. C.; Com-
parison of a Chi-
nese Herbal Me-
dicine (CCH1)
and Lactulose as
First-Line Treat-
ment of Consti-
pation in Long-
Term Care: A
Randomized,
Double-Blind,
Double-Dum-
my, and Place-
bo-Controlled
Trial 2012
doppel-blind,
double-dum-
my, Placebo-
kontrollierte
Studie

Chapman,

R. W.; Stanghel-
lini, V.; Geraint,
M.; Halphen, M.;
Randomized cli-
nical trial: ma-
crogol/PEG
3350 plus elect-
rolytes for treat-
ment of pa-
tients with
constipation
associated with
irritable bowel
syndrome 2013
randomisierte
Placebokon-
trollierte dop-
pelblinde
Studie

Populationsbe-
schreibung &
Anzahl n

93 Insassen eines
Pflegeheims mit

chronischer Obs-
tipation (modifi-

zierte Rom |1l Kri-
terien)

Erwachsene
(mittleres Alter
ca. 40 Jahre, 18-
76) mit IBS-C
nach Rom Il Kri-
terien seit ca.

10 Jahren

(1 bis 43)

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

Studienmedikation:
Pflanzenprodukt
CCH1 enthalt Panax
ginseng, Ingwer,
StiBholz, Grosskopfi-
ges Speichelkraut,
Aconitum carmi-
chaeli, Rheum tan-
guticum (auf
Deutsch Handlappi-
ger Rhabarber oder
Handférmiger Rha-
barber, Zier-Rhabar-
ber, Kronrhabarbers-
taude, Tangutischer
Rhabarber, Medizi-
nal-Rhabarber, Arz-
nei-Rhabarber, Chi-
nesischer Rhabarber
oder Kanton-Rhabar-
ber genannt), Lactu-
lose. Dosis 4.5, 3.0,
oder 1.5 gm/d CCH1
und 45, 30, oder

15 mL Lactulose.
Run-in Periode

2 Wochen ohne
Laxatien, 8 Wochen
Behandlung.

PEG 3350 mit Elek-
trolyten, 13,8 g pro
Beutel. Dosis 1 bis
3 Beutel tgl. nach
Bedarf des Patien-
ten. 2 Wochen Run-
in, 4 Wochen
Behandlung

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

extrem gut).
Gering unter-
schiedliche Be-
wertung des
Geschmacks,
mittlere Bewer-
tung 2.76 (SD:
0.82), 2.81 (SD:
0.76) und 3.12
(SD: 0.82)

Mittlere SBMs
unter CCH1 6.8
versus Lactulose
5.0, Differenz
1.8 [C10.7-3.0];
P=0.001)

mittlere sponta-
ne Entleerun-
gen (SBMs) pro
Tag in der letz-
ten Woche

Methodi-
sche Kritik

nig sinn-
voll, da
elektrolyt-
freie Prapa-
rate weni-
ger
schlecht
akzeptiert
werden

Zusam-
menset-
zung von
CCH1
bleibt aus
pharmako-
logischer
Sicht
unklar. So
konnten
durchaus
Anthrachi-
none in
manchen
Bestandtei-
len enthal-
ten sein.

Placebo ge-
schmack-
lich unter-
scheidbar.

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Evidenzklas-
se formal 1b

Korrespon-
dierende
Schliisselfra-
gen Nr.

1.0 und 5.0

1.0

Korrespondie-
rende Emp-
fehlung Nr.

Empfehlung
zugeordnet

Keine Relevanz
fiir LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

12-2
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# Thieme

Referenz

Cinca, R.; Chera,
D.; Gruss, H. |.;
Halphen, M.;
Randomised cli-
nical trial: ma-
crogol/PEG
3350 +electroly-
tes versus pru-
calopride in the
treatment of
chronic consti-
pation - a com-
parisonin a
controlled envi-
ronment 2013
double-dum-
my, Parallel-
gruppen-Stu-
die, randomi-
siert und
doppelblind

Schliisselfrage:

Populationsbe-
schreibung &
Anzahl n

240 Frauen ca.
40 Jahre (18-75)
mit Obstipation
nach Rom Il
Kriterien

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

PEG 13,13 g plus
Elektrolyte, 2 Beutel
tgl. Halbierung mog-
lich. Prucaloprid
1mg tgl. bei Alter
>65, 2 mg bei Alter <
<65, Steigerung auf
2 mg maglich.

14 Tage Run-in,

4 Wochen Behand-
lung

AG 09 2.0) Wie wirksam und vertrédglich/sicher sind Anthrachinone?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Acs, N.; Banhidy,
F.; Puho, E. H.;
Czeizel, A. E.;
Senna treat-
ment in preg-
nant women
and congenital
abnormalities in
their offspring-a
population-ba-
sed case-control
study 2009
Fallkontrollstu-
die

Wang, M. T,; Li,
I.H.; Lee, W. | ;
Huang, T. Y;
Leu, H. B.; Chan,

e402

Populationsbe-
schreibung &
Anzahl n

22.843 Neugebo-
rene mit Missbil-
dungen;

38151 Kontrollen
ohne Missbildung;
834 mit
Downsyndrom

Frage: erhchen
Sennoside das Ri-
siko einer Digitali-
sintoxikation?

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

Analyse der Prava-
lenz der Einnahme
von Sennosiden
wdhrend der
Schwangerschaft
mittels Auswertung
der Schwanger-
schaftsdokumenta-
tion und von Frage-
bogen.

59 von 516 Intoxi-
kierten (11.4 %)

hatten in den letz-
ten 2 Wochen Sen-

Primarer Methodi- Weitere Korrespon-

Endpunkt, sche Kritik Kommenta- dierende

sekunddre re, Evidenz- Schliisselfra-

Endpunkte, klasse, Lite- gen Nr.

Ergebnisse raturbelege

Primarer End- 1b 1.0

punkt: Anteil

Patienten mit

>3 spontanen

Entleerungen in

der letzten

Woche. Ergeb-

nis: 66.67 % fur

PEG vs. 56.52 %

fiir Prucaloprid

Primdrer Endpunkt, Metho- Weitere Korres-

sekundare Endpunkte, dische Kommen-  pondie-

Ergebnisse Kritik tare, Evi- rende
denzklas-  Schliis-
se, Litera-  selfragen

turbelege  Nr.

Evidenz- 2.0
klasse 2b

506 der 22 843 Kinder
mit Missbildung hatten
Miitter, die wahrend der
Schwangerschaft Senno-
side genommen hatten
(2.2%), verglichen mit
937 der 38.151 Kontrol-
len (2.5%) (adjusted OR
with 95% Cl: 1.0, 0.9-
1.1). 26 der 834 Kinder
mit Downsyndrom hat-
ten Miitter mit Senna-
einnahme (3.1 %)(OR
with 95 % Cl: 0.7, 0.5-
1.1). Ca. ein Drittel der
Frauen hatten die Senna-
prdparate im ersten Tri-
menon genommen.

Eviden- 2.0
klasse 2b

1,61-fach erhohtes Risi-
ko einer Digoxinintoxi-
kation durch Sennoside
[95% Cl1 1.15, 2.25;

Korrespondie-
rende Emp-
fehlung Nr.

Korrespondie-
rende Empfeh-
lung Nr.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

Keine Relevanz
fur LL, daher kei-
nem Statement/

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz Populationsbe- Intervention, Primdrer Endpunkt, Metho- Weitere Korres- Korrespondie-
schreibung & Kontrolle|Ver- sekundare Endpunkte, dische Kommen-  pondie- rende Empfeh-
Anzahl n gleich, Beobach- Ergebnisse Kritik tare, Evi- rende lung Nr.
tungsdauer denzklas-  Schliis-
se, Litera-  selfragen
turbelege  Nr.
A. L.; Exposure Analysiert wurden  noside genommen P=0.005)]. Risiko er- keiner Empfeh-

to sennoside-di-
goxin interacti-

173125 Patienten
mit Digoxinmedi-

vs. 187 von 2502
(7.5 %) gematchte

héht bei Dosis 224 mg
Senna/Tag (OR 1.93;

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

lung zugeordnet

on and risk of kation wegen nicht Intoxikierte 95% Cl 1.27, 2.94). Je
digoxin toxicity: Herzinsuffizienz langer die Einnahme von
a population- Senna zuriick lag, desto
based nested geringer war das Risiko
case-control (P<0.001)
study 2011
Fallkontrollstu-
die
Schliisselfrage:
AG 09 3.0) Wie wirksam und vertrdglich/sicher ist Bisacodyl/Natriumpicosulfat?
Bewertungsvorlage:
Reizdarm: Primdrstudien
Referenz Populationsbe- Intervention, Kon- Primérer End- Methodi- Weitere Korres- Korrespondie-
schreibung & trolle/Vergleich, Be- punkt, sekunda- sche Kritik Kommen- pondie- rende Empfeh-
Anzahl n obachtungsdauer re Endpunkte, tare, Evi- rende lung Nr.
Ergebnisse denzklas- Schliis-
se, Litera- selfragen
turbelege Nr.
Manabe, N.; 25 gesunde Frei- 5mg Bisacodyl per os Halbwertszeit der 3.0 Keine Relevanz
Cremonini, F.; willige vs. Placebo. Szintigrafi- ~ Entleerung des fur LL, daher kei-
Camilleri, M.; sche Messung des Colon ascendens nem Statement/
Sandborn, Colontransits nach ra- und geometri- keiner Empfeh-
W. J.; Burton, dioaktiver Markierung sches Zentrum lung zugeordnet
D. D.; Effects des Darminhalts mit des Isotops nach
of bisacodyl on n 24 h. The bisaco-
ascending dyl group demon-
colon empty- strated accelera-
ing and overall ted emptying
colonic transit [median 6.5 h, in-
in healthy vo- terquartile range
lunteers 2009 5.0-8.0 h] relative
placebo-kon- to the placebo
trollierte me- group [11.0h
chanistische (7.0-17.1);
Studie P=0.03]. Numeri-
cal differences in
colonic geometric
centre were not
significant.
Mueller-Liss- 468 Patients mit 2 Wochen Baseline, mittlere CSBMs Evidenz- 3.0 12-3
ner, S.; Kamm,  chronischer Obs- 367 Patienten pro Woche stie- klasse 1b
M. A.; Wald, tipation (Rom Il (50.8+16.9;77.7% genvon 0.9+0.1
A.; Hinkel, U.; Kriterien) Frauen) 2 : 1 randomi- SEM auf 3.4+0.2
Koehler, U.; gescreent siert auf Natriumpico- unter SPS und
Richter, E.; sulfat (SPS) Tropfen von 1.1+0.1 auf
Bubeck, J.; bzw. Placebo tiber 1.7£0.1 unter
Multicenter, 4 Wochen. Dosis Titra- Placebo
4-week, dou- tion war erlaubt. (P <0.0001).
ble-blind, ran- Patienten mit =1

e403



# Thieme

Referenz

domized, pla-
cebo-con-
trolled trial of
sodium pico-
sulfate in pa-
tients with
chronic consti-
pation 2010
randomisierte
doppelblinde,
Placebo-kon-
trollierte
Studie

Friedrich, C.;
Richter, E.;
Trommeshau-
ser, D.; de
Kruif, S.; van
lersel, T.; Man-
del, K.; Gess-
ner, U.; Absen-
ce of excretion
of the active
moiety of bisa-
codyl and so-
dium picosul-
fate into
human breast
milk: an open-
label, parallel-
group, multi-
ple-dose study
in healthy
lactating
women 2011
Pharmakoki-
netikstudie

Kamm, M. A_;
Mueller-Liss-
ner, S.; Wald,
A.; Richter, E.;
Swallow, R.;
Gessner, U.;
Oral bisacodyl
is effective and
well-tolerated
in patients
with chronic
constipation
2011
Placebokon-
trollierte
doppelblinde
Studie

Chan,A.O.; A
pilot study on
the efficacy of
Picolax given

e404

Populationsbe-
schreibung &
Anzahl n

16 laktierende
Frauen, nicht
mebhr stillend, 23—
38 Jahre alt.

368 Patienten
(55,4%15.6].,
75 % Frauen) ran-
domisiert:

247 Bisacodyl,
121 Placebo.

20 Patienten
(mittleres Alter
50], 1 Mann)
chronische Obsti-

Intervention, Kon-
trolle/Vergleich, Be-
obachtungsdauer

10 mg Bisacodyl oder
Natriumpicosulfat an
Tagen 1 und 3-8. Be-
stimmung des aktiven
Metaboliten BHPM
(bis-(p-hydroxyphe-
nyl)-pyridyl-2-metha-
ne) in Muttermilch,
Serum und Urin.

2 Wochen Baseline
ohne Medikation,
randomisiert 2:1 auf
10 mg Bisacodyl
(n=247) oder Placebo
(n=121), 1x tgl. tiber
4 Wochen

2 Wochen BaselineBa-
seline und 4 Wochen

offene Behandlung mit

1/2 Beutel Picolax 3 x/

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

CSBMs Zunahme
65.5%vs.32.3%
(P<0.0001). 23
CSBMs 51.1 % un-
ter SPS und 18.0 %
unter Placebo

(P <0.0001).

In der Mutter-
milch konnte
BHPM nicht nach-
gewiesen werden.
Cmax im Serum
nach ca. 4 Stun-
den. Im steady
state wurden 12
bzw. 13 % von Bi-
sacodyl bzw. Pico-
sulfat als BHPM im
Urin ausgeschie-
den.

mittlere CSBMs
pro Woche stiegen
von 1.1+£0.1 SEM
in beiden Gruppen
auf 5.2 £0.3 unter
Bisacodyl und 1.9+
0.3 unter Placebo
(P <0.0001).

mittlere Anzahl
kompletter spon-
taner Entleerun-
gen pro Woche

Methodi-
sche Kritik

wichtige
Studie zur
Frage der
Sicherheit
dieser La-
xantien bei
laktieren-
den Frauen.

unkontrol-
lierte Stu-
die, Defini-
tion von

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1b

Evidenz-
klasse 3

Korres- Korrespondie-
pondie- rende Empfeh-
rende lung Nr.
Schiliis-

selfragen

Nr.

3.0 Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

3.0 12-3

3.0 Keine Relevanz

fir LL, daher kei-
nem Statement/
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Referenz

as a four-week
course for the
treatment of
refractory con-
stipation 2012
unkontrollier-
te Kohorten-
studie

Soufi-Afshar,
I.; Moghadam-
nia, A.; Bijani,
A.; Kazemi, S.;
Shokri-Shirva-
ni, J.; Compari-
son of pyridos-
tigmine and
bisacodyl in
the treatment
of refractory
chronic consti-
pation 2016
doppelblinde
kontrollierte
Studie

Schliisselfrage:

Populationsbe-
schreibung &
Anzahl n

pation refraktdr
gegen Tegaserod
oder PEG

68 Patienten
(49.84+12.6].,
58.8 % Frauen)
mit chronischer
Obstipation ,re-
fraktar auf kon-
ventionelle Thera-
pie®, Rom llI
Kriterien).

Intervention, Kon-

trolle/Vergleich, Be-

obachtungsdauer

Woche. Ein Beutel ent-
hélt 10 mg Natriumpi-
cosulfat, 3.5 g Magne-

siumoxid und 12 g
Zitronensdure

randomisiert auf 5mg
Bisacodyl bzw. 60 mg

Pyridostigmine alle 8 h
iber 4 Wochen. Medi-
kation in Gelatinekap-

seln.

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

von 0.5 (SD 0.9)
auf 2.4 (SD 2.6)
gesteigert
(P=0.02)

Zunahme der wo-
chentl. Stuhlfre-
quenz 4.33+1.88
bzw. 2.96 +1.81
unter Pyridostig-
mine bzw. Bisaco-
dyl (p=0.005).

Methodi-
sche Kritik

refractory
constipati-
on unzurei-
chend (zu
weich).

keine choli-
nergen
oder car-
diovasculd-
ren Neben-
wirkungen
beobachtet
(das ist
merkwiir-
dig!)

AG 09 4.0) Wie wirksam und vertrdglich/sicher sind Einldufe und Defdkationshilfen?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Christensen,
P.; Krogh, K.;
Transanal
irrigation for
disordered
defecation:
a systematic
review 2010
systemati-
sches Re-
view

Untersuchte
Studien/Materia-
lien Welche Inter-
ventionen wur-
den gepriift

MEDLINE, EMBASE,
Cumulative Index
of Nursing and Al-
lied Health Litera-
ture (CINAHL),
Cochrane Library
und www.clinicaltri
als.gov. Search
terms: ‘enema’,
‘transanal irrigati-
on’, ‘colonic irriga-
tion’, ‘constipati-
on’, ‘faecal
incontinence’, ‘fae-
cal incontinence’
and ‘bowel dys-
function’ und ‘de-
fecation disorders’.

Charakteristik einge-

schlossener Studien

17 Studien bei

1229 Erwachsenen
(Alter bis 90].), diver-
se Ursachen fiir Defa-
kationsstérung. Nur 1
RCT bei Querschnitt-
spatienten im Ver-
gleich zu ,konservati-
vem“ Management.

Primadrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

LErfolgreiche Be-
handlung*“ bei

45 % der Patien-
ten mit Obstipa-
tion, 47 % mit In-
kontinenz und
59 % mit kombi-
nierter Problema-
tik.

Methodi-
sche Kritik

zugrunde
liegende
Studien mit
niedrigem
Evidenz-
grad!

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse for-
mal 1b

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Evidenzklasse
formal 1a Briel
1997; Christen-
sen 2009; Koch
2008; V 2006;
Del Popolo
2008; Christen-
sen 2008; Caze-
mier 2007; Koch
2008; Koch
2009; Christen-
sen 2006; Baird
1949; Gardiner
2004; Crawshaw
2004; lwama
1989; Gosselink
2005; Faaborg
2009

Korres-
pondie-
rende
Schliis-
selfragen
Nr.

3.0

Korres-
pondie-
rende
Schliissel-
fragen Nr.

4.0

Korrespondie-
rende Empfeh-
lung Nr.

keiner Empfeh-
lung zugeordnet

Korrespon-
dierende
Empfehlung
Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

e405


http://www.clinicaltrials.gov
http://www.clinicaltrials.gov

# Thieme

Referenz

Emmett,

C. D.; Close,
H. J.; Yian-
nakou, Y.;
Mason, |. M.;
Trans-anal
irrigation
therapy to
treat adult
chronic
functional
constipati-
on: systema-
tic review
and meta-a-
nalysis 2015
systemati-
sches
Review und
Metaana-
lyse

Chan, D. S.;
Delicata,

R. J.; Meta-
analysis of
antegrade
continence
enemain
adults with
faecal incon-
tinence and
constipation
2016
systemati-
sches
Review und
Metaana-
lyse

e406

Untersuchte
Studien|Materia-
lien Welche Inter-
ventionen wur-
den gepriift

Cochrane Databa-
se of Systematic
Reviews (2005 -
Marz 2015), ACP
Journal Club (1991
bis Marz 2015),
Database of Abs-
tracts of Reviews of
Effects (1. Quartal
2015), Cochrane
Central Register of
Controlled Trials
(Marz 2015),
Cochrane Metho-
dology Register
(3. Quartal 2012),
Health Technology
Assessment (1.
Quartal 2015),
NHS Economic
Evaluation Databa-
se (1. Quartal
2015)); Embase
(1974-2015
Woche 15); Ovid
MEDLINE (1946-
April Woche 2
2015). Search
terms: “bowel dys-
function”; “defa-

», o«

ecation.”; “defeca-

», o«

tion”; “constipati-

», o«

on”; “irrigation”.

PubMed, MEDLINE
und the Cochrane
Library (Januar
1990 bis Januar
2015). Search
terms: antegrade
continence/colonic
enema, faecal
incontinence, con-
stipation and
adults.

Charakteristik einge-
schlossener Studien

Patienten mit chroni-
scher funktioneller
(nicht sekundarer)
Obstipation. Prospek-
tive und retrospektive
unkontrollierte Studi-
en, mittlere Dauer 8-
102 Monate. Hochvo-
lumige Irrigation.
Unterschiedliche Re-
sponse-Kriterien.

17 Beobachtungsstu-
dien mit antegradem
Kontinenzeinlauf,
426 Patienten

(265 Frauen; Alter
42]. (range 17-84)),
davon 209 mit Obsti-
pation.

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

128 der

254 Patienten
mit positivem Ef-
fekt (50.4 %; 95%
Cl: 44.3-6.5%).

Medianes Follow-
up 39 Monate
(range 6-75). Ge-
poolte Erfolgsrate
67,7 (55,1-80,3)
% bei Obstipation
(P<0,001).

Methodi-
sche Kritik

Qualitat
der Studien
maRig.

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Evidenzklasse
formal 1a Chris-
tensen 2009;
Chan 2012;
Koch 2008; Ca-
zemier 2007;
Gosselink 2005;
Crawshaw
2004; Gardiner
2004

Evidenzklasse
1a Chéreau
2011; Lees
2004; Rongen
2001; Portier
2006; Koivusalo
2008; Lefevre
2006; Bruce
1999; Teich-
man 2003;
Meurette 2010;
Duchalais 2015;
Uno 2006; Ger-
harz 1997; Biya-
ni 2007; Hirst
2005; Altomare
2007; Poirier
2007; Worsge
2008

Korres-
pondie-
rende
Schliissel-
fragen Nr.

4.0

4.0

Korrespon-
dierende
Empfehlung
Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet
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Schiliisselfrage:

AG 09 4.0) Wie wirksam und vertrdglich/sicher sind Einlédufe und Defdkationshilfen?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Vollebregt, P. F;

Elfrink, A. K.;

Meijerink, W. |.;

Felt-Bersma,

R. J.; Results of
long-term retro-
grade rectal cle-

ansing in pa-
tients with

constipation or

fecal inconti-
nence 2016

unkontrollierte
Kohortenstudie

Schliisselfrage:

Populations-
beschreibung
& Anzahl n

60 Patienten
(75 % Frauen;
49/, range 21-
74)., 73% obs-
tipiert) mit
chronischer,
ansonsten the-
rapierefraktd-
rer Defdkati-
onsstorung
(Dyssynergie
ausgeschlos-
sen)

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

rektale Irrigation
mit 500-1000 ml.

Primdrer End-
punkt, sekun-
dére Endpunk-
te, Ergebnisse

27 (45 %) irri-
gierten fiir >
Jahr. Haufigkeit
der Irrigation:

2 x tdglich 1 Pa-
tient, taglich 14
(52%), alle 2
Tage 9 (33 %),
nach Bedarf 1
Patient. 33

(55 %) stoppten
Irrigation nach
median 6 Mona-
ten. Nach 21
Monaten setz-
ten 23 (38 %) die
Irrigation fort.

AG 09 5.0) Wie wirksam und vertrédglich/sicher sind andere Therapien?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Soufi-Afshar,
I.; Mogha-
damnia, A.;
Bijani, A.; Ka-
zemi, S.; Sho-
kri-Shirvani, |.;
Comparison
of pyridostig-
mine and bi-
sacodyl in the
treatment of
refractory
chronic con-
stipation
2016
doppelblinde
kontrollierte
Studie

van Leeuwen P et al. Leitlinienreport zu den

Populations-
beschrei-
bung &
Anzahl n

68 Patienten
(49.84 =
12.6).,58.8%
Frauen) mit
chronischer
Obstipation
yrefraktar auf
konventionel-

le Therapie®,
Rom Il Krite-
rien).

Intervention,
Kontrolle|
Vergleich,
Beobach-
tungsdauer

randomisiert
auf 5mg Bisa-
codyl bzw.

60 mg Pyri-
dostigmine
alle 8 h tiber
4 Wochen.
Medikation in
Gelatinekap-
seln.

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Zunahme
der wo-
chentl.
Stuhlfre-
quenz
4.33+1.88
bzw.
2.96+1.81
unter Pyri-
dostigmine
bzw.
Bisacodyl
(p=0.005).

Methodi- Weitere Korrespondie-
sche Kommenta- rende Schliissel-
Kritik re, Evidenz- fragen Nr.
klasse, Lite-
raturbelege
Evidenzklasse 4.0
2b
Methodi- Weitere Korres-
sche Kritik Kommen- pon-
tare, Evi- dieren-
denzklas- de
se, Litera- Schliis-
turbelege selfra-
gen Nr.
keine cho- Evidenz- 3.0
linergen klasse for-
oder car- mal 1b
diovascula-
ren Ne-
benwir-
kungen
beobach-
tet (das ist
merkwiir-
dig!)

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Korrespondie-
rende Empfeh-
lung Nr.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

Korrespon-
dierende
Empfehlung
Nr.

12-3

e407



# Thieme

Schiliisselfrage:

AG 10 1.0) Wie wirksam und vertrdglich/sicher ist Loperamid?
Bewertungsvorlage:

Reizdarm: Primdrstudien

Referenz Populations- Intervention, Primdrer Endpunkt, Methodische
beschreibung Kontrolle|Ver- sekundare End- Kritik
& Anzahl n gleich, Beob- punkte, Ergebnisse
achtungsdauer
Lacy, Brian E.; n=2428,36% Beobachungs- post-hoc Analyse, post-hoc Analyse,
Chey, William haben vorher dauer 12 Wo- explorative Statistik Statistik nur als
D.; Cash, Brooks  Loperamid chen bzw. 26 Loperamid-Comedi- explorative Statis-
D.; Lembo, An- eingenom- Wochen, Dop- kation bereits vor der  tik verwertbar
thony J.; Dove, men. Alter pel blind Place- Eluxadoline fiihrt zu (da nicht wegen
Leonard S.; Co- 44,4 bzw 47,1 bo-kontrolliert, besserem Anspre- multipler Testung
vington, Paul S.;  Jahre Frauen randomisiert chen von Eluxadoline  korrigiert)
Eluxadoline Effi- 64,8 % bzw.
cacy in IBS-D 68,5%
Patients Who
Report Prior Lo-
peramide Use
2017
post hoc Analy-
se von 2 Studi-
en, Komedika-
tion Lopera-
mid.
Schliisselfrage:
AG 10 3.0) Wie wirksam und vertrdglich/sicher ist Colesevalam?
Bewertungsvorlage:
Reizdarm: Primdrstudien
Referenz Populations- Intervention, Primdrer Endpunkt, Methodische
beschrei- Kontrolle| sekunddre Endpunkte, Kritik
bung & Vergleich, Ergebnisse
Anzahl n Beobach-
tungsdauer
Camilleri, M.; n=12 Patien- open Label Primdrer Endpunkt: Verrin- open Label Stu-
Acosta, A.; Bus- ten mit IBS-D gerung der Gallensdurekon-  die. Nach deut-
ciglio, I.; Bol- mit zusatzli- zentration im Stuhl schen IBS-Kri-
dingh, A.; Dyer, chem Nach- terien (Aus-
R. B.; Zinsmeis- weis von er- schluss anderer
ter, A. R.; Lueke, hohter Gal- Erkrankungen)
A.; Gray, A.; Do- lensdurepro- kein IBS Nach-
nato, L. J.; Effect dukion oder weis eines Gal-
of colesevelam Gallensaure- lensdurever-
on faecal bile verlust lustsyndroms,
acids and bowel welches konse-
functions in diar- kutiv mit Gal-
rhoea-predomi- lensdurebinder
nant irritable behandelt
bowel syndrome wird.....
2015
Single Centre,
ungebildet
Studie

e408

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

post hoc
Analyse

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Korres-
pondie-
rende
Schiliis-
selfragen
Nr.

AG 10.5

Korres-
pondie-
rende
Schliissel-
fragen Nr.

AG 10.5

Korrespon-
dierende
Empfeh-
lung Nr.

11-6

Korres-
pondie-
rende
Empfeh-
lung Nr.

11-4
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Schliisselfrage:

AG 10 5.0) Wie wirksam und vertrdglich/sicher ist Eluxadoline?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Dove, L. S.; Lembo,
A.; Randall, C. W.;
Fogel, R.; Andrae, D.;
Davenport, J. M.;
Mclntyre, G.; Alme-
noff, J. S.; Covington,
P. S.; Eluxadoline be-
nefits patients with
irritable bowel syn-
drome with diarrhea
in a phase 2 study
2013

doppel blind Place-
bo-kontrolliert

Lembo, A. J.; Lacy,

B. E.; Zuckerman,

M. |.; Schey, R.; Dove,
L. S.; Andrae, D. A.;
Davenport, |. M.;
Mcintyre, G.; Lopez,
R.; Turner, L.; Coving-
ton, P. S.; Eluxadoline
for Irritable Bowel
Syndrome with Diar-
rhea 2016
randomoisiert, dop-
pel blind Placebo-
kontrolliert

Chey, W. D.; Dove,

L. S.; Andrae, D. A.;
Covington, P. S.; Early
response predicts a
sustained response
to eluxadoline in pa-
tients with irritable
bowel syndrome with
diarrhoea in two
Phase 3 studies 2017
post hoc analysis
von 2 Phase-3-Studi-
en, diese waren
doppel blind Place-
bo-kontrolliert

Fant, Reginald V;
Henningfield, Jack E.;
Cash, Brooks D.;
Dove, Leonard S.;
Covington, Paul S.;
Eluxadoline Demons-

Populationsbe-
schreibung &
Anzahl n

n=_807 randomi-
sert, n=525 Stu-
die abgeschlos-
sen Durch-
schnittsalter

45 Jahre, Frauen-
anteil 70%

n=2428 Alter
45 Jahre, Frauen-
anteil 65%

n=2428 Alter
18-80 Jahre,
Mean age 44,9
Jahre und 45,9
Jahre (zwei Stu-
dien) 65 % Frau-
enstein ROM

3 Kriterien

n=1837 mean
age 45 Jahre,
66 % Frauenan-
teil

Intervention,
Kontrolle|
Vergleich, Be-
obachtungs-
dauer

Eluxadoline
5mgvs. 25mg,
vs 100 mg, vs
200 mg vs Pla-
cebo 1:1:1:1

1:1:1 Eluxadoli-
ne75mg:
100mg: Place-
bo 26 Wochen
Efficacy Beob-
achtung weite-
re 26 Wochen
Placebo-kont-
rolliert ftr
Safety Data

46 Wochen Be-
obachungsdau-
er +2 Wochen
Follow up 1:1:1
Randomisation
Placebo oder
75 oder 100 mg

Placebo versus
75 mg versus
100mg

12 Wochen/
26 Wochen/
52 Wochen

Primdrer Endpunkt,
sekundire
Endpunkte,
Ergebnisse

Primarer Endpunkt Kli-
nisches Ansprechen zur
Woche 4 Gemessen an
interactive voice Re-
sponse System (IVRS) —
gemessen wird Worst
abdominal pain, stool
consistency, bowel fre-
quency, rectal urgency,
stool incontinence pri-
marer Composite End-
point zur Woche 4:
composite endpoint,
oder Schmerz oder
Konsistenz sekundarer
Endpunkt zu Woche 12:
composite endpoint,
oder Schmerz oder
Konsistenz

composite Response
(Verminderung Abdo-
minalschmerz und Ver-
besserung der Stuhl-
konsistenz) 50 % der
Tage von Woche 1 bis
Woche 12, 50 % der
Tage von Woche 1 bis
Woche 26

composite Response
definiert als: groRer
gleich 30 % Besserung
des Schmerzscores
UND BSFS score <5 in
groRer gleich 50 % der
behandelten Tage

Safety Data Pooling
aller drei Studien

Methodi- Weitere

sche Kritik Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

keine Evidenzklas-
se 1b

keine Evidenz 1b

post hoc

Analyse

post hoc

Analyse
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Korrespon-
dierende
Schliissel-
fragen Nr.

AG 10.5

AG 10.5

AG105

Korres-
pondie-
rende
Empfeh-
lung Nr.

11-6

e409



# Thieme

Referenz Populationsbe- Intervention, Primdrer Endpunkt, Methodi- Weitere Korrespon- Korres-
schreibung & Kontrolle| sekundare sche Kritik Kommenta-  dierende pondie-
Anzahl n Vergleich, Be- Endpunkte, re, Evidenz-  Schliissel- rende
obachtungs- Ergebnisse klasse, Lite-  fragen Nr. Empfeh-
dauer raturbelege lung Nr.
trates a Lack of Abuse
Potenzial in Phase 2
and 3 Studies of Pa-
tients With Irritable
Bowel Syndrome
With Diarrhea 2017
post hoc Analyse
von 3 Placebo-kon-
trollierten, doppel-
blinden Studien
Lacy, Brian E.; Chey, n=2428,36% Beobachungs- post-hoc Analyse, post-hoc post hoc AG 10.5 11-6
William D.; Cash, haben vorher Lo- dauer 12 Wo- explorative Statistik Lo- ~ Analyse, Sta-  Analyse
Brooks D.; Lembo, An-  peramid einge- chen bzw. peramid-Comedikation  tistik nur als
thony J.; Dove, Leo- nommen Alter 26 Wochen, bereits vor der Eluxa- explorative
nard S.; Covington, 44,4 bzw 47,1 Doppel blind doline fiihrt zu besse- Statistik ver-
Paul S.; Eluxadoline Ef-  Jahre Frauen Placebo-kon- rem Ansprechen von wertbar
ficacy in IBS-D Patients 64,8 % bzw. trolliert, rando-  Eluxadoline (da nicht
Who Report Prior Lo- 68,5% misiert wegen mul-
peramide Use 2017 tipler Tes-
post hoc Analyse von tung korri-
2 Studien, giert)
Komedikation
Loperamid,
Schliisselfrage:
AG 10 6.0) Wie wirksam und vertrdglich/sicher sind weitere Verfahren?
Bewertungsvorlage:
Reizdarm Systematische Review
Referenz Untersuchte Charakteris- Primdrer Methodische Weitere Kom- Korres- Korrespondie-
Studien/Mate- tik einge- Endpunkt, Kritik mentare, Evi- pondie- rende Empfeh-
rialien Welche schlossener sekundire denzklasse, Li- rende lung Nr.
Interventionen Studien Endpunkte, teraturbelege Schliissel-
wurden gepriift Ergebnisse fragen Nr.
Fragkos, K. C.; Empirische Studi- 24 Studien Endpunkt: Ef- Kritik: Sehr he- Fragkos K, 2016 6 Aufgrund der be-
Zarate-Lopez, en mit Schliissel- (Kohorte und fekt auf Diar- terogene Studi- Evidenzgrad 2a stehenden Daten-
N.; Frangos, wortern “clonidi- RCT) und rhoée (Stuhlfre- en in Aufbau, (Herunterstu- lage spezifisch zu
C. C.; What ne, bowel, 7 Fallstudien quenz und GroRe und Pa- fung von 1a auf IBS-D kann eine
about clonidine intestine, diar- Clonidine Konsistenz, tientenpopula- 2a infolge Giite breite Empfeh-
for diarrhoea? A rhoea, diabetes, (mediane Stuhlvolumen) tion Hohes Aus-  der verwende- lung nicht ausge-
systematic re- jejunostomy, ile- Dosierung Ergebnisse: Star-  wahlfehler-Risi- ten Studien in sprochen werden.

view and meta-
analysis of its
effect in hu-
mans 2016 Sys-
tematisches
Review (1a, 2a)
mit Meta-Ana-
lyse von klei-
nen RCT, Ko-
hortenstudien
unter narrati-
ver Begleitung
von Fallstudien

e410

ostomy, irritable
bowel syndrome,
transit, stool, in-
flammatory bow-
el disease, chole-
ra, infection,
withdrawal”, die
die Behandlung
von Diarrhde mit
Clonidine in Men-
schen testen,
ohne Alterskrite-
rien. In der Meta-
analyse wurden

300 mcg/Tag,
durchschnittli-
che Dosierung
344 mcg[Taq)
in verschiede-
ner Indikation
(u. a. Diarrhoe
in IBS, Stuhlin-
kontinenz,
Diabetes, ent-
zugs-induzier-
te Diarrhoe,
infektiose
Diarrhée). Zu-

van Leeuwen P et al. Leitlinienreport zu den

ker Effekt auf
Diarrhoe
(SMD=-1.02,
95% Cl (-1.46, -
0.58) (=22
Studien), Reduk-
tion Stuhlvolu-
men (SMD =
-2.08,95% Cl
-3.88 to -0.27;
WMD=0.971/
Tag) (n=6 Stu-
dien), Reduktion
Stuhlfrequenz

ko wegen
keiner Rando-
misierung und
keiner geblen-
deten Studie.
Publikationsbias
Risiko

Bezug auf
IBS-D)

... Z Gastroenterol 2021; 59: e334-e534 | © 2021

Sollte Diarrhoe als
therapierefrakta-
res Leitsymptom
bestehen, kann
ein Therapiever-
such ins Auge ge-
fasst werden.
Keine Relevanz
fir LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

. Thieme. All rights reserved.



Referenz

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden gepriift

Studien, die eine
messbare GroRe
erfassten, be-
riicksichtigt. Fall-
studien wurden
in der Metaana-
lyse nicht bertick-
sichtigt. Studien
mit Clonidine
Analoguen wur-
den nicht bertick-
sichtigt.

Schliisselfrage:

Charakteris-
tik einge-
schlossener
Studien

satzlich Kon-
trolldaten von
Gesunden er-
haltlich

AG 10 6.0) Wie wirksam und vertrdglich/sicher sind weitere Verfahren?

Bewertungsvorlage:

Referenz

Mangel, A. W.;
Chaturvedi, P.;
Evaluation of
crofelemer in
the treatment
of diarrhea-pre-
dominant irrita-
ble bowel syn-
drome patients
2008 Doppelt-
verblindete,
randomisierte,
Plazebo-kon-
trollierte Do-
sisfindungsstu-
die, Multi-
center (38 Cen-
ters in den
USA)

Reizdarm: Primdrstudien

Populationsbe-
schreibung &
Anzahl n

241 Patienten
(intention to treat
population) (75 %
Frauen) mit IBS-D
(ROME I1); Durch-
schnittliches Alter
48-52 |ahre Pa-
tienten miissten
zumindest einen
Schmerzen-Dys-
komfort-Score
von 1 am Anfang
der Studie auf-
weisen. Sie miss-
ten mindestens 2
Stuhlgdnge pro
Tag haben mit ei-
nem Konsistenz-
Score von min-
destens 3 (Skala
von 1 bis 5:
1=sehr hart bis
5=wadssrig). Kei-
ne organische Gl-
Krankheit, keine
Alkohol- oder
Drogenabhdngig-
keit, keine Hospi-
talisierung wegen

Interventi-
on, Kontrol-
le[Ver-
gleich, Be-
obachtungs-
dauer

Crofelemer
125mg,

250 mg,

500 mg oder
Placebo 1-
0-1 fir 12
Wochen,
Randomisie-
rung mit
geografische
und Ge-
schlechts-
stratifizie-
rung.

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59

Primdrer Methodische Weitere Kom-
Endpunkt, Kritik mentare, Evi-
sekunddre denzklasse, Li-
Endpunkte, teraturbelege
Ergebnisse
(SMD=-0.24,
95 % Cl -0.64 bis
0.15; n=5 Stu-
dien), keine sig-
nifikante Ver-
besserung der
Stuhlkonsistenz
(n=4 Studien),
Zunahme Transi-
tzeit (SMD =0.3-
1,95%Cl-0.17
bis 0.79, nicht
signifikant; n=8
Studien)
Primarer Endpunkt, Methodische Weitere
sekundére Endpunkte, Kritik Kommen-
Ergebnisse tare, Evi-
denzklas-
se, Litera-
turbelege
Primarer Endpunkt: Keine aktuell Mangel, A,
Responder auf ,Verbes- akzeptierten 2008 Evi-
serung Stuhlkonsis- EMA/FDAEnd-  denzklasse
tenz“. Sekundarer End- punkte ge- 1b
punkt: Anzahl Schmerz nutzt

und Dyskomfort-freier
Tage, abdominelle
Schmerz und Dyskom-
fort-Scores, Stuhlfre-
quenz- und Konsistenz,
Stuhldrang, Blahungen.
Ergebnisse: Primarer
Endpunkt nicht erreicht
(p=ns), sekundare End-
punkte in Gesamtpopu-
lation ebenfalls nicht
erreicht. Untergruppe
weibliche IBS-D-Patien-
ten zeigten in hochster
Dosierung (500 mg)
eine Verbesserung des
sekundéren Endpunktes
»~Anzahl Tage frei von
Bauchschmerz und ab-
dominellem Dyskom-
fort“ gegentiber Place-
bo (26.1 vs. 10.6 %,
p=0.0076) nach

3 Monaten

:e334-e534 | © 2021. Thieme. All rights reserved.

Korres-
pondie-
rende
Schliissel-
fragen Nr.

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG106.0

Korrespondie-
rende Empfeh-
lung Nr.

Korrespondie-
rende Empfeh-
lung Nr.

Eine generelle
Therapieemp-
fehlung zum Ge-
brauch von
Crofelemer bei
Patienten mit
IBS-D kann auf-
grund der be-
stehenden Da-
tenlage nicht
ausgesprochen
werden.
Patientinnen mit
IBS-D koénnen
nach langerer
Einnahme von
einer moderaten
Besserung ab-
domineller
Schmerzen pro-
fitieren.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet
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# Thieme

Referenz

Pan, F.; Zhang,
T.; Zhang, Y. H.;
Xu, J. J.; Chen,
F. M.; Effect of
Tongxie Yao-
fang Granule in
treating diar-
rhea-predomi-
nate irritable
bowel syn-
drome 2009
Prospektive,
kontrollierte
Studie (gegen
aktive Gegen-
substanz Pro-
biotikum), ran-
domisiert nach
Block (80 in In-
terventions-
arm, 40 in Kon-
trollarm),
unverblindet

Tack, |. F;
Miner, P. B., Jr.;
Fischer, L.; Har-
ris, M. S.; Ran-
domised clinical
trial: the safety
and efficacy of
AST-120 in non-
constipating ir-
ritable bowel
syndrome - a
double-blind,
placebo-con-
trolled study

e412

Populationsbe-
schreibung &
Anzahl n

phsychischer Pro-
bleme, keine
schwangeren
oder stillenden
Frauen, keine po-
sitive Serum-be-
ta-human-chorio-
nic gonadotro-
pin-Testergebnis-
se wahrend der
Screening-Evalua-
tionsperiode

120 IBS-D Patien-
ten (Rome IIl),
Anzahl Frauen
nicht angegeben,
Alter auch nicht
angegeben.

115 Patienten mit
non-IBS-C (ROME
II1), 63.5 % Frau-
en, durchschnitt-
lichem Alter

46.5 Jahre. Au-
schlusskriterien:
Abdomenopera-
tion oder Laktos-
eintoleranz.
Loperamid war
toleriert falls die
Patienten 3 oder
mehrmals fliissi-

Interventi-
on, Kontrol-
le[Ver-
gleich, Be-
obachtungs-
dauer

Randomisie-
rung: 80 Pa-
tienten

4 Wochen
Intervention
mit TXYF ein
Sachet 1-0-
1 und 40 Pa-
tienten

4 Wochen
Placebo (i.e.:
Clostridium
Botyricum
1-1-1
(Miyarisan)
je 2 Tablet-
ten)

AST-120 2g
1-1-1 far

8 Wochen
(doppelt ver-
blindet),
Washout-
Phase fiir

2 Wochen
(einfach ver-
blindeter
Placebo),

8 Wochen
einfach ver-
blindet akti-

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Primar: Globales An-
sprechen 2 und 4 Wo-
chen nach Behandlung.
Intervention versus
Kontrolle. Sekundar:
Anderung Stuhlkonsis-
tenz nach Bristol, Ande-
rung Bauchschmerz,
abdominelle Distension,
,mentaler Zustand“ 2
und 4 Wochen nach Be-
handlung Intervention
versus Kontrolle zusdtz-
lich Bestimmung Akti-
vierung Mastzellen aus
6 Interventions- und

6 Kontrollpatienten vor
und nach Behandlung
Ergebnisse: Kein Unter-
schied globales Outco-
me und Symptomscore
2 und 4 Wochen nach
Treatment zwischen In-
tervention und Kontrol-
le, aber allesamt signifi-
kant fiir beide Gruppen
innerhalb dieser versus
Baseline. Mastzellakti-
vierung signifikant re-
duziert unter Interven-
tion versus Kontrolle
und versus Baseline

Reduktion Anzahl
bauchschmerzfreier
Tage >50% nach 4 Wo-
chen versus Baseline Er-
gebnisse: Nach 4 Wo-
chen, 26.8 % der
Patienten behandelt mit
AST-120 versus 10.2%
im Placebo Arm
(P=0.029) erfiillten den
primdren Endpunkt. In
Woche 8 kein signifi-
kanter Effekt mehr

Methodische Weitere Korres-

Kritik Kommen- pondieren-
tare, Evi- de Schliis-
denzklas- selfragen
se, Litera- Nr.
turbelege

nicht-verblin- Pan F, 2009 Ag 106.0

det, Kontrol- 2b

larm unklar ob

wirksam oder

Placebo

Kleiner RCT, Tack, | AG106.0

sonst gut ge- 2011 1b

machte Studie

Korrespondie-
rende Empfeh-
lung Nr.

Aufgrund der
bestehenden
Datenlage und
starken metho-
dischen Schwa-
chen kann keine
Empfehlung
zum Einsatz von
TXYF erfolgen.
Kontrollierte,
verblindete Stu-
dien sind not-
wendig.

Keine Relevanz
fiir LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

AST-120 zeigt
einen modera-
ten, kurzfristi-
gen Effekt auf
abdominelle
Schmerzen. Zu-
dem besteht
eine moderate
Besserung von
Stuhlkonsistenz
und Bldhungen.
Die Substanz
(Name Kreme-
zin) ist in

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

2011
Randomisierte,
Placebo-kon-
trollierte, dop-
pelt verblinde-
te Multi-
Center-Studie
(13 Zentren in
den USA,

5 Zentren in
Belgien)

Chen, C.; Tao,
C.; Liu, Z,; Lu,
M.; Pan, Q.;
Zheng, L.; Li, Q.;
Song, Z.; Fich-
na, J.; ARan-
domized Clini-
cal Trial of
Berberine Hy-
drochloride in
Patients with
Diarrhea-Predo-
minant Irritable
Bowel Syn-
drome 2015
Randomisierte,
PLacebo-kon-
trollierte, dop-
pelblinde, Sin-
gle-Center-Stu-
die

van Leeuwen P et al. Leitlinienreport zu den

Populationsbe-
schreibung &
Anzahl n

gen Stuhlgang in
einem Tag hat-
ten.

132 IBS-D-Patien-
ten laut ROME Il
Kriterien, 18-65
Jahre alt; keine
schwangeren
oder stillenden
Frauen; keine or-
ganic Gl, anal,
hepatische oder
andere systemi-
sche Krankheiten;
keine Patienten
mit GI-Operati-
onsgeschichte
oder mit Hirn-
kankheiten oder -
Operation.

Interventi-
on, Kontrol-
le[Ver-
gleich, Be-
obachtungs-
dauer

ve Behand-
lung fiir alle.
Bristol Stoll
Scale, IBS-
SSS, HADS,
IBS-QOL

Studienmedi-
kation: Ber-
berin-Hydro-
chlorid
200mg 1-0-
1 fiir 8 Wo-
chen (vorher
2 Wochen
Run-in, da-
nach 4 Wo-
chen Wash-
out) Tagliche
Symptome-
valuation von
Diarrh6e, Ab-
dominal-
schmerzen,
Drang zur
Defékation
wdéhrend Ein-
nahme der
Medikation.
Kurz vor Be-
ginn und
nach Beendi-
gung der
Medikation
Erfassung
von IBS-SS,
HADS und
IBS-QOL

Primarer Endpunkt,

sekunddre Endpunkte,

Ergebnisse

messbar (32.1 versus
25.4%, p=ns).

Zudem hdufigere Ver-
besserung in Bldhun-
gen: AST-120 vs. Place-
bo nach 2 Wochen
(11.9mm vs. 2.2 mm,
P=0.007) und nach

4 Wochen (13.4 mm vs.
-1.1mm, P=0.002).
Stuhlkonsistenz war
nicht signifikant unter-
schiedlich zwischen
AST-120 und Placebo-
Gruppe aber AST-120
behandelte Patienten
berichten tber eine
Verminderung der An-
zahl Tage mit fliissigem
Stuhl. Kein Unterschied
in Nebenwirkungen ak-
tive Substanz versus
Placebo, kein Unter-
schied in HADS, IBS-
QOL Scoren im Ver-
gleich mit Baseline.

Primarer Endpunkt: Re-
duktion der Stuhlfre-
quenz, Abdominal-
schmerzen, Drang zur
Defdkation. Sekunddrer
Endpunkt: Besserung
IBS-SS, IBS-QOL, HADS-
Score Ergebnis: Reduk-
tion der Frequenz von
Diarrhée (p=0.032),
Besserung Abdominal-
schmerzen (p<0.01),
Reduktion Defakations-
drang (p=0.032) wah-
rend 8 Wochen Be-
handlungsdauer vergli-
chen mit Placebo.
Knapp signifikante Bes-
serung des IBS-SS,
HADS-Scores und IBS-
QOL (p<0.05). Keine
relevanten Nebenwir-
kungen bemerkt.

Methodische
Kritik

Verniinftig ge-
machte Stu-
die, Schwere-
grad und
Definitions-
IBS-D laut
ROME IlI-Krite-
rien, der End-
punkt ent-
spricht nicht
den aktuellen
Composite-
Endpunkten,
wie von EMA
und FDA bei
Zulassung
neuer Medika-
mente gefor-
dert.

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 1b
Chen, C,
2015

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG106.0

Korrespondie-
rende Empfeh-
lung Nr.

Deutschland
nicht verfligbar.
Eine generelle
Empfehlung
zum Gebrauch
von AST-120 bei
IBS-D kann nicht
ausgesprochen
werden.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet
zitiert im Ap-
pendix Il

Berberin-Hy-
drchlorid ist in
Deutschland als
Nahrungsergan-
zungsmittel in
verschiedenen
Dosierungen er-
haltlich und wird
insbesondere
antidiabetisch
eingesetzt. Die
vorliegende Ein-
zelstudie zeigt
eine milde Wir-
kung bei IBS-de-
finierenden
Symptomen bei
guter Vertrdg-
lichkeit. Fir Pa-
tienten, die Phy-
totherapiestoffe
bevorzugen,
kann eine vor-
sichtige Emp-
fehlung zum
Therapieversuch
bei leichtem bis
mittelschwerem
IBS-D gemacht
werden.

9-2
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# Thieme

Referenz

Bisschops, R.;
De Ruyter, V.;
Demolin, G.;
Baert, D.; Mo-
reels, T.; Pattyn,
P.; Verhelst, H.;
Lepoutre, L.;
Arts, J.; Caene-
peel, P.; Ooghe,
P.; Codden, T.;
Maisonobe, P.;
Petrens, E.;
Tack, |.; Lanreo-
tide Autogel in
the Treatment
of Idiopathic
Refractory Diar-
rhea: Results of
an Exploratory,
Controlled, Be-
fore and After,
Open-label,
Multicenter,
Prospective Cli-
nical Trial 2016
Explorativer,
multi-center
trial (11 cen-
ters in Bel-
gien), open
label, nicht
kontrolliert
(Kohortenstu-
die)

e414

Populationsbe-
schreibung &
Anzahl n

36 Patienten
(Safety populati-
on), 12 Manner
und 24 Frauen,
minimal 3 Stuhl-
gdnge/Tag oder
Stuhlgewicht
>200g/Tag

seit mindestens
4 Wochen,
Durchschnittsal-
ter 55.2
(+/-16.4) Jahre

Interventi-
on, Kontrol-
le[Ver-
gleich, Be-
obachtungs-
dauer

Lanreotide
Autogel

120 mg zur
Baseline und
nach

4 Wochen
(Tag 28)

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Primarer Endpunkt:
Reduktion Stuhlgdnge
>50 % ode Normalisie-
rung (3 oder weniger
Stuhlgdnge/Tag) nach
28 Tagen Sekunddrer
Endpunkt: Reduktion
Stuhlgdnge >50 % oder
Normalisierung (3 oder
weniger Stuhlgdnge/
Tag) nach 56 Tagen;
Verdnderung der Stuhl-
konsistenz nach 28 und
56 Tagen. Verringerung
Score im SF-36 und IBS-
QoL (Lebensqualitat
nach 21, 28, 49, und
56 Tagen). Ergebnisse:
14 Patienten (42.4 %
von 33 modified inten-
tion to treat population)
zeigten eine positive
Antwort auf Lanreotide
Autogel am Tag 28 und
17 Patienten (51.5%
von 33) am Tag 56. Die
durchschnittliche An-
zahl Stuhlgédnge verrin-
gerte sich signifikant
von 5.7 (+/- 2.2) an Ba-
seline gegentliber 3.8
(SD nicht angegeben)
am Tag 28 (n=32,
p<0.001) und 3.7
(+/-2.2) am Tag 56
(n=32; p<0.001). Die
Stuhlkonsistenz verrin-
gerte sich (auf den Bris-
tol-Stool-Scale) signifi-
kant von 6.3 (SD nicht
angegeben) Punkte an
Baseline auf 5.8

(SD nicht angegeben)
Punkte nach 28 Tagen
(n=32,p=0.015) und
5.7 (SD nicht angege-
ben) Punkte nach

56 Tagen (n=32,
p<0.01). Die durch-
schnittliche Anzahl von
Tagen pro Woche mit

normalen Stuhlfrequenz

war 18 % an Baseline,
nach Lanreotide Auto-
gel hat sich diesen An-
zahl signifikant erhoht
mit 51% am Tag 28 und
54 % am Tag 56 (beide

Methodische
Kritik

Schwachpunk-
te: Explorative
Kohortenstu-
die, keine Kon-
trollgruppe
(obwohl die
Studie im Abs-
tract als ,,kon-
trolliert* be-
zeichnet wird)
open label.
Zudem kein
IBS-D gemaR
Rome (mdgli-
cher Overlap,
Einschlusskri-
terien der
chronischen
Diarrhoe sel-
ber kreiert
(nur 4 Wo-
chen, min

3 Stuhlgdnge
pro Tag oder
Stuhlgewicht
>200g/Tag)

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 2b
Bisschops
2016

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG106.0

Korrespondie-
rende Empfeh-
lung Nr.

Lanreotide Au-
togel zeigt eine
Besserung/Nor-
malisierung der
Stuhlfrequenz in
knapp der Hilfte
der behandelten
Patienten mit
idiopathischer
Diarrhée innert
1 und 2 Mona-
ten. Weiterhin
ergab sich eine
globale Besse-
rung des Befin-
dens, ausge-
driickt in
Steigerung der
Lebensqualitét.
Bei IBS-D wadre
ein Effekt auf die
Diarrhdekompo-
nente moglich,
eine explizite
IBS-Population
wurde allerdings
nicht unter-
sucht. Aktuell
kann keine Emp-
fehlung zum
Einsatz von Lan-
reotide auf-
grund der be-
schrankten Da-
tenlage und
gewahlten Stu-
dienpopulation
gegeben wer-
den. Keine Rele-
vanz fir LL, da-
her keinem
Statement/kei-
ner Empfehlung
zugeordnet

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

Whitehead, W.
E.; Duffy, K;
Sharpe, |.; Na-
bata, T.; Bruce,
M.; Randomi-
sed clinical trial:
exploratory
phase 2 study
of ONO-2952 in
diarrhoea-pre-
dominant irrita-
ble bowel syn-
drome 2017
Randomisierte,
doppeltver-
blindete, Place-
bo-kontrollier-
te Studie,
Multizentren
(49 Zentren in
den USA)

Populationsbe-
schreibung &
Anzahl n

n=200 mit IBS-D
(Rome IlI), nur
Frauen, zwischen
18 und 65 Jahre
alt, Loperamid
(max. 4 mg/Tag)
war toleriert, falls
Patienten schwe-
re IBS-Symptome
ftir mehr als

3 konsekutive
Tagen hatten,
wiéhrend

14 Tagen vor der
Randomisierung.
Acetylsalicylic
acid (max.

650 mg/Tag)
oder Paracetamol
(max. 1000 mg/
Tag) waren auch
erlaubt, fiir
Patienten mit
schwere Abdomi-
nalschmerzen
oder nicht-IBS-
Symptomen
(Fieber, Kopf-
schmerzen)

Interventi-
on, Kontrol-
le[Ver-
gleich, Be-
obachtungs-
dauer

Randomisie-
rung zum
ONO-2952
20mg/Tag
oder 60 mg/
Tag oder Pla-
cebo (1:1:1).
4 Wochen
Baseline,

4 Wochen
Intervention,
4 Wochen
nach Inter-
vention
(treatment-
free follow-

up)

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

p<0.0001 versus Base-
line). Verbesserung des
disease-specific QOL in
der Gesamtpopulation:
SF-36, Verbesserung in
social functionning am
Tag 28 im Vergleich zur
Baseline (p=0.032)
aber nicht mehr signifi-
kant am Tag 56
(p=0.05). Fiir IBS-QolL,
signifikante Verbesse-
rung von 46.8 Punkten
an Baseline (n=30) zu
62.4 Punkte am Tag 28
(n=25,p=0.016) und
63.0 am Tag 56 (n=28,
p=0.008).

Co-primdre Endpunkte:
Verdnderung in Abdo-
minalschmerzen
(schlimmster Schmer-
zenscore in 24 Stun-
den), Stuhlkonsistenz
(Anzahl Tage mit ein
oder mehr Stuhlgang
von BSS-Typ 6 oder 7)
und -frequenz (Anzahl
Stuhlgdnge pro Woche)
nach 4 Wochen Inter-
vention im Vergleich zur
Baseline. Ergebnisse:
Verbesserung der drei
Co-primdren Endpunkte
im ONO-2952 Gruppe
im Vergleich zu Place-
bo-Gruppe aber nicht
signifikant. Hoherer
Effekt bei ONO-2952
60 mg. Gleiche Neben-
wirkungen von ONO-
2952 und Placebo.

Methodische
Kritik

FDA-Endpunk-
te benutzt, Pa-
tientenpopu-
lation laut
Autoren zu
klein fiir einen
maoglichen
signifikanten
Effekt Kein
Antidiarrhoi-
kum, wirkt auf
viszerale Per-
zeption, stres-
sinduzierte
Defdkation

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Whitehead.

W.E. 2017
1b

Korres-
pondieren-
de Schliis-
selfragen
Nr.

AG106.0

Korrespondie-
rende Empfeh-
lung Nr.

Da es sich um
die erste Studie
handelt, die den
Effekt von ONO-
2952 auf IBS
Symptomen
(Schmerzen,
Stuhlkonsistenz
und-frequenz)
in IBS-D-Patien-
ten untersucht,
und keine signi-
fikante Wirkung
gezeigt werden
konnte, kann
diese Substanz
nicht gegen IBS-
Symptome in
IBS-D-Patienten
empfohlen wer-
den.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

e415



# Thieme

Schiliisselfrage:

AG 11 3.0) Wie wirksam und vertrdglich/sicher ist Mebeverin?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz

Ruepert,
L.; Quarte-
ro, A. O,
de Wit,

N. J.; van
der
Heijden,
G.Js
Rubin, G.;
Muris,

J. W.; Bul-
king
agents,
antispas-
modics
and anti-
depres-
sants for
the treat-
ment of ir-
ritable
bowel syn-
drome
2011
Systemat.
Review,
Metaana-
lyse Coch-
rane

e416

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

Computer as-
sisted structu-
red searches
of MEDLINE,
EMBASE, The
Cochrane li-
brary, CINAHL
and PsychlInfo
were con-
ducted for the
years 1966-
2009.

Charakteristik
eingeschlossener
Studien

Randomized controlled
trials comparing bul-
king agents, antispas-
modics or antidepres-
sants with a placebo
treatment in patients
with irritable bowel
syndrome aged over
12 years were conside-
red for inclusion. Only
studies published as full
papers were included.
Studies were not ex-
cluded on the basis of
language. The primary
outcome had to include
improvement of ab-
dominal pain, global
assessment or symp-
tom score.

Gepriifte Spasmolytika:
cimteropium/dicyclo-
mine, peppermint oil,
pinaverium and trime-
butine.

Gepriifte Substanzen
Antidressiva: SSRi und
Trizyklische Antide-
pressiva

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

A total of 56 studies

(3725 patients) were included
in this review. These included
12 studies of bulking agents
(621 patients), 29 of
antispasmodics(2333patients),
and 15 of antidepressants
(922 patients).

Kein Effekt von Ballaststoffen
gegeniiber Placebo hinsicht-
lich Reduktion der Bauch-
schmerzen (4 studies;

186 patients; SMD 0.03; 95%
Cl -0.34 to 0.40; P=0.87),
globale Verbesserung von
Symptomen (11 studies;

565 patients; RR 1.10; 95 % Cl
0.91 to 1.33; P=0.32) oder
anderer Symptomscore

(3 studies; 126 patients SMD
-0.00; 95 % Cl -0.43 to 0.43;
P=1.00).

Signifikanter Effekt von Spas-
molytika bei Verbesserung
der abdominellen Schmerzen
(58 % of antispasmodic pa-
tients improved compared to
46 % of placebo; 13 studies;
1392 patients; RR 1.32; 95%
Cl11.12 to 1.55; P<0.001;
NNT =7), bei globalem
Symptomscore (57 % of anti-
spasmodic patients improved
compared to 39 % of placebo;
22 studies; 1983 patients; RR
1.49;95% Cl 1.25to 1.77;

P <0.0001; NNT=5) und
Symptomscore (Einzelsymp-
tome) (37 % of antispasmodic
patients improved compared
to 22 % of placebo; 4 studies;
586 patients; RR 1.86; 95% Cl
1.26 t0 2.76; P<0.01;

NNT =3).

Signifikanter Therapieeefekt
von Antidepressiva gegen-
tiber Placebo bei abdom.
Schmerzen (54 % of antide-
pressants patients improved
compared to 37 % of placebo;
8 studies; 517 patients; RR
1.49;95% Cl 1.05 to 2.12;

Methodi-
sche Kritik

Heteroge-
nitdt der
Studien

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Ruepert, L.;
Quartero,

A. O.; de Wit,

N. J.; van der
Heijden,

G. |.; Rubin,
G.; Muris,
J.W.; 2011
1a

Korres-
pondie-
rende
Schliissel-
fragen Nr.

AG 8 1.0;
AG113.0,
5.0

Korres-
pondieren-
de Emp-
fehlung

Nr.

13-1
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Referenz

Martinez-
Vazquez,
M. A.; Vaz-
quez-Eli-
zondo, G.;
Gonzalez-
Gonzalez,
J. A; Gu-
tierrez-
Udave, R.;
Maldona-
do-Garza,
H.].; Bos-
ques-Padil-
la, F. J.; Ef-
fect of
antispas-
modic
agents,
alone orin
combinati-
on, in the
treatment
of Irritable
Bowel Syn-
drome:
systematic
review and
meta-anal-
ysis 2012
Syst.
review
und Meta-
analyse

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

Clinical trials
identified
from January
1960 to May
2011 were
searched for
in MEDLINE,
the Cochrane
Library, and in
the ClinicalTri-
als.gov regis-
try Folgende
Substanzen
inkludiert:
pinaverium
bromide,
mebeverine,
otilonium,
trimebutine,
alverine, hyos-
cine, alverine/
simethicone,
pinaverium/
simethicone,
fenoverine,
and dicyclo-
mine

Charakteristik
eingeschlossener
Studien

27 Studien identifiziert,
23 erfiillten die Ein-
schlusskriterien

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

P=0.03; NNT=5), globaler
Symtomscore (59 % of anti-
depressants patients impro-
ved compared to 39 % of pla-
cebo; 11 studies; 750
patients; RR 1.57; 95% Cl
1.23 t0 2.00; P <0.007;

NNT =4) Einzelsymptome
(53 % of antidepressants pa-
tients improved compared to
26 % of placebo; 3 studies;
159 patients; RR 1.99; 95 % Cl
1.32t0 2.99; P=0.001;

NNT =4). SSRI va. bei globa-
len Symptomscore effektiv,
TCA bei Schmerz und Einzel-
symptomen.

Global Verbesserung der
Symptomatik war 1.55
(C195%: 1.33 to 1.83). Otilo-
nium und the alverine/sime-
thicone combination zeigt
eine signifikante Verbesse-
rung der globalen Sympto-
matik, wahrend die Kombina-
tion pinaverium/simethicone
eine signifikante Verbesse-
rung der Bldhungen zeigte..
Zielsymptom Schmerz bei
2394 Pt analysiert mit OR von
1.52 (IC 95 %: 1.28a 1.80)
zugunsten der untersuchten
Spasmolytika

Methodi-
sche Kritik

Heteroge-
nitdt der
Studien;
Keine
berechnete
Angabe
dariiber

(s. Cochra-
ne Analy-
sen)

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Korres-
pondie-
rende
Schliissel-
fragen Nr.

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

AG 11 3.0
und 5.0

Martinez-
Vazquez,

M. A.; Vaz-
quez-Elizon-
do, G.; Gon-
zalez-Gonza-
lez, |. A.;
Gutierrez-
Udave, R.;
Maldonado-
Garza, H. J.;
Bosques-Pa-
dilla, F. J.;
2012 1a

Korres-
pondieren-
de Emp-
fehlung

Nr.

Keine
Relevanz
fr LL,
daher
keinem
Statement/
keiner
Empfeh-
lung zuge-
ordnet

e417



# Thieme

Schiliisselfrage:

AG 11 3.0) Wie wirksam und vertrdglich/sicher ist Mebeverin?
Bewertungsvorlage:

Reizdarm: Primdrstudien

Referenz

Chang, F. Y.; Lu,
C.L;Luo, ). C;
Chen, T.S.; Chen,
M. J.; Chang, H. J.;
The evaluation of
otilonium bromi-
de treatment in
asian patients
with irritable
bowel syndrome
2011

r,db,

Pourmoghaddas,
Z.; Saneian, H.;
Roohafza, H.;
Gholamrezaei, A.;
Mebeverine for
pediatric functio-
nal abdominal
pain: a randomi-
zed, placebo-con-
trolled trial 2014
r, db. plc

Rahman, M. Z.;
Ahmed, D. S.;
Mahmuduzza-
man, M.; Rah-
man, M. A.;
Chowdhury, M. S.;
Barua, R.; Isha-
que, S.M.; Com-
parative efficacy
and safety of tri-
mebutine versus
mebeverine in the
treatment of irri-
table bowel syn-
drome 2014

r, Parallelgrup-
penvergleich

e418

Populations-
beschrei-
bung &
Anzahl n

117 RDS-
Patienten
Rome-lI

115 Kinder
(618 Jahre)
mit funk-
tionellen ab-
dominellen
Schmerzen,

120 RDS
Patienten mit
Alter zwi-
schen 15 und
60 Jahren;

Intervention,
Kontrolle|
Vergleich, Beob-
achtungsdauer

otilonium bromide
(OB) 40 mg or
mebeverine 100 mg
3 doses daily fiir

8 Wochen Primdre
Zielvariable abdom-
inal pain/discom-
fort frequency sco-
re (APDFS)

Mebeverine 2x
135 mg fiir 4 Wo-
chen versus Place-
boresponse
Response =

>[ =2 point reduc-
tion in the 6-point
pain scale or “no
pain.” 12 Wochen
follow-up

6 Wochen Tx: Ver-
gleich Trimebutine
100 mg twice daily
with mebeverine

135 mg twice daily

Primdrer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Vergleichbare Ver-
besserung der pri-
maren Zielvariable:
APDFSs OB and
mebeverine
0.55+/-1.20
(P=0.011) and
0.37 +/-1.11
(P=0.042)

87 Pts (44 with
mebeverine) wur-
den analaysiert.
Treatment response
rate in the mebeve-
rine and placebo
groups based on
per-protocol [ITT]
analysis was 54.5 %
[40.6 %] and 39.5%
[30.3%] at week 4
(P=0.117[0.469])
and 72.7 % [54.2 %]

and 53.4% [41.0] at

week 12, respec-
tively (P=0.0503
[0.416]).

Kein Unterschied in
der Reduktion der
RDS-Symptome
bwz Verbesserung
der LQ

Methodische
Kritik

keine Plazebo-
kontrolle,
kleine Pat.
Population,
kein validierter
Score

Kleine Pat. Po-
pulation, kurze
Tx-Dauer

keine Placebo-
kontrolle; Kei-
ne validierten

Symptomsco-

res

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Chang, F. Y,;
Lu, C. L; Luo,
J. C.; Chen,
T.S.; Chen,
M. J.; Chang,
H.].; 2011 2b

Pourmog-
haddas, Z.;
Saneian, H.;
Roohafza, H.;
Gholamre-
zaei, A.; 2014
1b

Rahman,

M. Z.; Ah-
med, D. S.;
Mahmuduz-
zaman, M.;
Rahman,

M. A.;
Chowdhury,
M. S.; Barua,
R.; Ishaque,
S.M.; 2014
Evidenz 2b

Korres-
pondie-
rende
Schiliis-
selfragen
Nr.

AG115.0
und 3.0

AG113.0

AG113.0

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL,

daher keinem
Statement/
keiner Empfeh-
lung zugeord-
net

Keine Relevanz
fir LL, daher
keinem State-
ment/

keiner Empfeh-
lung zugeord-
net

Keine Relevanz
fir LL, daher
keinem State-
ment/

keiner Empfeh-
lung zugeord-
net
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Schiliisselfrage:

AG 11 5.0) Wie wirksam und vertrédglich/sicher sind weitere Verfahren?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz

Ford, A. C;
Talley, N. |.;
Spiegel, B. M.;
Foxx-Oren-
stein, A. E.;
Schiller, L.;
Quigley, E. M.;
Moayyedi, P.;
Effect of fibre,
antispasmo-
dics, and pep-
permint oil in
the treatment
of irritable
bowel syn-
drome: syste-
matic review
and meta-a-
nalysis 2008

Ruepert, L.;
Quartero,

A. O.; de Wit,
N. J.; van der
Heijden, G. J.;
Rubin, G.;
Muris, |. W.;
Bulking
agents, anti-
spasmodics
and antide-
pressants for
the treatment
of irritable
bowel syn-
drome 2011
Systemat. Re-
view, Meta-
analyse Coch-
rane

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

Medline, Em-
base, and the
Cochrane
controlled
trials register
up to April
2008.
Review ran-
domisierte
Studien, die
Ballaststoffe,
Spasmolyti-
ka, und Pfef-
ferminzol
mit Placebo
oder ohne
Therapie ver-
glichen ha-
ben bei Er-
wachsenen
mit RDS. Mi-
nimum der
Tx 1 Woche.

Computer
assisted
structured
searches of
MEDLINE,
EMBASE, The
Cochrane
library,
CINAHL and
Psychinfo
were con-
ducted for
the years
1966-2009.

Charakteristik
eingeschlosse-
ner Studien

Randomized
controlled trials
comparing bul-
king agents, an-
tispasmodics or
antidepressants
with a placebo
treatment in
patients with ir-
ritable bowel
syndrome aged
over 12 years
were conside-
red for inclusi-
on. Only studies
published as full
papers were in-
cluded. Studies
were not ex-
cluded on the
basis of langua-
ge. The primary
outcome had to
include impro-
vement of ab-
dominal pain,
global assess-
ment or symp-

Primdrer Endpunkt, Methodi-
sekundare Endpunkte, sche Kritik
Ergebnisse

12 Studien Ballaststoffe Heterogeni-
versus Placebo or Nicht-Tx tat der

bei 591 patients (relative
risk of persistent symp-
toms 0.87, 95 % confidence
interval 0.76 to 1.00). Tx-
Effekt nur bei Ispaghula
(0.78, 0.63 to 0.96).

22 Studien zu Spasmolytika
versus Placebo bei

1778 patients (0.68, 0.57
to 0.81).

Beste Datenkonsistenz fir
otilonium (four trials,

435 patients, relative risk
of persistent symptoms
0.55, 0.31 to 0.97) and
hyoscine (three trials,

426 patients, 0.63, 0.51 to
0.78) 4 Studien zu Pfeffer-
minzol versus placebo bei
392 PPtienten (0.43, 0.32
to 0.59).

A total of 56 studies
(3725 patients) were inclu-
ded in this review. These en
included 12 studies of bul-
king agents (621 patients),
29 of antispasmodics
(2333 patients), and 15 of
antidepressants

(922 patients).

Kein Effekt von Ballaststof-
fen gegentiiber Placebo
hinsichtlich Reduktion der
Bauchschmerzen (4 stu-
dies; 186 patients; SMD
0.03; 95 % Cl -0.34 to 0.40;
P=0.87), globale Verbes-
serung von Symptomen
(11 studies; 565 patients;
RR 1.10; 95% C1 0.91 to
1.33; P=0.32) oder ande-
rer Symptomscore (3 stu-
dies; 126 patients SMD
-0.00; 95% CI -0.43 to
0.43; P=1.00).
Signifikanter Effekt von
Spasmolytika bei Verbesse-
rung der abdominellen
Schmerzen (58 % of anti-

angegeben

Studien nicht

Heterogeni-
tat der Studi-

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespon-
dierende
Schliisselfra-
gen Nr. Nr.

Ford, A. C.;
Talley, N. |.;
Spiegel,

B. M.; Foxx-
Orenstein,
A. E.; Schil-
ler, L.; Quig-
ley, E. M.;
Moayyedi, P.;
2008 1a

AG 8 1.0, 13-1
AG 115.0;

AG 17 1.00

Ruepert, L.;
Quartero,

A. O.; de Wit,
N. J.; van der
Heijden, G. |.;
Rubin, G.;
Muris, J. W.;
2011 1a

AG 8 1.0; 13-1
AG113.0,5.0

Korrespon-
dierende
Empfehlung

e419



# Thieme

Referenz

Martinez-Vaz-
quez, M. A.;
Vazquez-Eli-
zondo, G.;
Gonzalez-
Gonzalez,

J. A.; Gutier-
rez-Udave, R.;
Maldonado-
Garza, H. |.;

e420

Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

Clinical trials
identified
from January
1960 to May
2011 were
searched for
in MEDLINE,
the Cochra-
ne Library,
and in the

Charakteristik
eingeschlosse-
ner Studien

tom score. Ge-
priifte Spasmo-
lytika: cimtero-
pium/dicyclo-
mine, pepper-
mint oil,
pinaverium and
trimebutine.
Gepriifte Sub-
stanzen Antide-
pressiva: SSRi
und Trizyklische
Antidepressiva

27 Studien
identifiziert,

23 erfiillten die
Einschlusskrite-
rien

Methodi-
sche Kritik

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

spasmodic patients impro-
ved compared to 46 % of
placebo; 13 studies; 1392
patients; RR 1.32; 95 % CI
1.12 to 1.55; P <0.001;
NNT=7), bei globalem
Symptomscore (57 % of an-
tispasmodic patients im-
proved compared to 39 %
of placebo; 22 studies;
1983 patients; RR 1.49;
95% Cl 1.25 to 1.77;

P <0.0001; NNT=5) und
Symptomscore (Einzel-
symptome) (37 % of anti-
spasmodic patients impro-
ved compared to 22 % of
placebo; 4 studies; 586 pa-
tients; RR 1.86;95% Cl
1.26 t0 2.76; P<0.01;
NNT=3).

Signifikanter Therapie_Ef-
fekt von Antidepressiva ge-
geniiber Placebo bei ab-
dom. Schmerzen (54 % of
antidepressants patients
improved compared to 37 %
of placebo; 8 studies; 517
patients; RR 1.49; 95 % CI
1.05 to 2.12; P=0.03;
NNT=5), globaler Symp-
tomscore (59 % of antide-
pressants patients impro-
ved compared to 39 % of
placebo; 11 studies; 750
patients; RR 1.57; 95 % CI
1.23 to 2.00; P<0.001;
NNT =4) Einzelsymptome
(53 % of antidepressants
patients improved compar-
ed to 26 % of placebo;

3 studies; 159 patients; RR
1.99; 95% Cl 1.32 to 2.99;
P=0.001; NNT=4). SSRI va.
bei globalen Symptomscore
effektiv, TCA bei Schmerz
und Einzelsymptomen.

Martinez-
Vazquez,

M. A.; Vaz-
quez-Elizon-
do, G.; Gon-
zalez-Gonza-
lez, |. A.;
Gutierrez-
Udave, R.;
Maldonado-

Global Verbesserung der
Symptomatik war 1.55
(C195%: 1.33 to 1.83).
Otilonium und the
alverine/simethicone
combination zeigt eine
signifikante Verbesserung
der globalen Symptomatik,
widhrend die Kombination
pinaverium/simethicone

Heterogeni-
tat der
Studien; Kei-
ne berechne-
te Angabe
dartiber

(s. Cochrane
Analysen)

Korrespon-
dierende
Schliisselfra-
gen Nr.

AG 11 3.0 und
5.0

Korrespon-
dierende
Empfehlung
Nr.

Keine Rele-
vanz fiir LL,
daher kei-
nem State-
ment/keiner
Empfehlung
zugeordnet

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

Bosques-Pa-
dilla, F. J.; Ef-
fect of anti-
spasmodic
agents, alone
or in combi-
nation, in the
treatment of
Irritable Bowel
Syndrome:
systematic re-
view and me-
ta-analysis
2012

Syst. review
und Metaana-
lyse

Khanna, R.;
MacDonald,

J. K.; Leves-
que, B. G.;
Peppermint
oil for the tre-
atment of irri-
table bowel
syndrome: a
systematic re-
view and me-
ta-analysis
2014
System.
Recherche
und Meta-
analyse

Clavé, Pere;
Tack, Jan; Effi-
cacy of otilo-
nium bromide
in irritable
bowel syn-
drome: a poo-
led analysis
2017
gepoolte
Analyse

3 homogener
pl,db,r
Studien

Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

ClinicalTrials.
gov registry
Folgende
Substanzen
inkludiert:
pinaverium
bromide,
mebeverine,
otilonium,
trimebutine,
alverine, hy-
oscine, alve-
rine/simethi-
cone, pina-
verium/si-
methicone,
fenoverine,
and dicyclo-
mine

Literatur bis
2013

3 Studien
Otilonium
bromide ver-
sus Placebo;
2 Wochen
Run-in-Phase
mit Plc, dann
Intervention
tiber 15 Wo-
chen

Charakteristik
eingeschlosse-
ner Studien

Placebostudien,
mindest.

2 Wochen Tx;
Anwendung des
Cochrane Risk
Bias Tool

883 Pats RDS
(69.8 % Frauen,
mittleres Alter
46.2 ahre,
43.8% RDS-M)
442 OB and
441 Placebo.

Methodi-
sche Kritik

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

eine signifikante Verbesse-
rung der Blahujngen zeig-
te.. Zielsymptom Schmerz
bei 2394 Pt analysiert mit
ORvon 1.52 (IC95%: 1.28a
1.80) zugunsten der unter-
suchten Spasmolytika

9 Studien (726 patients) keine
The risk of bias was low for
most of the factors asses-
sed. Peppermint oil was
found to be significantly
superior to placebo for
global improvement of IBS
symptoms (5 studies,

392 patients, relative risk
2.23; 95 % confidence
interval, 1.78-2.81) and
improvement in abdominal
pain (5 studies, 357 pa-
tients, relative risk 2.14;

95 % confidence interval,
1.64-2.79).

Keine ei-
gentliche
Metaanalyse,
sondern nur

ITT-Analyse nach 5, 10 und
15 Wochen Therapie Signi-
fikanter Therapieeffekt

nach 10 und 15 Wochen im

Hinblick auf: (a) Intensitat gepoolte
und Frequenz des abdom. Daten mit
Schmerzes; (b) Response entspre-
aus Pat.sicht (71.8 % at chender
week 10 and 77.2 % at Schwiéche
week 15); (c) Intensitdt der  aufgrund der
Bldhungen; (d) Responder-  méglicher-
rate aus Arztsicht (55 % at weise beste-
week 10 and 63.9 % at henden He-
week 15) terogenitat
der Daten
und Popula-
tionen.

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespon-
dierende
Schliisselfra-
gen Nr.

Garza, H. |.;
Bosques-Pa-
dilla, . J.;
2012 1a

Khanna, R.;
MacDonald,
J. K.; Leves-
que, B. G.;
2014 1a

AG 11 5.0;
AG17 1.0

Clavé, Pere; AG 115.0
Tack, Jan;

2017 1b

Korrespon-
dierende
Empfehlung
Nr.

9-1
13-2

13-1
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# Thieme

Schiliisselfrage:

AG 11 5.0) Wie wirksam und vertrdglich/sicher sind weitere Verfahren?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Merat, S.; Khali-
li, S.; Mostajabi,
P.; Ghorbani, A.;
Ansari, R.; Ma-
lekzadeh, R.;
The effect of
enteric coated,
delayed-release
peppermint oil
on irritable
bowel syn-
drome 2010
r,db,pl

Pace, F.; Maura-
no, A.; Ciacci,
C.; Savarino, V.;
Attili, A.; la-
quinto, G.;
Magni, E.; Por-
ro, G. B.; Octa-
tropine methyl
bromide and
diazepam com-
bination (Valpi-
nax) in patients
with irritable
bowel syn-
drome: a multi-
centre, rando-
mized, placebo-
controlled trial
2010

r,db,pl

Wittmann, T.;
Paradowski, L.;
Ducrotte, P.;
Bueno, L.; An-
dro Delestrain,
M. C.; Clinical
trial: the effica-
cy of alverine
citrate/simeti-
cone combina-
tion on abdom-
inal pain/
discomfort in ir-
ritable bowel
syndrome - a
randomized,
double-blind,
placebo-con-
trolled study
2010

mc, r, db, pl

e422

Populations-
beschreibung
& Anzahl n

90 RDS-Pa-
tienten

186 patients
aged 18-
65 years IBS
Romell

409 RDS-Pa-
tienten

(71.4 % Frau-
en; mittleres
Alter: 46.2 +/-
13.9)

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

Pfefferminz-
Kapsel (Colper-
min) versus Pla-
cebo 3x/Tag fur
8 Wochen

octatropine
methyl bromide
plus diazepam
(Valpinax) ver-
sus Placebo; Tx
fiir 6 Wochen,

2 Wochen
Wash-out Pri-
marer Endpunkt
globale Verbes-
serung der
Beschwerden

Placebo,
Tx-Dauer
4 Wochen

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Signikante Reduktion
der abdom. Schmer-
zen in der Verumgrup-
pe, auch signifikante
Verbesserung der LQ
(P<0.001)

Kein signifikanter Un-
terschied zwischen
Verum und Placebo
p=0.059

Nach 4 Wochen Tx
Kombinationspraparat
Alverine citrate/sime-
ticone zeigt signifi-
kante Reduktion VAS
Score Schmerz
(median: 40 mm vs.
50 mm, P=0.047) und
hohere Ansprechrate
(46.8% vs. 34.3 %,
OR=1.3;P=0.01)im
Vergleich zu Placebo.
Globale Symptomver-
besserung ebenfalls
signifikant besser
(p<0.0001)

Methodische
Kritik

Kleine Pat.
population

Romell, kleine
Pat.popula-
tion;

nur 4 Wochen
Tx-Dauer; wei-
tere Einzel-
symptome
nicht unter-
sucht

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Merat, S.;
Khalili, S.;
Mostajabi, P.;
Ghorbani, A,;
Ansari, R.;
Malekzadeh,
R.; 2010 1b

Pace, F.;
Maurano, A.;
Ciacci, C,;
Savarino, V.;
Attili, A.; la-
quinto, G.;
Magni, E.;
Porro, G. B.;
2010 1b

Wittmann,
T.; Para-
dowski, L.;
Ducrotte, P.;
Bueno, L.;
Andro Dele-
strain, M. C.;
2010 1b

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG 115.0;
AG171.0

AG115.0

AG115.0

Korrespondie-
rende Emp-
fehlung Nr.

9-1

Keine Relevanz
fir LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

14-1
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Referenz

Chang, F. Y,; Lu,
C.L;Luo, ). C;
Chen, T.S.;
Chen, M. |.;
Chang, H. |.;
The evaluation
of otilonium
bromide treat-
ment in asian
patients with ir-
ritable bowel
syndrome 2011
r,db,

Zakko, S.; Bar-
ton, G.; Weber,
E.; Dunger-Bal-
dauf, C.; Ruhl,
A.; Randomised
clinical trial: the
clinical effects
of a novel neu-
rokinin receptor
antagonist,
DNK333, in
women with di-
arrhoea-predo-
minant irritable
bowel syn-
drome 2011

r, db, pl

Clave, P.; Aca-
lovschi, M.; Tri-
antafillidis, J. K.;
Uspensky, Y. P.;
Kalayci, C.;
Shee, V.; Tack,
J.; Randomised
clinical trial: oti-
lonium bromide
improves fre-
quency of ab-
dominal pain,
severity of dis-
tention and
time to relapse
in patients with
irritable bowel
syndrome 2011
gepoolte Ana-
lalyse von drei
vergleichbaren
Studien; aller,
db, pl

Populations-
beschreibung
& Anzahl n

117 RDS-Pa-
tienten
Rome-II

315 Frauen
mit RDS-D

Insgesamt
883 patients
with IBS
(69.8%
women,
mean age
46.2 years,
43.8 % mixed
type) were
included,
442 treated
with OB and
4417 with pla-
cebo.

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

otilonium bro-
mide (OB)

40 mg or mebe-
verine 100 mg

3 doses daily fiir
8 Wochen Pri-
madre Zielvaria-
ble abdominal
pain/discomfort
frequency score
(APDFS)

DNK333, a no-
vel neurokinin
antagonist ver-
sus Placebo;

2 Studien Pahse
I, 2 Wochen
und 4 Wochen
Tx 2x25 mg/Tag
Primare Zielva-
riable Stuhlkon-
sistenz; sekun-
dar globaler
Symtomscore

Otilonium bro-
mide (OB) 3x
40 mg versus
Placebo; 2 Wo-
chen Placebo-
Run-in, dann
15 Wochen Tx
Zielvariabble
Schmerz, se-
kundar Stuhl-
konsistenz

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Vergleichbare Verbes-
serung der primdren
Zielvariable: APDFSs
OB and mebeverine
0.55+/-1.20
(P=0.011) and
0.37+/-1.11
(P=0.042)

Kein signfikanter
Unterschied zwischen
beiden Gruppen;
signifikanter Effekt
bei Kombination der
Studien

OB signifikant besser
als Placebo nach 10
und 15 Wochen: (a)
intensity and frequen-
cy of abdominal pain;
(b) rate of responders
as evaluated by
patients (71.8 % at
week 10 and 77.2 % at
week 15); (c) severity
of bloating; (d) rate
of responders as
evaluated by physici-
ans (55 % at week 10
and 63.9 % at week
15).

Methodische
Kritik

keine Plazebo-
kontrolle, klei-
ne Pat. popu-
lation, kein
validierter
Score

Kleine Pat.zah-
len fiir signifi-
kante Tx-Ef-
fekte

keine Metaa-
nalyse, nur ge-
poolte Daten;
Heterogenitat
der Studien
nicht bewertet
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Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Chang, F. Y.;
Lu, C. L.; Luo,
J. C;; Chen,
T.S.; Chen,
M. |.; Chang,
H.].;2011 2b

Zakko, S.;
Barton, G.;
Weber, E.;
Dunger-Bal-
dauf, C.;
Ruhl, A.;
2011 1b

Clavé, Pere;
Tack, Jan;
2011 1b

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG 115.0
und 3.0

AG115.0

AG11.05.0

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

13-1

e423



# Thieme

Referenz

Fukushima, Y.;
Suzuki, H.; Mat-
suzaki, |.; Kiyo-
sue, A.; Hibi, T.;
Efficacy of Soli-
fenacin on Irri-
table Bowel
Syndrome With
Diarrhea: Open-
label Prospec-
tive Pilot Trial
2012

offene Studie

Mishra, S. P.;
Shukla, S.K.;
Pandey, B. L.; A
preliminary
evaluation of
comparative ef-
fectiveness of
riluzole in the-
rapeutic re-
gimen for irrita-
ble bowel
syndrome 2014
r, kontrolliert,

Rai, R. R.; Dwi-
vedi, M.; Kumar,
N.; Efficacy and
safety of drota-
verine hydro-
chloride in irri-
table bowel
syndrome: a
randomized
double-blind
placebo-con-
trolled study
2014

mc, db, plc

Chmielewska-
Wilkon, D.; Reg-
giardo, G.; Egan,
C. G.; Otilonium
bromide in irri-
table bowel syn-
drome: a dose-
ranging ran-
domized dou-
ble-blind place-
bo-controlled
trial 2014
r,db,pl

e424

Populations-
beschreibung
& Anzahl n

20 Patienten
mit RDS

108 Patienten
mit hypersen-
sitivem RDS

180 Patienten;

93 Patienten
mit RDS nach
Rome II; Do-
sisfindungs-
studie

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

erst Solifenacin
fiir 6 Wochen,

dann Ramose-

tron, fiir

4 Wochen

Mebeverin/Pro-
biotika vs. Me-
beverin/Probio-
tika+Amitrypti-
lin vs
Mebeverin/Pro-
biotika Riluzole

drotaverine
hydrochloride
(HCl) 80 mg
tablet 3x/Tag
versus Placebo

otilonium bro-
mide versus Pla-
cebo OB 20 mg
(n=24),40mg
(n=23) and
80mg (n=23)
tid or placebo
(n=23)in

4 parallel
groups for 4 wk.

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Globale Verbesserung
bei 19 von 20 (95 %)
nach Solifenacin 17
von 20 (85 %) in der
Ramosetron-Gruppe

Signikante Reduktion
globaler Symtpoms-
core Riluzole > Mebe-
verin/Probiotika vs.
Mebeverin/Probiotika
+ Amitryptilin Signifi-
kante Schmerzreduk-
tion Riluzole und
Amitriptyline-Gruppe
vs Mebeverin/Probio-
tikum Amitriptyline
bei RDS-D, nicht bei
RDS-O wirksam. Keine
P-Werte im Abstrakt

Signifikante Reduktion
der Schmerzen

(P <0.01) bei 22
(25.9%), 51 (60%),
and 66 (77.7 %) Pa-
tienten in the drotave-
rine group, nach 2,3
und 4 Wochen, res-
pektive 8 (9.4%), 18
(21.2%), und 26

(30.6 %) in der Place-
bogruppe. Reduktion
der Schmerzintensitat
in der drotaverine
group 66 (77.7 %) im
Vergleich zu 26

(30.6 %) in der Plaz-
beogruppe nach

4 Wochen Tx.

Signifikante Reduktion
der Stuhlfrequenz bei
80 mg OB compared to
placebo (-8.36 % for
placebo vs -41.9% for
80 mg OB, P<0.01),
ansonsten keine Un-
terschiede in den Para-
metern Schmerz, BIa-
hungen, Geftihl der
inkompletten Stuhl-
entleerung.

Methodische
Kritik

Kleine Pat.
Population;
keine Placebo-
gruppe;
potent. Carry-
over- Effekte

Keine Placebo-
kontrolle; kur-
ze Therapie-
dauer, kein
validierter
RDS-Score

Lediglich
Rom-II-Krite-
rien, nur
4 Wochen Tx

Kleine Patien-
tenzahlen in
den Gruppen;
Studie dient
zur Hypothe-
sengenerie-
rung als
Phase I/11

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Fukushima,
Y.; Suzuki,
H.; Matsuza-
ki, J.; Kiyo-
sue, A.; Hibi,
T.;2012 2b

Mishra, S.P.;
Shukla, S.K.;
Pandey, B. L.
2014 1c

Chmie-
lewska-Wil-

kon, D.; Reg-

giardo, G.;
Egan, C. G.;
2014 1b

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG115.0

AG115.0

AG115.0

AG115.0

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
far LL,

daher keinem
Statement/
keiner Emp-
fehlung zuge-
ordnet
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Referenz

Ducrotte, P.;
Grimaud, J. C.;
Dapoigny, M.;
Personnic, S.;
O’Mahony, V.;
Andro-Dele-
strain, M. C.;
On-demand
treatment with
alverine citrate/
simeticone
compared with
standard treat-
ments for irrita-
ble bowel syn-
drome: results
of a randomised
pragmatic stu-
dy 2014,

Ducrotte, P.;
Grimaud, J. C.;
Dapoigny, M.;
Personnic, S.;
O’Mahony, V.;
Andro-Dele-
strain, M. C.;
On-demand
treatment with
alverine citrate/
simeticone
compared with
standard treat-
ments for irrita-
ble bowel syn-
drome: results
of a randomised
pragmatic stu-
dy 2014
,,Pragmati-
sche" kontrol-
lierte Studie
mit 2 randomi-
sierten Grup-
pen von RDS-
Pat., bei denen
eine Gruppe
zusétzlich zur
Standardthera-
pie “on
demand” das
Kombi-Prapa-
rat Alverin
citrat/Simeti-
con dazu neh-
men konnte

Populations-
beschreibung
& Anzahl n

436 patients
(mean age:
54.4 years;
women:
73.4%);
Rome-Ill

436 Pat, Alter
54 Jahre,
73,4 % weibl.

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

on-deman alve-
rine citrate/
simeticone
(ACS)versus
Standardthera-
pie (i.D.r Spas-
molytika)

6 Monate Tx

zu Beginn ran-
domisierte Ein-
teilung, ob wei-
ter Standard-
therapie oder
on demand ACS
dazu, Gesamt-
dauer 6 Monate

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

improvement of IBS-
Qol was greater with
ACS than with the
usual treatment group
(13.8 vs. 8.4;
p<0.0008). The IBS-
severity symptom
score (IBS-SSS) was
lower with ACS than in
the usual treatment
arm with a mean (SE)
decrease of 170.0
(6.6) vs. 110.7 (6.7),
respectively
(p=0.0001). An IBS-
SSS <75 was more fre-
quent in the ACS
group (37.7 % vs.
16.0%; p<0.0001)

prim. Endpunkt:

IBS QoL sek. End-
punkte IBS-SSS, % Res-
ponders, Schmerzre-
dukton, Bldhungsin-
tensitiat. Ergebnis:
nach 6 Monaten zeigte
die ACS-Gruppe eine
stdrkere Besserung in
der QoL und bei der
Linderung der RDS-
Symptome

Methodische
Kritik

Kontrolle he-
terogen;

qualitativ min-
derwertige
Studie ohne
Placebo, nicht
verblindet,
keine Stan-
darddosis,
sondern on
demand,
Mischpréapa-
rat, sodass die
Wirkung des
Entschdaumers
allein daraus
nicht abgelei-
tet werden
kann
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Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Ducrotte, P.;
Grimaud, ).
C.; Dapoi-
gny, M.; Per-
sonnic, S.;
O’Mahony,
V.; Andro-
Delestrain,
M. C.; 2014
2b

Evidenzklas-

se allenfalls 4

als Fallkon-
trollstudie
minderer
Qualitat

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG115.0

Wirkung von
Spasmolytica

Korrespondie-
rende Emp-
fehlung Nr.

14-1

14-1
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# Thieme

Referenz

Asgarshirazi,
M.; Shariat, M.;
Dalili, H.; Com-
parison of the
Effects of pH-
Dependent
Peppermint Oil
and Synbiotic
Lactol (Bacillus
coagulans +
Fructooligo-
saccharides) on
Childhood
Functional Ab-
dominal Pain: A
Randomized
Placebo-Con-
trolled Study
2015

r, pl, db

Zheng, L.; Lai,
Y.; Lu, W.; Li, B;
Fan, H.; Yan, Z.;
Gong, C.; Wan,
X.; Wu, J.; Hu-
ang, D.; Wang,
Y.; Mei, Y.; Li, Z.;
Jiang, Z.; Liu, X.;
Ye, ].; Yang, Y.;
Huang, H.;
Xiao, |.; Pina-
verium Reduces
Symptoms of Ir-
ritable Bowel
Syndrome in a
Multicenter,
Randomized,
Controlled Trial
2015

r,db,pl

Cash, B. D.; Ep-
stein, M. S.;
Shah, S.M.; A
Novel Delivery
System of Pep-
permint Oil Is
an Effective
Therapy for Irri-
table Bowel
Syndrome
Symptoms
2016

mc, r, db, pl

e426

Populations-
beschreibung
& Anzahl n

120 Kinder
(Alter 4-13)
mit funktio-
nellen abdo-
minellen Be-
schwerden;

427 Patienten
mit RDS nach
Romelll

n=72; mean
age 40.7 years,
75 % female,
77.8 % white;
Pat. mit
IBD-M/D

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

Vergleich Pro-
biotikum Laktol
versus Pfeffer-
minz-OL-Kps
Colpermin vs.
Placebo;

88 Patienten in
Studie einge-
schlossen

Pinaverium bro-
mide (pinaveri-
um) (50 mg,

3 times/day;
n=218) versus
Placebo

(3 times/day;
n=209) Prima-
rer Endpunkt
Schmerz und
Bristol-Stuhl-
Score, sekundar
globaler RDS-
Symptom-Score

4 Wochen Tx,
Placebo-Kont-
rolle

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Besserung Schmerz
(Dauer, Frequenz, In-
tensitdt) Colpermin
group > placebo group
(P=0.0001,

P=0.0001 and
P=0.001, respective-
ly). Besserung
Schmerz (Dauer,
Frequenz) Lactol
group > placebo
(P=0.012 and
P=0.0001, respective-
ly), aber Intensitat des
Schmerzes nicht un-
terschiedlich zu Place-
bo (P=0.373). Colper-
min besser als Lactol
bei Reduktion der
Schmerzdauer und
Intensitat (P=0.040
and P=0.013,
respectively).

Primarer Endpunkt
durch 50.0 % nach

2 Wochen, und 77.5 %
nach 4 Wochen er-
reicht im Vergleich zu
Placebo (P <0.001).
Globale Symptomver-
besserung 60 % im
Vergleich zu Placebo
(34%; P<0.001);

TISS ist primarer End-
punkt 40 % reduction
in the TISS from Base-
line (mean change -
1.16, SD +/- 0.807),
superior to the 24.3%
decrease (mean Score;
kurze change -0.70,
SD +/- 0.737) obser-
ved Therapiedauer
with placebo
(P=0.0246). The de-
crease in the TISS of
19.6 % (mean change
-0.55, SD +/- 0.613)
in the PO group at

Methodische
Kritik

geringe Pa-
tientenzahl bei
3 Gruppen von
jeweils 40 Pa-
tienten;

Glte und
Wahl des End-
punktes am
Abstract nicht
zu beurteilen;
asiatische Pat.
population

Kein validier-
ter

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Asgarshirazi,
M.; Shariat,
M.; Dalili, H.;
1b

Zheng, L.;
Lai, Y.; Lu,
W.; Li, B.;
Fan, H.; Yan,
Z.; Gong, C;

Wan, X.; Wu,

J.; Huang, D.
Wang, Y.;

Mei, Y.; Li, Z.;

Jiang, Z.; Liu,
X.; Ye, |.;

Yang, Y.; Hu-
ang, H.; Xiao,

152015 1b

Cash, B.D.;

Epstein, M. S.;

Shah, S.M,;

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG 115.0;
AG171.0

AG 115K

AG 17 5.0;
AG114.0

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

9-1
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Referenz Populations-

beschreibung

& Anzahl n

Tack, |.; Schu-
macher, K.; To-
nini, G.; Scarto-
ni, S.; Capriati,
A.; Maggi, C. A;;
The neurokinin-
2 receptor an-
tagonist ibodu-
tant improves
overall symp-
toms, abdomi-
nal pain and
stool pattern in
female patients
in a phase Il
study of diar-
rhoea-predomi-
nant [BS 2016
r,db,pl

Belcaro, G.;
Gizzi, G.; Pelle-
grini, L.; Corsi,
M.; Dugall, M.;
Cacchio, M.;
Feragalli, B.;
Togni, S.; Riva,
A.; Eggenhoff-
ner, R.; Giaco-
melli, L.; Sup-
plementation
with a lecithin-
based delivery
form of Boswel-
lia serrata
extract (Caspe-

rome®) controls

symptoms of
mild irritable
bowel syn-
drome 2017 r

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021

559 RDS-D-
Patienten

71 RDS-Pat.

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

ibodutant, a se-
lective neuroki-
nin-2 (NK2) re-
ceptor antago-
nist versus
Placebo After a
2-week treat-
ment-free Run-
in, patients were
randomised to
ibodutant 1 mg,
3mg, 10mg or
placebo once
daily for eight
consecutive
weeks. Respon-
ders were those
with a combined
response of sa-
tisfactory relief
(weekly binary
question yes/no)
of overall IBS
symptoms and
abdominal pain/
discomfort on
>[=75% weeks
(primary end
point). Seconda-
ry end points in-
cluded abdomi-
nal pain and
stool pattern.

3 Gruppen hy-
oscine butylbro-
mide; papaveri-
ne hydrochlori-
de + A
belladonna
extract; oder
Boswellia serra-
ta extracts (BSE)
(Casperome®)

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

24 h was also signifi-
cantly larger than pla-
cebo (-10.3 %, mean
change -0.27, SD +/-
0.342) (P=0.0092).

Signifikanter Effekt
von Ibodutant 10 mg
gegentiiber Placebo
bei Frauen (p=0.003),
kein Effekt bei Man-
nern

Reduktion der
Beschwerden in allen
Gruppen; deutlich
weniger Rescue-Medi-
kation und &rztliche
Behandlungsnotwen-
digkeit in Boswellia
serrata extracts (BSE)
(Casperome®)

Methodische
Kritik

Moglicherwei-
se Manner-
gruppe zu
klein, kombi-
nierter End-
punkt

kleine Grup-
pen, keine Pla-
zebo, Verblin-
dung?

; 59: 334-e534 | © 2021. Thieme. All rights reserved.

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-

Korrespon-
dierende
Schiliissel-
fragen Nr.

raturbelege

Tack, |.; AG115.0
Schumacher,

K.; Tonini, G.;

Scartoni, S.;

Capriati, A.;

Maggi, C. A.;

2016 1b

Belcaro, G.; AG115.0
Gizzi, G.;
Pellegrini, L.;
Corsi, M.;
Dugall, M.;
Cacchio, M.;
Feragalli, B.;
Togni, S.;
Riva, A.; Eg-
genhoffner,
R.; Giaco-
melli, L.;
2017 2c

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet

Keine Relevanz
far LL,

daher keinem
Statement/kei-
ner Empfeh-
lung zugeord-
net

e427



# Thieme

Referenz Populations-

beschreibung

& Anzahl n
Whitehead, W. 200 RDS-D-
E.; Duffy, K.; Pat (Rome IlI
Sharpe, |.; criteria), nur
Nabata, T.; Bru-  Frauen; ONO-
ce, M.; Rando- 2952 20 mg,
mised clinical or 60 mg, or
trial: explorato- placebo.

ry phase 2 study
of ONO-2952 in
diarrhoea-pre-
dominant irrita-
ble bowel syn-
drome 2017

r, db, pl

Schliisselfrage:

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

ONO-2952
(Selektiver
Inhibitor Trans-
locator protein
18 kDa) versus
Placebo ONO-
2952 20 mg, or
60 mg, or place-
bo. 2 Wochen
Run-in, 4 Wo-
chen Tx, 4 Wo-
chen Nachbe-
obachtung Pri-
mare Zielvaria-
ble globaler
RDS-Symptom-
score, sekundar
Stuhlkonsistenz
und - Frequenz

Primarer Endpunkt,
sekundare
Endpunkte,
Ergebnisse

ONO-2952 besser als
Placebo im Hinblick
auf primare und se-
kunddre Zielvariable,
aber keine Signifikanz

Methodische Weitere
Kritik Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege
dient zur Hy- Whitehead,
pothesenge- W. E.; Duffy,
nerierung, Pat.  K.; Sharpe, J.;
population zu Nabata, T.;
klein fir ei- Bruce, M.;
nem mogli- 2017
chen signifi-

kanten Effekt

AG 12 1.0) Wie wirksam und vertrdglich/sicher sind 5-HT3-Antagonisten?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Zheng, Y.;
Yu, T.;
Tang, Y.;
Xiong, W.;
Shen, X.;
Jiang, L;
Lin, L.; Qi,
Q.; Zhang,
Y.; Chen,
F.; Zuo, X.;
Li, Y.; P. LoS
One; B.

M. C. Gas-
troenterol;
Efficacy
and safety
of 5-hydro-
xytrypta-
mine 3 re-
ceptor an-
tagonists
in irritable
bowel syn-
drome: A
systematic

e428

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

Datenbanken:
PubMed, MED-
LINE, EMBASE,
und Cochrane
Controlled Tri-
als Register Ge-
suchte Studien:
Randomized
controlled trials
(RCTs), that
compared 5-
HT3 receptor
antagonists
with placebo or
other conven-
tional treat-
ment. Patients:
Adults (aged
>16 years) di-
agnosed with
non-constipa-
ted IBS or IBS-D
based on clini-
cian opinion or
having met di-

Charakteristik
eingeschlosse-
ner Studien

The 21 RCTs in-
volved 10,898
patients with
IBS defined ac-
cording to the
Rome criteria:
six investigated
ramosetron,

10 assessed
alosetron, and
two compared
ondansetron
with placebo or
mebeverine;
these studies all
scored 24 on
the Jadad scale.
However, the
three cilanse-
tron studies
had Jadad sco-
res of 3.

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

The pooled RR of
global IBS symp-
toms improved
by 5-HT3 recep-
tor antagonists
versus placebo or
mebeverine was
1.56 (95% Cl:
1.43-1.71); alo-
setron, ramose-
tron, and cilanse-
tron had similar
treatment ef-
fects. The pooled
RR of abdominal
pain relieved by
5-HT3 receptor
antagonists ver-
sus placebo was
1.33(95%Cl:
1.26-1.39). The
pooled RR show-
ed that 5-HT3 re-
ceptor antago-
nists improved

Methodische
Kritik

Guter Syste-
matischer Re-
view + Meta-
Analyse nach
Cochrane-Me-
thodik. Alle
Studien sind
“moderne”
RCTs mit gu-
tem Studien-
design. Es
wurden alle
IBS-Definitio-
nen aufge-
nommen; so-
mit waren die
Patienten
nicht alle ver-
gleichbar.

Es wurden alle
in klinischen
Studien unter-
suchten 5-
HT3-

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

1a

Ramosetron: Matsue-
da 2008, Japan Rome
I'1BS-D Improvement
of overall IBS symp-
toms; improvement
of abdominal pain/
discomfort; improve-
ment of abnormal
bowel habits or stool
consistency Mixed
41817/13/17/21 55/
60/62/61 1 ug once
daily; 5 pg once daily;
10 pg once daily,
orally 12 weeks 6
Matsueda 2008, |a-
pan Rome I [BS-D Im-
provement of overall
IBS symptoms; im-
provement of abdom-
inal pain/discomfort;
improvement of ab-
normal bowel habits
or stool consistency

Korrespon-
dierende
Schiliissel-
fragen Nr.

AG115.0

Korrespondie-
rende Schliis-
selfragen Nr.

Wie wirksam,
sicher und ver-
traglich sind 5-
HT3-Antagonis-
ten bei der Be-
handlung des
Reizdarmsyn-
droms?

Korrespondie-
rende Emp-
fehlung Nr.

Keine Relevanz
fur LL,

daher keinem
Statement/kei-
ner Empfeh-
lung zugeord-
net

Korrespon-
dierende
Empfehlung
Nr.

11-7
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Referenz

review and
meta-anal-
ysis of ran-
domized
controlled
trials Ra-
mosetron
for the tre-
atment of
irritable
bowel syn-
drome
with diar-
rhea: a sys-
tematic re-
view
Systemati-
scher Re-
view und
Metaana-
lyse

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

agnostic Rome
I, I, or lll criteria
Auswertung:
Dichotomous
symptom data
were pooled to
obtain the rela-
tive risk (RR)
and 95 % confi-
dence intervals
(Cls) for impro-
ving global IBS
symptoms, ab-
dominal pain
and abnormal
bowel habits, or
stool consisten-
cy symptoms
after therapy,
and adverse
events, inclu-
ding constipati-
on. Statistik:
Meta-Analysis
was performed
with Mantel Ha-
enszel method
using Revman
5.3 software.

Charakteristik
eingeschlosse-
ner Studien

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

abnormal bowel
habits or stool
consistency
symptoms
(RR=1.63,95%
Cl: 1.33, 1.99).
The pooled RR of
adverse events
following 5-HT3
receptor antago-
nist treatment
was 1.15 (95 %
Cl: 1.08, 1.22).
Subgroup analy-
sis indicated that
alosetron had a
high rate of ad-
verse effects
(RR=1.16,95%
Cl: 1.08, 1.25);
adverse events
following ramo-
setron treatment
were not statisti-
cally significantly
different. 5-HT3
receptor antago-
nists were likelier
to cause consti-
pation: the poo-
led RR of consti-
pation develo-
ping with 5-HT3
receptor antago-
nist versus place-
bo was 3.71
(95% Cl: 2.98-
4.61). However,
constipation was
likelier in pa-
tients with non-
constipated IBS
after taking 5-
HT3 receptor an-
tagonists than in
patients with IBS-
D only (non-con-
stipated IBS and
IBS-D: RR=5.28
[95% CI: 3.93,
7.08] vs. IBS-D
only 3.24 [2.54,
4.12)).
Conclusion: Ra-
mosetron, cilan-
setron, ondanse-
tron, and
alosetron are ef-
fective for trea-

Methodische
Kritik

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

Mixed 539 41/46 163/
141 5 pg once daily,
orally 12 weeks 5 Lee
2011, Korea Rome Il
IBS-D Improvement
of overall IBS symp-
toms; improvement
of abdominal pain/
discomfort; improve-
ment of abnormal
bowel habits/stool
consistency Male 343
13/15 13/06/00 5 pg
once daily; 135mg
mebeverine three
times daily, orally

4 weeks 3 Fukudo
2014, Japan Rome llI
IBS-D Improvement
of overall IBS symp-
toms; improvement
of abdominal pain/
discomfort; improve-
ment of abnormal
bowel habits/stool
consistency Male 296
10/18/00 69/77 5 pg
once daily, orally

12 weeks 7 Fukudo
2015, Japan Rome Il
IBS-D Improvement
of overall IBS symp-
toms Female 409
Unclear Unclear

1.25 pg once daily;
2.5 pg once daily;

5 pg once daily, orally
12 weeks 3 Fukudo
2016 Japan Rome llI
IBS-D Improvement
of overall IBS symp-
toms; improvement
of abdominal pain/
discomfort; improve-
ment of abnormal
bowel habits/stool
consistency Female
576 26/20 154/118
2.5 pg once daily,
orally 12 weeks 7 On-
dansetron Maxton
1996 UK Rome crite-
ria IBS Improvement
of abdominal pain/
discomfort; improve-
ment of abnormal
bowel habits/stool
consistency Mixed 50
1 Unclear 4 mg orally
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Korrespon-
dierende
Empfehlung

Nr.
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# Thieme

Referenz

e430

Untersuchte Charakteristik
Studien|Mate- eingeschlosse-
rialien Welche ner Studien
Interventionen

wurden

gepriift

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

ting non-consti-
pated IBS and
IBS-D. Our syste-
matic review
found rare serio-
us adverse
events.
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Methodische
Kritik

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

three times daily

4 weeks 4 Garsed
2014 UK Rome III IBS-
D Improvement of
abnormal bowel ha-
bits/stool consistency
Mixed 120 22 7/6
4mg, orally, two tab-
lets three times daily
crossover study of on-
dansetron 4 mg/tab-
let versus placebo

8 weeks 7 Alosetron
Jones 1999 UK Rome |
Non-constipated IBS
Adequate relief of ab-
dominal pain and dis-
comfort Female 628
68/58 220/196 1mg
twice daily; 135mg
mebeverine three ti-
mes daily, orally

12 weeks 6 Camilleri
1999 USA Rome
criteria Non-constipa-
ted IBS Adequate re-
lief of pain and dis-
comfort for at least 6
of the 12 weeks of
therapy Mixed 370
15, 22, 20, 20/12
Unclear 1, 2, 4, or

8 mg twice daily, oral-
ly 12 weeks 4 Camil-
leri 2000 USA Rome
criteria IBS-D Impro-
vement of abdominal
pain/discomfort Fe-
male 647 79/53 233/
210 1 mg orally twice
daily 12 weeks 7
Bardhan 2000 UK
Rome | 29 % IBS-D,

71 % non-constipated
IBS Improvement in
abdominal pain/dis-
comfort (on visual
analog scale), abnor-
mal bowel habits or
stool consistency
Mixed 462 33, 41, 32/
33 56, 63, 64/60

0.1 mg twice daily,
0.5 mg twice daily,
and 2 mg twice daily,
orally 12 weeks 6 Ca-
milleri 2007 USA
Rome | 71 % IBS-D,
29 % non-constipated

Korrespondie-
rende Schliis-
selfragen Nr.

Korrespon-
dierende
Empfehlung
Nr.



Referenz Untersuchte Charakteristik
Studien|Mate- eingeschlosse-
rialien Welche ner Studien
Interventionen
wurden
gepriift

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

Methodische
Kritik

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

IBS Adequate relief of
IBS pain and discom-
fort for at least 2
weeks per month Fe-
male 626 72/71 118/
62 1 mg orally twice
daily 12 weeks 7 Lem-
bo 2001 USA Rome II
IBS-D Improvement
of overall IBS symp-
toms Female 801 99/
50 409/178 1 mg twi-
ce daily, orally 12
weeks 4 Lembo 2004
USA Rome Il [BS-D
Percentage of days
with satisfactory con-
trol of bowel urgency,
response rate for the
IBS global improve-
ment scale (GIS) Fe-
male 492 99/50 145/
127 mg twice daily,
orally 12 weeks

4 Chey 2004 USA
Rome | 80 % IBS-D,

20 % more frequent
urgency Weekly ade-
quate relief of IBS pain
and discomfort at
week 48 of treat-
ment; improvement
of abnormal bowel
habits or stool consis-
tency Female 714
Unclear 297/261

1 mg twice daily, oral-
ly 48 weeks 4 Changl
2005 USA Rome I IBS-
D Average adequate
relief of IBS pain and
discomfort for last 8
weeks of treatment
Male 662 22, 24, 31,
21/18 73, 86, 80, 87/
650.5,1,2,0or4mg
twice daily, orally 12
weeks 6 Krause 2007
USA Rome Il IBS-D
Improvement of over-
all IBS symptoms; im-
provement of abdom-
inal pain/discomfort;
improvement of ab-
normal bowel habits
or stool consistency
Female 705 60/74/
85/65 107/101/102/
94 0.5 mg once daily,
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Korrespondie-
rende Schliis-
selfragen Nr.

Korrespon-
dierende
Empfehlung

Nr.

e431



# Thieme

Referenz

Ford, A. C;
Brandt, L. |.;
Young, C.;
Chey,W.D.;
Foxx-Oren-
stein, A. E.;
Moayyedi,
P.; Efficacy
of 5-HT3
antagonists
and 5-HT4
agonists in
irritable
bowel syn-
drome: sys-
tematic re-
view and
meta-anal-
ysis 2009
Systemati-
scher Re-
view und
Meta-Ana-
lyse

e432

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

MEDLINE, EM-
BASE, and the
Cochrane Con-
trolled Trials
Register were
searched (up to
June 2008). Tri-
als recruiting
adults with IBS
in primary, se-
condary, or ter-
tiary care com-
paring 5-HT(3)
antagonists or
5-HT(4) ago-
nists with pla-
cebo were eligi-
ble. e duration
of therapy had
to be at least 7
days. Studies on
IBS were identi
ed with the
terms irritable
bowel syn-
drome and

Charakteristik
eingeschlosse-
ner Studien

The strategic
search identi-
fied 1593 citati-
ons. A total of
29 RCTs were
eligible for in-
clusion; place-
bo was com-
pared with 5-
HT(3) antago-
nistsin 11 RCTs,
with tegaserod
in 11, and with
mixed 5-HT(3)
antagonists/5-
HT(4) agonists
in 7. The study
quality was ge-
nerally high.
The RR of IBS
symptoms per-
sisting with 5-
HT(3) antago-
nists vs. place-
bo was 0.78
(95% Cl: 0.71-

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

The strategic se-
arch identified
1593 citations. A
total of 29 RCTs
were eligible for
inclusion; place-
bo was compar-
ed with 5-HT(3)
antagonists in 11
RCTs, with tega-
serod in 11, and
with mixed 5-HT
(3) antagonists/
5-HT(4) agonists
in 7. The study
quality was ge-
nerally high. The
RR of IBS symp-
toms persisting
with 5-HT(3) an-
tagonists vs. pla-
cebo was 0.78
(95% CI: 0.71-
0.86), with a
similar benefit
for both alose-

Methodische
Kritik

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

1mg once daily, Tmg
twice daily, orally

12 weeks 7 Cilanse-
tron Bradette 2004
Unspecified Unspeci-
fied IBS-D Adequate
relief of IBS symptoms
in 250 % of weekly
diary responses Mixed
792 Unclear Unclear
mg three times daily,
orally 6 months 3
Francisconi 2005
Unclear Unspecified
IBS-D IBS symptoms
interfered rarely or
not at all with activi-
ties over the past

4 weeks Unclear 746
Unclear Unclear 2 mg
three times daily,
orally 12 weeks 3 Mi-
ner 2004 USA Unspe-
cified IBS-D Adequate
relief of IBS symptoms
in 250 % of weekly
diary responses
Unclear 692 Unclear
Unclear

Ta

Korrespondie-
rende Schliis-
selfragen Nr.

Wie wirksam
und sicher/ver-
traglich sind 5-
HT3-Antagonis-
ten in der The-
rapie des RDS?
Wie wirksam
und sicher/ver-
traglich sind 5-
HT4-Agonisten
in der Therapie
des RDS?

Wie wirksam
und sicher/ver-
traglich sind
gemischte 5-
HT3-Antagonis-
ten/5-HT4-
Agonisten in
der Therapie
des RDS?

Korrespon-
dierende
Empfehlung
Nr.

11-7
12-4
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Referenz

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

functional
diseases, colon
(both as MeSH
(medical sub-
ject heading)
and free text
terms), and IBS,
spastic colon,
irritable colon,
and functional
adj5 bowel (as
free text
terms). ese
were combined
using the set
operator AND
with studies
identifed with
the terms sero-
tonin antago-
nists, serotonin
agonists, cisa-
pride, receptors
(serotonin, 5-
HT3), and re-
ceptors (sero-
tonin, 5-HT4)
(both as MeSH
and free text
terms), and the
following free
text terms: 5-
HT3, 5-HT4,
alosetron, ci-
lansetron, tega-
serod, and ren-
zapride. v
Dichotomous
symptom data
were pooled to
obtain a relative
risk (RR) of re-
maining symp-
tomatic after
therapy, with a
95 % confi-
dence interval
(Cl). The num-
ber needed to
treat (NNT) was
calculated from
the reciprocal
of the risk diffe-
rence.

Charakteristik
eingeschlosse-
ner Studien

0.86), with a
similar benefit
for both alose-
tron and cilan-
setron. Tegase-
rod was also
superior to pla-
cebo
(RR=0.85; 95%
Cl: 0.80-0.90).
Renzapride and
cisapride had
no benefit in
IBS.

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

tron and cilanse-
tron. Tegaserod
was also superior
to placebo
(RR=0.85;95%
Cl: 0.80-0.90).
Renzapride and
cisapride had no
benefit in IBS.

Methodische
Kritik

Weitere Kommenta-

re, Evidenzklasse,
Literaturbelege
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Korrespondie-
rende Schliis-
selfragen Nr.

Korrespon-
dierende
Empfehlung

Nr.

e433



# Thieme

Referenz

Qi, Q.;
Zhang, Y,;
Chen, F;
Zuo, X.; Li,
Y.; Ramo-
setron for
the treat-
ment of ir-
ritable
bowel syn-
drome
with diar-
rhea: a sys-
tematic re-
view and
meta-anal-
ysis of ran-
domized
controlled
trials 2018
Systemati-
sche Uber-
sichtsar-
beit und
Meta-Ana-
lyse

e434

Untersuchte
Studien|Mate-
rialien Welche
Interventionen
wurden
gepriift

Systematische
Suche von Pub-
med, MEDLINE,
EMBASE und
Cochrane Libra-
ry Suchstrate-
gie: “IBS”, “irri-
table bowel
syndrome”
AND “ramose-
tron”, “ramose-
tron hydrochlo-
ride” Literatur-
suche und
-Bewertung
nach Cochrane-
Guidelines Ein-
schluss: Er-
wachsene, IBS-
D nach Rom-
Kriterien, RCT,
Ramosetron
versus Placebo-
Kontrolle Such-
zeitraum: bis

Charakteristik
eingeschlosse-
ner Studien

Systematische
Suche von Pub-
med, MEDLINE,
EMBASE und
Cochrane Libra-
ry Suchstrate-
gie: “IBS”, “irri-
table bowel
syndrome”
AND “ramose-
tron”, “ramose-
tron hydrochlo-
ride” Literatur-
suche und
-Bewertung
nach Cochran-
Guidelines Ein-
geschlossen
wurden 4 RCTs
mit insgesamt
1623 Patienten

Primdrer End-
punkt, sekunda-
re Endpunkte,
Ergebnisse

Four randomized
controlled trials
involving 1623
participants were
included. Com-
pared with place-
bo, ramosetron
could lead to re-
lief of overall IBS
symptoms (RR
1.70; 95 %Cl
1.48, 1.95), relief
of abdominal
discomfort/pain
(RR 1.41; 95 %Cl,
1.241.59), im-
provement in ab-
normal bowel
habits (RR 1.72;
95 %(Cl, 1.50,
1.98) and impro-
vement in stool
consistency

(RR 1.71; 95 %ClI
1.40, 2.08). Ra-
mosetron could
lead to relief of
overall IBS symp-
toms in both
male and female
patients (RR;

95 %Cl: 1.94;
1.58, 2.38 and
1.49;1.25,1.79).
The RR (95 %Cl)
for reported ad-
verse events of
ramosetron vs
placebo was 1.10
(0.97, 1.26)
across all studies.
No serious adver-
se events (e.g.,
ischemic colitis)
were reported.
The incidences of
hard stool and
constipation
were higherin
ramosetron
group compared
with placebo
group (RR; 95%
Cl: 4.74; 3.00,
7.51 and 2.53;
1.57, 4.10,
respectively).

Methodische
Kritik

Weitere Kommenta-
re, Evidenzklasse,
Literaturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

Korrespon-
dierende
Empfehlung
Nr.
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Schiliisselfrage:

AG 12 1.0) Wie wirksam und vertrdglich/sicher sind 5-HT3-Antagonisten?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Garsed, K.;
Chernova, |.;
Hastings, M.;
Lam, C.; Mar-
ciani, L.; Singh,
G.; Henry, A;;
Hall, I.; Whor-
well, P.; Spiller,
R.; A randomi-
sed trial of on-
dansetron for
the treatment
of irritable
bowel syn-
drome with di-
arrhoea 2014
Randomisiser-
te Placebo-
kontrollierte
Studie

Populations-
beschreibung
& Anzahl n

120 patients
meeting Rome
Il criteria for
IBS-D Inclusion
criteria were age
18-75 years;
meeting Rome
Ill criteria; no
evidence of in-
flammatory
bowel disease/
microscopic
colitis (normal
colonoscopy
with biopsies
required)

Intervention,
Kontrolle|Ver-
gleich, Beobach-
tungsdauer

RCT: randomised,
double-blind, pla-
cebo-controlled
crossover study of
5 weeks of ondan-
setron 4 mg versus
placebo with dose
titration allowed,
up to two tablets
three times daily in
the first 3 weeks.
Patients completed
daily diaries docu-
menting stool con-
sistency using the
Bristol Stool Form
score. Gut transit
was measured in
the last week of
each treatment.
The primary end-
point was average
stool consistency
in the last 2 weeks
of treatment. se-
condary endpoints
were pain percepti-
on, urgency of de-
faecation, bloating,
frequency of defa-
ecation per day,
number of days per
week with pain, ur-
gency or bloating,
and IBS SS assessed
as are averages
over the last

2 weeks of each
treatment period.

Primdrer Endpunkt,
sekundéare Endpunk-
te, Ergebnisse

Ondansetron had sig-
nificant effects com-
pared to placebo regar-
ding stool consistency
(mean difference in
stool form between on-
dansetron and placebo
-0.9,95%Cl-1.1 to
-0.6, p<0.001), fewer
days with urgency
(p<0.001), lower ur-
gency scores
(p<0.001), reduced
frequency of defaecati-
on (p=0.002), less
bloating (p=0.002),
IBS symptom severity
score (83+9.8 vs 37+
9.7, p=0.001), ade-
quate relief 65 % versus
14 % (relative risk 4.7,
95% Cl 2.6 to 8.5,
p<0.001).

Pain scores did not
change significantly.
Adverse effects: consti-
pation in 9% on ondan-
setron and 2 % on pla-
cebo; not ischemic
colitis

Methodische
Kritik

Crossover De-
sign, However
the washout
period of

2 weeks was
sufficient for
most patients
to report their
symptoms
were back to
baseline.
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Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

1b

Korrespon-
dierende
Schliisselfra-
gen Nr.

Wie wirksam
und sicher/
vertraglich
sind 5-HT3-
Antagonisten
in der Thera-
pie des RDS?

Korres-
pondie-
rende
Empfeh-
lung Nr.

11-7

e435



# Thieme

Schiliisselfrage:

AG 12 2.0) Wie wirksam und vertrdglich/sicher sind 5-HT-4-Agonisten?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Ford, A. C.;
Brandt,L.].;
Young, C,;
Chey,W.D.;
Foxx-Oren-
stein, A. E.;
Moayyedi,
P.; Efficacy
of 5-HT3
antago-
nists and 5-
HT4 ago-
nists in irri-
table bow-
el syn-
drome:
systematic
review and
meta-anal-
ysis 2009
Systemati-
scher Re-
view und
Meta-Ana-
lyse

e436

Untersuchte Stu-
dien/Materialien
Welche Interven-
tionen wurden
gepriift

MEDLINE, EMBA-
SE, and the Coch-
rane Controlled
Trials Register
were searched (up
to June 2008).
Trials recruiting
adults with IBS in
primary, seconda-
ry, or tertiary care
comparing 5-HT
(3) antagonists or
5-HT(4) agonists
with placebo were
eligible. e durati-
on of therapy had
to be at least 7
days.

Studies on IBS
were identi ed
with the terms ir-
ritable bowel syn-
drome and
functional disea-
ses, colon (both as
MeSH (medical
subject heading)
and free text
terms), and IBS,
spastic colon, irri-
table colon, and
functional adj5
bowel (as free text
terms). ese were
combined using
the set operator
AND with studies
identifed with the
terms serotonin
antagonists, sero-
tonin agonists, ci-
sapride, receptors
(serotonin, 5-
HT3), and recep-
tors (serotonin, 5-
HT4) (both as
MeSH and free
text terms), and
the following free
text terms: 5-HT3,
5-HT4, alosetron,
cilansetron, tega-
serod, and renza-
pride.

Charakteristik
eingeschlosse-
ner Studien

The strategic
search identi-
fied 1593 cita-
tions. A total of
29 RCTs were
eligible for in-
clusion; place-
bo was com-
pared with
5-HT(3) anta-
gonists in

11 RCTs, with
tegaserod in
11, and with
mixed 5-HT(3)
antagonists/5-
HT(4) agonists
in 7. The study
quality was ge-
nerally high.
The RR of IBS
symptoms per-
sisting with 5-
HT(3) antago-
nists vs. place-
bo was 0.78
(95% Cl: 0.71-
0.86), with a
similar benefit
for both alose-
tron and cilan-
setron. Tegase-
rod was also
superior to
placebo
(RR=0.85;95%
Cl: 0.80-0.90).
Renzapride and
cisapride had
no benefit in
IBS.
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Primdrer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

The strategic
search identified
1593 citations. A
total of 29 RCTs
were eligible for
inclusion; place-
bo was compar-
ed with 5-HT(3)
antagonists in
11 RCTs, with te-
gaserod in 11,
and with mixed
5-HT(3) antago-
nists/5-HT(4)
agonists in 7.
The study quali-
ty was generally
high. The RR of
IBS symptoms
persisting with
5-HT(3) antago-
nists vs. placebo
was 0.78 (95 %
Cl: 0.71-0.86),
with a similar
benefit for both
alosetron and ci-
lansetron. Tega-
serod was also
superior to pla-
cebo (RR=0.85;
95% Cl: 0.80-
0.90).
Renzapride and
cisapride had no
benefit in IBS.

Methodi-
sche Kritik

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

Wie wirksam
und sicher/ver-
traglich sind 5-
HT3-Antagonis-
ten in der Thera-
pie des RDS?
Wie wirksam
und sicher/ver-
traglich sind 5-
HT4-Agonisten
in der Therapie
des RDS?

Wie wirksam
und sicher/ver-
traglich sind ge-
mischte 5-HT3-
Antagonisten/5-
HT4-Agonisten
in der Therapie
des RDS?

Korrespondie-
rende Empfeh-
lung Nr.

11-7
12-4



Referenz

Shin, A.;
Camilleri,
M.; Kolar,
G.; Erwin,
P.; West,
C. P.; Mu-
rad, M. H.;
Systematic
review
with meta-
analysis:
highly se-
lective 5-
HT4 ago-
nists (pru-
calopride,
velusetrag
or narona-
pride) in
chronic
constipati-
on 2014
Systemati-
scher Re-
view und
Meta-Ana-
lyse

Untersuchte Stu-
dien|Materialien
Welche Interven-
tionen wurden
gepriift

v Dichotomous
symptom data
were pooled to
obtain a relative
risk (RR) of remai-
ning symptomatic
after therapy,
with a 95 % confi-
dence interval
(Cl). The number
needed to treat
(NNT) was calcu-
lated from the re-
ciprocal of the risk
difference.

We searched the
medical literature
in January 2013
using MEDLINE/
Pubmed, Embase,
Cochrane Library,
and Web of Sci-
ence/Scopus for
randomised, con-
trolled trials of
highly selective 5-
HT4 agonists in
adults with CC,
with no minimum
duration of thera-
py (maximum 12
weeks) or date li-
mitations. Data
were extracted
from intention-to-
treat analyses,
pooled using a
random-effects
model, and re-
ported as relative
risk (RR), mean
differences, or
standardised
mean differences
with 95 % confi-
dence intervals

(@.

van Leeuwen P et al. Leitlinienreport zu den..

Charakteristik
eingeschlosse-
ner Studien

Main outcomes
included stool
frequency, Pa-
tient-Assess-
ment of Consti-
pation Quality
of Life (PAC-
QOL), PAC of
symptoms
(PAC-SYM) and
adverse events.
Thirteen eligi-
ble trials were
identified:

11 prucalopri-
de, 1 veluse-
trag, 1 narona-
pride. Relative
to control, tre-
atment with
highly selective
5-HT4 agonists
was superior
for all outco-
mes: mean >3
spontaneous
complete bow-
el movements
(SCBM)/week
(RR=1.85;95%
Cl11.23-2.79);
mean =1 SCBM
over Baseline
(RR=1.57;95%
Cl 1.19, 2.06);
21 point im-
provement in
PAC-QOL and
PAC-SYM sco-
res. The only
active compa-
rator trial of
prucalopride
and PEG3350

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

Main outcomes
included stool
frequency, Pa-
tient-Assess-
ment of Consti-
pation Quality of
Life (PAC-QOL),
PAC of symp-
toms (PAC-SYM)
and adverse
events. Thirteen
eligible trials
were identified:
11 prucalopride,
1 velusetrag,

1 naronapride.
Relative to con-
trol, treatment
with highly se-
lective 5-HT4
agonists was su-
perior for all
outcomes: mean
>3 spontaneous
complete bowel
movements
(SCBM)/week
(RR=1.85;95%
Cl1.23-2.79);
mean =1 SCBM
over baseline
(RR=1.57;95%
C11.19, 2.06);
=1 point impro-
vement in PAC-
QOL and PAC-
SYM scores. The
only active com-
parator trial of
prucalopride and
PEG3350 sug-
gested PEG3350
is more effica-
cious for some

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

. Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Korrespondie-
rende Empfeh-

lung Nr.

e437



# Thieme

Referenz

Sajid, M. S.;
Hebbar,
M.; Baig,
M. K.; Li,
A.; Philipo-
se, Z.; Use
of Prucalo-
pride for
Chronic
Constipati-
on: A Sys-
tematic
Review
and Meta-
analysis of
Published
Randomi-
zed, Con-
trolled Tri-
als 2016
Systemati-
scher
Review
und Meta-
Analyse

e438

Untersuchte Stu-
dien|Materialien
Welche Interven-
tionen wurden
gepriift

Datenbanken:
Medline, EMBASE,
Cochrane Colo-
rectal Cancer
Group Controlled
Trial Register,
Pain, Palliative and
Supportive Care
Group Controlled
Trial Register, De-
mentia and Co-
gnitive Improve-
ment Group
Controlled Trial
Register, Develop-
mental, Psychoso-
cial and Learning
Problems Group
Controlled Trial
Register, Multiple
Sclerosis and Rare
Diseases of the
CNS Group Con-
trolled Trial Regis-
ter, Cochrane
Central Register of
Controlled Trials
(CENTRAL) der
Cochrane Library
und Science Cita-
tion Index Expan-
ded Suchzeit-
raum: bis Mai
2015 Suchstrate-
gie: gesucht wur-
den RCTs; MeSH
terms related to
prucalopride and
chronic constipa-
tion

Charakteristik
eingeschlosse-
ner Studien

suggested
PEG3350 is
more efficacio-
us for some
end points. Ad-
verse events
were more
common with
highly selective
5-HT4 ago-
nists, but were
generally mi-
nor; headache
was the most
frequent. Most
trials studied
prucalopride.

16 Studien
wurden einge-
schlossen Er-
wachsene
(Frauen und
Manner) mit
chronischer
Obstipation
Phase Il und Il
Studien Dosie-
rungen 0,5mg,
1mg, 2mg,

4 mg Kontrol-
liert einfach
oder meist (!)
doppel-blind
Therapiedauer
1 bis 12 Wo-
chen

Primarer
Endpunkt,
sekundare
Endpunkte,
Ergebnisse

end points. Ad-
verse events
were more com-
mon with highly
selective 5-HT4
agonists, but
were generally
minor; headache
was the most
frequent. Most
trials studied
prucalopride.

Primarer End-
punkt: Anzahl
der “spontane-
ous bowel mo-
vements
(SBMs)” pro Wo-
che Sekundarer
Endpunkt: Si-
cherheit und
Vertraglichkeit
von Prucaloprid
(Komplikatio-
nen) Ergebnisse:
Prucaloprid stei-
gert die Fre-
quenz der spon-
tanen Stuhlgén-
ge (SBMs) pro
Woche in allen
verschiedenen
Dosierungen; bei
1 mg (standardi-
zed mean diffe-
rence [SMD],
0.42[95% Cl,
0.18-0.66;
P=0.006]), bei
2mg (SMD, 0.34
[95% Cl, 0.11-
0.56; P=0.003]),
und 4mg (SMD,
0.33[95%Cl,
0.22-0.44;
P=0.00001]).
Das Risiko uner-
wiinschter Ereig-
nisse oder Ne-
benwirkungen
wie Kopfschmer-
zen, Bauch-
krampfe, ausge-
pragte Flatulenz,
Benommenbheit,

Methodi-
sche Kritik

Eingeschlos-
sene Studien
mit hoher
Qualitat Sys-
tematischer
Review und
Meta-Analy-
se ebenfalls
von guter
Qualitat Ein-
zige Kritik:
Insgesamt
sind erheb-
lich mehr
Frauen als
Manner in
den Studien
eingeschlos-
sen worden

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Bouras et al 1999
USA 50 0.5mgvs
placebo, 1 mg vs
placebo, 2 mg vs
placebo Colonic
transit time Bou-
ras et al 2001
USA 40 2mgvs
placebo 4 mg vs
placebo Col.+SB
transit +gastr.
empt. Camilleri
et al 2008 USA,
Belgium 620
2mg vs place-
bo,4 mg vs pla-
cebo SBM,
HrQol, AEs Ca-
milleri et al 2009
USA 89 0.5 mg,
Tmg+2mgvs
placebo AEs, ECG
+ LZ-EKG, Phar-
macokinetics.
Coremans et al.
2003 Belgium 55
4mg vs placebo
Efficacy using
VAS, complicati-
ons, bowel
function, transit
time Emmanuel
et al 2002 UK 74
1mg vs placebo
Orocaecal trans,
visc. sens., HR-
QOL and psycho-
logical state Ke
et al 2012 Asia-
Pacific 501 2mg
vs placebo Spon-
taneous bowel
movement per

Korrespondie-
rende Schliis-
selfragen Nr.

Korrespondie-
rende Empfeh-
lung Nr.
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Referenz

Untersuchte Stu-  Charakteristik
dien|Materialien eingeschlosse-
Welche Interven-  ner Studien

tionen wurden
gepriift

Primdrer Methodi-
Endpunkt, sche Kritik
sekundare

Endpunkte,

Ergebnisse

Durchfall und
Hautausschlag
war hoher in der
Prucaloprid-
Gruppe (odds
ratio, 1.70 [95 %
Cl, 1.27 to
-2.27;
P=0.0004])

Weitere Kom-
mentare, Evi-

denzklasse, Li-
teraturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

week, safety and
adverse events
Krogh et al 2002
Denmark 1 mg vs
placebo 2 mg vs
placebo Transit
time, efficacy,
bowel function
Mugie et al 2014
Multicenter 213
2mg vs placebo
Spontaneous
bowel move-
ment per week
and HR-QOL
measurement
Muller-Nissler

et al. 2010 Ger-
many 300 1 mg,
2mg, 4 mg vs
placebo SBMs,
safety, tolerabili-
ty, HR-QOL Poen
et al 1999 Net-
herlands 24
1mg, 2mgvs
placebo Transit
time and ano-
rectal physiology
studies Quigley
et al 2009 Ireland
6412+4mgvs
placebo SBMs,
HR-QOL meas-
urement and to-
lerability Sloots
et al 2002 Net-
herlands 37 1
+2mg vs place-
bo Anorectal
physiology, bow-
el diary, transit
time Sloots et al.
2010 Nether-
lands 196 2 mg
+4mg vs place-
bo SBMs, safety
and adverse
events Tack et al.
2009 Belgium
7132mg+4mg
vs placebo, SBMs
and HR-QOL
measurement
Yiannakou et al.
2015 Multicenter
374 2mg vs pla-
cebo HR-QOL,
constipation se-
verity, SBMs
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Korrespondie-
rende Empfeh-

lung Nr.

e439



# Thieme

Schliisselfrage:

AG 12 3.0) Wie wirksam und vertrdglich/sicher ist 5-HT4-Agonist/5-HT3-Antagonist?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Ford, A. C.;
Brandt, L.].;
Young, C,;
Chey,W.D.;
Foxx-Oren-
stein, A. E.;
Moayyedi,
P.; Efficacy
of 5-HT3
antagonists
and 5-HT4
agonists in
irritable
bowel syn-
drome: sys-
tematic re-
view and
meta-anal-
ysis 2009
Systemati-
scher Re-
view und
Meta-Ana-
lyse

e440

Untersuchte Stu-
dien/Materialien
Welche Interven-
tionen wurden
gepriift

MEDLINE, EMBASE,
and the Cochrane
Controlled Trials
Register were
searched (up to
June 2008).

Trials recruiting
adults with IBS in
primary, seconda-
ry, or tertiary care
comparing 5-HT
(3) antagonists or
5-HT(4) agonists
with placebo were
eligible. e duration
of therapy had to
be at least 7 days.
Studies on IBS were
identi ed with the
terms irritable
bowel syndrome
and functional
diseases, colon
(both as MeSH
(medical subject
heading) and free
text terms), and
IBS, spastic colon,
irritable colon, and
functional adj5
bowel (as free text
terms). ese were
combined using
the set operator
AND with studies
identi ed with the
terms serotonin
antagonists, sero-
tonin agonists, ci-
sapride, receptors
(serotonin, 5-HT3),
and receptors (se-
rotonin, 5-HT4)
(both as MeSH and
free text terms),
and the following
free text terms: 5-
HT3, 5-HT4, alose-
tron, cilansetron,
tegaserod, and
renzapride.

Charakteristik einge-
schlossener Studien

The strategic search
identified 1593 cita-
tions. A total of 29 RCTs
were eligible for inclusi-
on; placebo was com-
pared with 5-HT(3) an-
tagonists in 11 RCTs,
with tegaserod in 11,
and with mixed 5-HT(3)
antagonists/5-HT(4)
agonists in 7. The study
quality was generally
high. The RR of IBS
symptoms persisting
with 5-HT(3) antago-
nists vs. placebo was
0.78 (95 % CI: 0.71-
0.86), with a similar be-
nefit for both alosetron
and cilansetron. Tegase-
rod was also superior to
placebo (RR=0.85; 95 %
Cl: 0.80-0.90). Renza-
pride and cisapride had
no benefit in IBS.

van Leeuwen P et al. Leitlinienreport zu den

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

The strategic search
identified 1593 citati-
ons. A total of 29 RCTs
were eligible for inclusi-
on; placebo was com-
pared with 5-HT(3) an-
tagonists in 11 RCTs,
with tegaserod in 11,
and with mixed 5-HT(3)
antagonists/5-HT(4)
agonists in 7. The study
quality was generally
high. The RR of IBS
symptoms persisting
with 5-HT(3) antago-
nists vs. placebo was
0.78 (95% ClI: 0.71-
0.86), with a similar be-
nefit for both alosetron
and cilansetron. Tegase-
rod was also superior to
placebo (RR=0.85; 95 %
Cl: 0.80-0.90).
Renzapride and cisapri-
de had no benefit in IBS.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Ta

Korrespon-
dierende
Schliisselfra-
gen Nr.

Wie wirksam
und sicher/
vertrdglich
sind 5-HT3-
Antagonisten
in der Thera-
pie des RDS?
Wie wirksam
und sicher/
vertraglich
sind 5-HT4-
Agonisten in
der Therapie
des RDS?

Wie wirksam
und sicher/
vertrdglich
sind gemisch-
te 5-HT3-An-
tagonisten/5-
HT4-Agonis-
ten in der The-
rapie des RDS?

Korres-
pondie-
rende
Empfeh-
lung Nr.

11-7
12-4

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

Mozaffari,
S.; Nikfar,
S.; Abdolla-
hi, M.; Effi-
cacy and
tolerability
of renza-
pride in ir-
ritable
bowel syn-
drome: a
meta-anal-
ysis of ran-
domized,
controlled
clinical tri-
als inclu-
ding 2528
patients
2014

Untersuchte Stu-
dien/Materialien
Welche Interven-
tionen wurden
gepriift

v Dichotomous
symptom data
were pooled to
obtain a relative
risk (RR) of remai-
ning symptomatic
after therapy, with
a 95 % confidence
interval (Cl). The
number needed to
treat (NNT) was
calculated from
the reciprocal of
the risk difference.

A search was done
from 1992 to Fe-
bruary 2013 for
placebo-controlled
trials that investi-
gated the efficacy
of renzapride in
IBS.

Charaketeristik einge-
schlossener Studien

Relative risk (RR) for cli-
nical efficacy in IBS
patients treated for

5 weeks or less compa-
ring renzapride to place-
bo was 1.07 (95 %
Cl=0.89-1.29,
p=0.38). This value for
IBS patients treated for
more than 5 weeks was
1.04 (95% Cl=0.78-
1.239, p=0.77). The RR
for clinical efficacy in IBS
patients treated with
renzapride (4 mg) for

5 weeks or less and more
than 5 weeks in compa-
rison to placebo was 1.2
(95% C1=0.97-1.48,
p=0.1)and 1.16 (95%
Cl=0.98-1.37,
p=0.08), respectively,
which were statistically
non-significant but clini-
cally important.

The analysis of tolerabi-
lity demonstrated that
amongst different re-
ported adverse effects,
renzapride caused diar-
rhea more than placebo
(RR=1.61 witha 95 %
Cl=1.16-2.24,
p=0.004). The RR for
withdrawals from renza-
pride compared to pla-
cebo was 1.58 (95 %
Cl=1.26-2.07,
p=0.0007).

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Relative risk (RR) for cli-
nical efficacy in IBS
patients treated for

5 weeks or less compa-
ring renzapride to place-
bo was 1.07 (95 %
Cl=0.89-1.29,
p=0.38). This value for
IBS patients treated for
more than 5 weeks was
1.04 (95% ClI=0.78-
1.239, p=0.77). The RR
for clinical efficacy in IBS
patients treated with
renzapride (4 mg) for

5 weeks or less and more
than 5 weeks in compa-
rison to placebo was 1.2
(95% C1=0.97-1.48,
p=0.1)and 1.16 (95 %
Cl=0.98-1.37,
p=0.08), respectively,
which were statistically
non-significant but clini-
cally important. The
analysis of tolerability
demonstrated that
amongst different re-
ported adverse effects,
renzapride caused diar-
rhea more than placebo
(RR=1.67 with a 95 %
Cl=1.16-2.24,
p=0.004). The RR for
withdrawals from renza-
pride compared to pla-
cebo was 1.58 (95%
Cl=1.26-2.07,
p=0.0007).

Methodi-
sche Kritik
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Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korrespon-
dierende
Schliisselfra-
gen Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.

e441



# Thieme

Schiliisselfrage:

AG 12 4.0) Wie wirksam und vertrdglich/sicher sind weitere Verfahren?
Bewertungsvorlage:

Reizdarm: Primdrstudien

Referenz Popula- Intervention, Primdrer Endpunkt, Methodi- Weitere Korrespondie-  Korrespon-
tionsbe- Kontrolle|Ver- sekundare Endpunkte, sche Kritik Kommenta- rende Schliis- dierende
schreibung  gleich, Beob- Ergebnisse re, Evidenz- selfragen Nr. Empfeh-

& Anzahl n achtungsdauer klasse, Lite- lung Nr.

raturbelege

Halmos, E. P.; 5-9
Power, V. A.;
Shepherd, S. |.;
Gibson, P. R.;
Muir, J. G.; A
diet low in
FODMAPs re-
duces symp-
toms of irrita-
ble bowel
syndrome
2014
Cash, B.D.; n=72; 4 Wochen Tx, TISS ist primdrer Endpunkt Kein vali- Cash,B.D.; AG 17 5.0; 9-1
Epstein, M. S.; mean age Placebo- 40 % reduction in the TISS dierter Sco-  Epstein, M.S.;  AG114.0
Shah, S.M.; A 40.7 years, Kontrolle from Baseline (mean change re; kurze Shah, S.M.;
Novel Delivery 75 % fema- -1.16, SD +/- 0.807), supe- Therapie-
System of le, 77.8% rior to the 24.3 % decrease dauer
Peppermint white; (mean change -0.70, SD +/-
Oil Is an Ef- Pat. mit 0.737) observed with place-
fective Thera- IBD-M/D bo (P=0.0246). The decrease
py for Irritable in the TISS of 19.6 % (mean
Bowel Syn- change -0.55, SD +/- 0.613)
drome Symp- in the PO group at 24 h was
toms 2016 also significantly larger than
mc, r, db, pl placebo (-10.3 %, mean

change -0.27, SD +/- 0.342)

(P=0.0092).
Cash, B. D.; IBS-M and Peppermint oil primary endpoint change 1b 9-1
Epstein, M. S.; IBS-D (n=35) from baseline in the TISS
Shah, S.M.; A (N=72, VS. 28 days after the start of
Novel Delivery mean age Placebo (n=37) therapy.
System of 40.7 years, - sign. in favor of PO Secon-
Peppermint 75 % fema- dary outcomes TISS score at
Oil Is an Ef- le, 77.8% 24 h after start of therapy —
fective Thera- white) sign. in favor of PO reduction
py for Irritable from baseline (24 h and
Bowel Syn- 28 days) in the frequency and
drome Symp- intensity of the 8 individual
toms 2016 symptoms included in the
Randomisiert TISS (abdominal pain or dis-
kontrollierte comfort, bloating or distensi-
Studie (RCT), on, pain at evacuation, ur-
Primdrstudie gency of BM, constipation,

diarrhea, passage of mucus
or gas, and sense of incom-
plete evacuation) — after

24 h sign. in favor of PO for
abdominal pain or discomfort
and intensity of BM urgency
- after 28 days sign. in favor
of PO for abdominal pain or
discomfort, abdominal bloa-
ting or distension, pain at
evacuation, and intensity of
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Referenz

Schliisselfrage:

Popula- Intervention,
tionsbe- Kontrolle|Ver-
schreibung  gleich, Beob-
& Anzahl n achtungsdauer

Primarer Endpunkt,
sekundéare Endpunkte,
Ergebnisse

BM urgency reduction in se-
vere or unbearable symptom
intensity and frequency —
sign. decrease in favor of PO
at 28 days — also more pro-
nounced for PO at 24 h, but
did not reach statistical signi-
ficance treatment-emergent
adverse events (TEAEs) PO
was safe and well tolerated.
TEAEs were similar in both
treatment groupsAll adverse
events were mild in intensity
with the exception of mode-
rate gastroesophageal reflux
reported by 1 patient in the
placebo group.

AG 13 1.0) Wie wirksam und vertrdglich/sicher sind Lubiprostone?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Drossman,

D. A.; Chey,
W. D.; Johan-
son, J. F.; Fass,
R.; Scott, C.;
Panas, R.;
Ueno, R.; Clini-
cal trial: lubi-
prostone in
patients with
constipation-
associated irri-
table bowel
syndrome-re-
sults of two
randomized,
placebo-con-
trolled studies
2009 RCT

Whitehead,
W. E.; Palsson,
0. S.; Ganga-
rosa, L.;
Turner, M.;

Untersuchte
Studien|
Materialien
Welche
Interventionen
wurden
gepriift

A combined anal-
ysis was perfor-
med among

1171 patients
with a Rome I
diagnosis of IBS-C
in two phase-3
randomized trials
of lubiprostone

8 mcg vs. placebo
twice daily for

12 weeks

Charakteristik
eingeschlos-
sener Studien

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

The primary efficacy end-
point was the percentage
of overall responders.

The percentage of overall
responders based on pa-
tient-rated assessments of
IBS-C symptoms was signifi-
cantly improved in patients
treated with lubiprostone

8 mcg twice daily compared
to those treated with place-
bo (total number of overall
responders in the lubipro-
stone group =17.9 %) was
significantly higher than
that in the placebo
group=10.1%; P=0.001).
Lubiprostone was well tole-
rated with a favourable
safety profile.

Half (n=31 Pa-
tients), ran-
domly selected,
then received
48 mq day of

The primary aim
was to determine
whether lubipro-
stone raises the
thresh-old for ab-

Stools were significantly
softer when taking lubi-
prostone compared to pla-
cebo (Bristol Stool scores
4.20vs 3.44, P<0.001).

Methodi-
sche Kritik

Methodi-
sche Kritik
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Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Korrespondie-
rende Schliis-
selfragen Nr.

Weitere Korrespon-
Kommen-  dierende
tare, Evi- Schliissel-
denzklas- fragen Nr.
se, Litera-
turbelege
Dross- AG 13 Se-
mann DA, kretagoga
2009 Lubiprosto-
ne
W.E.WHI-  AG 13 Se-
TEHEAD, kretagoga
2011

Korrespon-
dierende
Empfeh-
lung Nr.

Korrespondie-
rende Emp-
fehlung Nr.

Lubiprostone:
gute Wirksam-
keit hinsichtlich
der Linderung
der RDS-Obsti-
pation und
Schmerzen
sowie eine
maRige Wirk-
samkeit bei
Bldhungen
12-7

Lubiprostone
hat keinen Ef-
fekt beztiglich
abdomineller
Schmerzreduk-

e443



# Thieme

Referenz

Tucker, J.;
Lubiprostone
does not influ-
ence visceral
pain thres-
holds in pa-
tients with irri-
table bowel
syndrome
2011
double-blind,
randomized
cross-over
trial (8-week
cross-over
study)

Chang, L.;
Lembo, A.;
Sultan, S.;
American Gas-
troenterologi-
cal Association
Institute Tech-
nical Review
on the phar-
macological
management
of irritable
bowel syn-
drome 2014
Systemati-
scher Review
mit Metaana-
lyse

ed444

Untersuchte
Studien|
Materialien
Welche
Interventionen
wurden
gepriift

dominal pain in-
duced by intralu-
minal balloon dis-
tention. A
secondary aim
was to determine
whether changes
in pain sensitivity
influence clinical
pain independ-
ently of changes
in transit time.

beziiglich
Linaclotid: Ein-
schluss von 2
Phase 3 RCTs, eine
Phase 2b RCT
(dose-ranging
study), jeweils
versus Placebo.
Einschluss aller bis
2014 publizierten
Daten. Beziiglich
Lubiproston: Ein-
schluss von

2 Phase 3 RCTs

Charakteristik
eingeschlos-
sener Studien

lubiprostone
for 14 days en-
ding with a pain
sensitivity test
and a Sitzmark
test of transit
time. This was
followed by a
14-day was-
hout and then a
crossover to

14 days of pla-
cebo with tests
of pain sensiti-
vity and transit
time. The other
half of the sub-
jects received
placebo before
lubiprostone.

Beziiglich Lina-
clotid: Linaclo-
tid 290yg (bei
doseranging
study 75, 150,
300, 600yg/
die) versus Pla-
cebo. Phase 3
RCT: Pat.ein-
schluss bei po-
sitiven ROME
Il-Kriterien, <3
spontanen
Stuhlentlee-
rungen/Wo
und >25% der
Stuhlentlee-
rungen mit
Pressen, har-
tem Stuhl oder
inkompletter
Entleerung
Gber zumin-
dest 12 Wo im
letzten Jahr.
Zudem durch-
schnittlicher
taglicher
Bauchschmerz
Score >=3 von
max. 11,<3
kompletten
spontanen
Stuhlentlee-
rungen pro Wo
und max. 5
spontanen

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Thresholds for pain (17.36
vs 17.83 mmHg, lubipro-
stone vs placebo) and ur-
gency to defecate (14.14
vs 14.53 mmHg) were not
affected by lubiprostone.
Transit time was not signi-
ficantly different between
lubiprostone and placebo
(51.27 vs 51.81 h), and
neither pain sensitivity nor
transit time was a signifi-
cant predictor of clinical
pain.

Beziiglich Linaclotid: Pri-
madrer Endpunkt: FDA re-
sponse (>=30% Schmerz-/
Dyskomfort-Reduktion
und >=1 Zunahme der
spontanen kompletten
Stuhlentleerungen in >=6
von 12 Wo Therapie):
33,6%vs 17,4%RR 0,8
(0.76-0.85) Sekundare
Endpunkte: Klinisch be-
deutsame globale Verbes-
serung: 40,4% vs 19,7%
RR, 0.73 (0.65-0.82) Kli-
nisch bedeutsame Besse-
rung von Schmerz/Dys-
komfort: 36,6 % vs 23,3 %
RR, 0.83 (0.77-0.8) Fre-
quenzzunahme spontane
komplette Stuhlentleerun-
gen: 20% vs 6,2 % RR, 0.86
(0.83-0.89) Frequenzzu-
nahme spontane Stuhlent-
leerungen: 52 % vs 38,8 %
RR, 0.78 (0.72-0.86) Stu-
dien-Abbruch aufgrund Di-
arrhoe: 4,7 % vs 0,23 % RR,
14.8 (4-54) bezlglich Lu-
biproston: Primarer End-
punkt: responder for at
least 2 out of 3 months of
the study (monthly res-
ponder was defined as a
patient who reported eit-
her moderate or signifi-
cant relief of their symp-
toms of IBS for all 4 weeks

Methodi- Weitere

sche Kritik Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Hohe Studi- EK Ia

enqualitat,

hohe Pat.

zahlen in

den Studi-

en, hohe

Review-

Qualitat

(GRADE fra-

mework,

PICO Quali-

tat)

Korrespon-
dierende
Schliissel-
fragen Nr.

1 (Lubipro-
ston)

2 (Linaclo-
tid)

Korrespondie-
rende Emp-
fehlung Nr.

tion (visceral
sensory thres-
holds)

Keine Relevanz
fur LL, daher
keinem State-
ment/keiner
Empfehlung
zugeordnet
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Referenz

Li, F.; Fu, T.;
Tong, W.D;
Liu, B. H.; Li,

C. X.; Gao, V.;

Wu, |. S.;
Wang, X. F.;
Zhang, A. P;
Lubiprostone
Is Effective in

Untersuchte
Studien|
Materialien
Welche
Interventionen
wurden
gepriift

MEDLINE, Cochra-
ne, Google Scho-
lar und ClinicalTri-
als.govdatabases
Analyse gemaR
PRISMA guideli-
nes

Charakteristik
eingeschlos-
sener Studien

Stuhlentlee-
rungen pro Wo
in der Baseline-
Periode, <3
Phase 2b RCT:
Pat. Einschluss
bei mittlerem
tdglichen
Schmerz-/Dys-
komfort Score
>=2 von max.
5, <3 komplet-
te spontane
Stuhlentlee-
rungen pro
Woche und

<6 spontane
Stuhlentlee-
rungen pro
Woche. Bezlig-
lich Lubipro-
ston: 1171 pa-
tients with IBS-
C (lubiprosto-
ne, n=769;
placebo,
n=385);
durchschnittli-
cher monatl.
Schmerzgrad
zumindest
mild und 2 aus
3 Obstipati-
ons-Kriterien
(<3 SBMs per
week for at le-
ast 25 % of
bowel move-
ments, at least
25 % of SBMs
with straining
of moderate or
greater severi-
ty, and 25 % of
SBMs with a
stool consis-
tency of hard
or very hard
stool)

3 RCTs (1x Pu-
blikation von 2
RCTs) Johanson
et al, 2008, Lu-
biprostone
16mg (8 mg
bid), 32 mg
(16 mg bid),
48 mg (24 mg

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

of the month or significant
relief for at least 2 weeks of
the month): RR, 0.93;95%
Cl, 0.87-0.96; lubiproston
17,9% vs Placebo 10,1 %
Sekundére Endpunkte:
modified FDA end point:
RR, 0.88;95% Cl, 0.79-
0.96; 26,3 % vs 15,3 % ab-
dominal pain (5-Licker sca-
le): RR, 0.85; 95 % Cl, 0.76-
0.95; 36,7 % vs 25,2 % SBM
response for 6 of 12 treat-
ment weeks: RR, 0.90,
95% Cl, 0.75-1.10; 50,8 %
vs 45 % Therapieabbruch
aufgrund von Nebenwir-
kungen: RR, 0.36, 95 % Cl,
0.11-1.12; 12,8 % vs

12,3 % Adverse events
(gastrointestinal z. B. Ubel-
keit, Diarrhoe): 19 % lubi-
prostone, 14 % placebo.

Primarer Endpunkt

(ns = nicht signifikant): (1)
weekly frequency of passa-
ge of spontaneous bowel
movements (times per
week); (2) severity of con-
stipation (degree of in-
complete evacuation); (3)
consistency of stools (bo-

Methodi-
sche Kritik

Studien mit
RDS-O wur-
denin der
Meta-Analy-
se zusam-
men bewer-
tet! RDS-O-
Studien:

1 x Dosisfin-

van Leeuwen P et al. Leitlinienreport zu den... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

siehe oben

Korrespon-
dierende
Schliissel-
fragen Nr.

1

Korrespondie-
rende Emp-
fehlung Nr.

12-7

e445



# Thieme

Untersuchte
Studien|
Materialien
Welche
Interventionen
wurden
gepriift

Referenz

the Treatment
of Chronic
Idiopathic
Constipation
and Irritable
Bowel Syn-
drome: A Sys-
tematic Re-
view and
Meta-Analysis
of Random-
ized Con-
trolled Trials
2016 Meta-
Analyse

e446

Charakteristik
eingeschlos-
sener Studien

bid) vs Placebo
fiir 12 Wo
(<10% Man-
ner), 145 vs
48 Patienten,
Dosisfindungs-
studie Dross-
man et al,
2009, Lubipro-
stone 16 mg

(8 mg bid) vs
Placebo, 12Wo
(<10% Man-
ner), 390 vs
193 und 379 vs
192 Patienten
(2RCTs) White-
head et al,
2011, Crosso-
ver-Studie! Lu-
biprostone

48 mg (24 mg
bid) vs Place-
bo, 2 Wo!, 31
vs 31 Patienten
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Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

wel movement consisten-
cy); (4) degree of abdomi-
nal pain/discomfort; (5)
degree of straining; and
(6) degree of abdominal
bloating zu 1) signifikant
far alle Lubiproston-Studi-
en (RDS-O und CO = chro-
nische Obstipation) RDS-
O: Drossmann, ns; Johan-
son, sig. zu 2) signifikant
fur alle Studien RDS-O:
Drossmann, ns; Johanson,
sig. zu 3) signifikant fir alle
Studien RDS-O: Dross-
mann, ns; Johanson, sig. zu
4) signifikant fir alle Studi-
en RDS-O: Drossmann 1
RCT ns, 1 RCT sig; Johan-
son, sig. zu 5) signifikant
far alle Studien RDS-0O:
Drossmann, ns; Johanson,
sig. zu 6) signifikant fir alle
Studien RDS-O: Dross-
mann, ns; Johanson, ns.
Sekunddre Endpunkte:
Meta-Analyse zum Zeit-
punkt 1 Monat (getrennte
Auswertung! Daten fiir
RDS-0) Weekly frequency
of spontaneous bowel mo-
vements: 0.201 (0.014 to
0.387), p<0.04 Severity of
constipation: 0.271 (0.091
to 0.450), p<0.003 Con-
sistency of stools: 0.476
(0.096 to 0.856), p<0.01
Degree of abdominal pain/
discomfort: 0.109 (0.036
to 0.255), p<0.14 Degree
of straining: 0.288 (0.092
to 0.484), p<0.004 De-
gree of abdominal bloa-
ting: 0.121 (0.001 to
0.240), p<0.05

Methodi-
sche Kritik

Weitere
Kommen-

tare, Evi-

denzklas-
se, Litera-
turbelege

dungsstu-
die;

1 x Kurzzeit-
Therapie
nur tber

2 Woin
kleiner Pat.
gruppe und
mit Cross-
over;

2 xRCTs mit
ausreichen-
der Pat.zahl

Korrespon-
dierende
Schliissel-
fragen Nr.

Korrespondie-
rende Emp-
fehlung Nr.



Schiliisselfrage:

AG 13 2.0) Wie wirksam und vertrdglich/sicher ist Linaclotide?

Bewertungsvorlage:
Reizdarm Systematische Review

Referenz Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

Videlock, MEDLINE,

E.J.;Cheng,  EMBASE, and

V.; Cremo- the Cochrane

nini, F.; central regis-

Effects of ter of con-

linaclotide trolled trials

in patients

with irrita-

ble bowel

syndrome

with consti-

pation or

chronic

constipati-

on: a meta-

analysis

2013

systemati-

scher

Review

und Meta-

Analyse

Charakteristik
eingeschlosse-
ner Studien

3 RCT (siehe Be-
wertung der Lite-
raturstelle Chang
et al) Patienten-
charakteristik:
(jeweils Placebo
vs Linaclotid; 2
oder 3 RCTs je
nach Angabe)
Mittleres Alter
(range): 44 (18-
87), 45 (19-82);
44 (18-84), 43
(19-81); 44 (21-
65), 46 (21-72)
Frauen (%): 87,
92;91,91; 92,92
Mean CSBMs/Wo
(standard deviati-
on): 0.2 (0.4), 0.2
(0.4); 0.2 (0.5),
0.2(0.5);0.3
(0.5), 0.2 (0.5)
Mean abdominal
pain score (0-10
Skala; standard
deviation): 5.5
(1.7), 5.6 (1.7);
5.6(1.7),5.7
(1.7)

Primdrer Endpunkt, sekunddre Methodi- Weitere

Endpunkte, Ergebnisse sche Kritik Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Primare Endpunkte: FDA Endpunkt Review mit EK la

(>=1 komplette spontane Stuhlent- hoher Quali-

leerung (CSBM) pro Wo im Vergleich ~ tat; RCTs mit

zur Baseline +>=30% Verbesserung hohen Pat,

des mittleren wochentlichen zahlen und

Schmerzscores in >=50% der Thera-  Qualitat;

piewochen im Vergleich zur Baseli- Aussage

ne): RR 1.95 (95% C1,1.3-2.9), NNT7  auch zu Bla-

(95% Cl, 5-11); (erreicht mit Placebo  hungen.

vs Linaclotid: 14 % vs 34 %, 21 % vs
34%; nurin 2 RCT Angabe) CSBM
responder (>=3 CSBMs/Wo +>=1
CSBM/Wo (iber Baseline fiir >=75%
der Therapiewochen): RR 3.20 (95 %
Cl,2.404.26); 5% vs 18 %, 6% vs
20%, 12 % vs 32 % abdominal pain
responder: (>=30% Besserung des
Schmerzscores zur Baseline fiir
>=75% der Therapiewochen): RR
1.58 (95% Cl, 1.02 2.46); 20 % vs
39%, 27 % vs 34 % combined respon-
der: (beide Kriterien erfiillt in >=75%
der Therapiewochen): RR 3.11 (95%
Cl,1.765.49); 3% vs 13%,5% vs 12%
Sekunddre Endpunkte: adequate re-
lief responder: (IBS-C-Symptome ge-
bessert >=75 % der Therapiewo-
chen): RR 2.07 (95% Cl, 1.65 2.60).
Stuhl-Konsistenz (Bristol-Stuhl-Form;
jeweils Placebo vs Linaclotid; Einzel-
angabe aus den 3 Studien): 0.6 vs
1.9, 0.7 vs 2.1, 0.56 vs 2.28 CSBMs/
Wo: 0.7 vs 2.2,0.7 vs 2.3, 1.0 vs 3.6
abdomineller (schlimmster)
Schmerzscore (0-10 Skala); 1.1 vs
1.9, 1.1 vs 1.9 (Angabe nurin 2 RCTs)
Abdomineller Dyskomfort-Score (0-
10 Skala): 1.1vs 1.9, 1.2 vs 2.0
(2RCT) Bldhungen (0-10 Skala): 1.0
vs 1.9, 1.1 vs 1.9 Abdomineller
Schmerz (>=30% Abnahme in
>=50% der Wochen): 35 % vs 49 %;
38% vs 50 % Abdomineller Dyskom-
fort (>=30% Abnahme in >=50%
der Wochen): 31 % vs 48 %; 37 % vs
48 % Blahungen (>=30 % Abnahme in
>=50% der Wochen): 24 % vs 43 %,
30% vs 44 % Addquate Beschwerde-
linderung in >=75% der Wochen:
18% vs 42 %, 21 % vs 37 %, 22 % vs

51 % Nebenwirkungen: Diarrhoe
(290yg Linaclotid): RR 4.72 (95% Cl,
2.81-7.93)
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Korrespon-
dierende
Schliissel-
fragen Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.
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& Thieme

Referenz

Chang, L;
Lembo, A.;
Sultan, S.;
American
Gastroen-
terological
Association
Institute
Technical
Review on
the phar-
macologi-
cal ma-
nagement
of irritable
bowel syn-
drome
2014 Sys-
temati-
scher Re-
view mit
Metaana-
lyse

e448

Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

beziiglich
Linaclotid:
Einschluss
von 2 Phase
3 RCTs, eine
Phase 2b RCT
(dose-rang-
ing study),
jeweils ver-
sus Placebo.
Einschluss al-
ler bis 2014
publizierten
Daten. Be-
zliglich Lubi-
proston: Ein-
schluss von 2
Phase 3 RCTs

Charakteristik
eingeschlosse-
ner Studien

beziiglich Lina-
clotid: Linaclotid
290yg (bei dose-
ranging study 75,
150, 300, 600yg/
die) versus Place-
bo. Phase 3 RCT:
Pat.einschluss bei
positiven ROME II-
Kriterien, <3
spontanen Stuhl-
entleerungen/Wo
und >25% der
Stuhlentleerun-
gen mit Pressen,
hartem Stuhl oder
inkompletter Ent-
leerung tiber zu-
mindest 12 Wo
im letzten Jahr.
Zudem durch-
schnittlicher tag-
licher Bauch-
schmerz Score
>=3von max. 11,
<3 kompletten
spontanen Stuhl-
entleerungen pro
Wo und max. 5
spontanen Stuhl-
entleerungen pro
Wo in der Baseli-
ne-Periode, <3
Phase 2b RCT:
Pat.-Einschluss
bei mittlerem
taglichen
Schmerz-/Dys-
komfort Score
>=2von max. 5,
<3 komplette
spontane Stuhl-
entleerungen pro
Woche und <6
spontane Stuhl-
entleerungen pro
Woche. Bezliglich
Lubiproston:
1171 patients
with IBS-C (lubi-
prostone, n=769;
placebo, n=385);
durchschnittli-
cher monatl.
Schmerzgrad zu-
mindest mild und
2 aus 3 Obstipa-

Leitlinienreport zu denvan Leeuwen P et al. Leitlinienreport zu den

Primarer Endpunkt, sekundare
Endpunkte, Ergebnisse

Beziiglich Linaclotid: Primdrer End-
punkt: FDA response (>=30%
Schmerz-/Dyskomfort-Reduktion
und >=1 Zunahme der spontanen
kompletten Stuhlentleerungen in
>=6von 12 Wo Therapie): 33,6 %
vs 17,4% RR 0,8 (0.76-0.85) Se-
kundare Endpunkte: Klinisch be-
deutsame globale Verbesserung:
40,4% vs 19,7 % RR, 0.73 (0.65-
0.82) Klinisch bedeutsame Besse-
rung von Schmerz/Dyskomfort:
36,6 % vs 23,3 % RR, 0.83 (0.77-
0.8) Frequenzzunahme spontane
komplette Stuhlentleerungen: 20 %
vs 6,2 % RR, 0.86 (0.83-0.89) Fre-
quenzzunahme spontane Stuhlent-
leerungen: 52 % vs 38,8 % RR, 0.78
(0.72-0.86) Studien-Abbruch auf-
grund Diarrhoe: 4,7 % vs 0,23 % RR,
14.8 (4-54). Beztiglich Lubipro-
ston: Primarer Endpunkt: respon-
der for at least 2 out of 3 months of
the study (monthly responder was
defined as a patient who reported
either moderate or significant relief
of their symptoms of IBS for all

4 weeks of the month or significant
relief for at least 2 weeks of the
month): RR, 0.93; 95 % Cl, 0.87-
0.96; lubiproston 17,9 % vs Placebo
10,1 % Sekundére Endpunkte: mo-
dified FDA end point: RR, 0.88; 95 %
Cl, 0.79-0.96; 26,3 % vs 15,3 % ab-
dominal pain (5-Licker scale): RR,
0.85;95% Cl, 0.76-0.95; 36,7 % vs
25,2 % SBM response for 6 of 12
treatment weeks: RR, 0.90, 95 % Cl,
0.75-1.10; 50,8 % vs 45 % Thera-
pieabbruch aufgrund von Neben-
wirkungen: RR, 0.36,95% Cl, 0.11-
1.12;12,8% vs 12,3 % Adverse
events (gastrointestinal z. B. Ubel-
keit, Diarrhoe): 19 % lubiprostone,
14 % placebo.

Methodi- Weitere

sche Kritik Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Hohe Studi- EK la

enqualitat,

hohe Pat.

zahlen in den

Studien,

hohe Review-

Qualitat

(GRADE fra-

mework,

PICO Quali-

tat)

Korrespon-
dierende
Schliissel-
fragen Nr.

1 (Lubipro-
ston)

2 (Linaclo-
tid)

Korres-
pondie-
rende
Empfeh-
lung Nr.

... Z Gastroenterol 2021; 59: e334-e534 | © 2021. Thieme. All rights reserved.



Referenz

Atluri, D. K.;
Chandar,
A. K.; Bha-
rucha, A. E.;
Falck-Ytter,
Y.; Effect of
linaclotide
in irritable
bowel syn-
drome with
constipati-
on (IBS-C):
a systema-
tic review
and meta-
analysis
2014 Sys-
temati-
scher Re-
view mit
Meta-Ana-
lyse

Untersuchte
Studien|
Materialien
Welche In-
terven
tionen wur-
den gepriift

GRADE Be-
wertung a
priori wurde
ein minimal
klinisch be-
deutsamer
Effekt als re-
lative Risiko-
reduktion
von 20 % im
Vergleich zu
Placebo fest-
gelegt 5 Stu-
dien einge-
schlossen

Charakteristik
eingeschlosse-
ner Studien

tions-Kriterien
(<3 SBMs per
week for at least
25 % of bowel
movements, at
least 25 % of SBMs
with straining of
moderate or
greater severity,
and 25 % of SBMs
with a stool con-
sistency of hard
or very hard stool)

siehe Chang et al.
(Johnston et al.,
Chey et al, Rao
etal.) zudem 2
Studien zum IBS-
Qol (Carson et al.
abstract mit 1490
Pat. und Rao et al.
mit denselben
Pat. aber nur
1488 Pat). Zudem
Chey- und Rao-
RCT beziiglich
EMA endpoint
ausgewertet und
publiziert durch
Quigley et al. Pa-
tientencharakte-
ristik: schwer be-
troffen mit 0.2-
0.3 [SD 0.4-0.5]
CSBMs/Wo

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

Primary outcomes 1. FDA specified
endpoint: The FDA defines a res-
ponder as a patient who meets
both of the following criteria in the
same week for at least six of

12 weeks of treatment period: An
improvement of =30 % from baseli-
ne in the average of the daily worst
abdominal pain scores and an in-
crease of =1 complete spontane-
ous bowel movement (CSBM) from
baseline. 2. Adequate relief respon-
se: Patient reported adequate relief
from IBS symptoms for at least 9/
12 weeks. secondary outcomes 1.
EMA recommended endpoint:
12-week abdominal pain/discom-
fort responders (=30 % reduction in
mean abdominal pain and/or dis-
comfort score [11-point scales],
with neither worsening from base-
line, for =6 weeks). 2. CSBM re-
sponse:>3 CSBMs and an increase
of 21 CSBM from baseline each
week for at least 75 % (9/12) weeks.
3. Global relief response: A global
relief responder is defined as a pa-
tient who responded as being ‘so-
mewhat relieved’, ‘considerably re-
lieved’, or ‘completely relieved’ for
all 12 weeks or ‘considerably relie-
ved’ or ‘completely relieved’ for at
least six of the 12 weeks. 4. Quality
of life: defined as a clinically mea-
ningful improvement (i. e., impro-
vement > 14 points) in IBS-related
QOL as measured by the Irritable
Bowel Syndrome-Quality of Life
scale (IBSQOL). 5. Diarrhea: Diar-
rhea was considered present when
it was severe enough to necessitate
stopping of trial drug Ergebnisse:
ad 1. FDA endpoint: 2 RCTs,

1604 patients; failure in 66 % von

Methodi- Weitere

sche Kritik Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

hohe Quali- EK la

tdt von Meta-

Analyse und

Original-Stu-

dien
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Korrespon-
dierende
Schliissel-
fragen Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.
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Referenz Untersuchte  Charakteristik Primdrer Endpunkt, sekundare Methodi- Weitere Korrespon-  Korres-
Studien| eingeschlosse- Endpunkte, Ergebnisse sche Kritik Kommenta- dierende pondie-
Materialien ner Studien re, Evidenz- Schliissel- rende
Welche In- klasse, Lite- fragen Nr. Empfeh-
terven raturbelege lung Nr.
tionen wur-
den gepriift
806 linaclotid vs 82.6 % von
798 placebo (RR of failure to res-
pond: 0.80; 95 % Cl 0.76-0.85) ad
2. CSBM response endpoint: 3
RCTs, 1773 patients; failure in 80 %
von 890 linaclotid 828 (93.7 % von
883 placebo (RR of failure to res-
pond: 0.86; 95 % Cl 0.83-0.89) ad
3. Adequate relief response end-
point: 3 RCTs, 1773 patients; failed
59.5 % von 890 linaclotid vs 80 %
von 883 placebo (RR 0.73; 95 % Cl
0.65-0.82) ad 4. Global relief re-
sponse endpoint: 3 RCTs, 1773 pa-
tients; failed 55 % von 890 linaclo-
tid vs 76.7 % von 883 placebo
(RR0.71;95% C1 0.63-0.80) ad 5.
Clinically meaningful improvement
in IBS-QOL: 2 RCTs, 1659 patients;
Failure 48 % von 832 linaclotid vs
61 % von 827 placebo (RR 0.78;
95% Cl 0.72-0.86) ad 6. EMA end-
point: 2RCTs, 1604 patients; failure
45.5 % von 806 linaclotid vs 59.9 %
von 798 placebo (RR 0.76; 95 % Cl
0.69-0.84) ad 7. Diarrhoe (Studi-
enabbruch): 3 RCTs, 1773 patients;
42/890 linaclotid vs 2/883 placebo
(RR 14.75; 95% Cl 4.0-53.8)
Schiliisselfrage:
AG 13 3.0) Wie wirksam und vertrdglich/sicher ist Plecanatide?
Bewertungsvorlage:
Reizdarm Systematische Review
Referenz Untersuchte Charakteristik Primarer Endpunkt, sekundare Methodische Weitere Korres- Korres-
Studien| eingeschlosse- Endpunkte, Ergebnisse Kritik Kom- pondie- pondie-
Materialien ner Studien mentare, rende rende
Welche Inter- Evidenz- Schliis- Empfeh-
ventionen klasse, selfragen  lung Nr.
wurden Literatur-  Nr.
gepriift belege
Shah, PubMED, EM- Miner 2014 Primdrer Endpunkt: 1. FDA-approved Meta-Analyse Miner 3 12-5
Eric D; BASE, Cochra-  (phase IIb), Ple- composite responder endpoint is de- von qualitativ 2014; 2x 12-6
Kim, ne Central Re-  canatide, Rome crease in weekly average of worst ab- hochwertigen Studien
Hyungjin gister of 11, 0,3/1/3/9mg/  dominal painin past 24 h of 230% RCTs auf
Myra; Controlled Tri-  d vs Placebo, 12 with concurrent increase in CSBM
Schoen- als, and clini- Wo, Frauen 81% (complete spontaneous bowel move-
feld, Philip;  caltrials.gov NCT02387 359 ments) 21 per week for at least 50 %
Efficacy databases (phase Ill), Pleca-  of the weeks in a 12-week trial of the-
and Tolera- natide, Rome rapy plecanatide 3 mg (OR=1.87,
bility of I, 3und 6mg/d  95%Cl 1.47-2.38; NNT=9, 95% Cl 6-
Guanylate vs Placebo, 16) and 6mg (OR=1.92,95% Cl 1.48-

e450
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Referenz

Cyclase-C
Agonists
for Irritable
Bowel Syn-
drome
with Con-
stipation
and Chro-
nic Idiopa-
thic Con-
stipation: A
Systematic
Review and
Meta-Ana-
lysis. 2018
Meta-
anlyse

Schliisselfrage:

Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

Charakteristik
eingeschlosse-
ner Studien

12 Wo, Frauen
72%

NCT02 493 452
(phase Ill), Pleca-
natide, Rome I,
3 und 6mg/d, 12
Wo, Frauen 76 %

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

2.48; NNT=9, 95% Cl 6-17) 2. Diar-
rhoe plecanatide 3 mg (OR=10.36,
95 % Cl 1.92-55.89; NNH>100) and
6mg (OR=11.08,95% Cl 1.42-86.24;
NNH>100) Sekundare Endpunkte: 1.
CSBM/wk Placebo 1.3 0.3 mg/d 1.3
1mg/d 2.1 3mg/d 2.7 9mg/d 2.4 2.
Worst abd pain (0 to 10) Placebo 1.4
0.3mg/d 1.5 1 mg/d 1.5 3mg/d 2.0
9mg/d 1.8 3. raw percentages of out-
comes (Studien von oben nach unten):
Miner 2014, NCT02 387 359,

NCT02 493 452 3a. Efficacy (n/N, [%])
Treatment Placebo 36/86 (41.9%) 21/
85 (24.7%) 3 mg: 81/377 (21.5%) 6
mg: 91/379 (24.0 %) 54/379 (14.2%) 3
mg: 106/351 (30.2 %) 6 mg: 103/349
(29.5 %) 63/354 (17.8 %) 3b. Diarrhea
as an adverse event (n/N, [%]) Treat-
ment Placebo 8/86 (9.3 %) 0/86 (0.0 %)
3mg: 12/377 (3.2 %) 6 mg: 14/379
(3.7%) 5/379 (1.3%) 3 mg: 19/351
(5.4%) 6 mg: 15/349 (4.3%) 2/354
(0.6 %) 3c. Study withdrawals due to
diarrhea (n/N, [%]) Treatment Placebo
5/86 (5.8 %) 0/86 (0.0 %) 3 mg: 3/377
(0.8%) 6 mg: 6/379 (1.6 %) 0/379
(0.0%) 3 mg: 6/351 (1.7 %) 6 mg: 4/
349 (1.2%) 0/354 (0.0%)

AG 14 1.0) Wie wirksam und vertrdglich/sicher sind Trizyklische Antidepressiva?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift
Chao, G. Q.; For the years
Zhang, S.; A from 1966
meta-analy- until May
sis of the 2012, Pub-
therapeutic Med, Sco-
effects of pus, Web of
amitriptyline  Science and
for treating the Cochra-
irritable ne Central
bowel syn- Register of
drome 2013 Controlled

Charakteris-
tik einge-
schlossener
Studien

Four randomi-
zed, placebo-
controlled cli-
nical trials
with amitrip-
tyline were in-
cluded in the
metaanalysis.
Duration 4-
12 weeks;
AMT Dosis

Methodische

Primérer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Response to Treatment (3 Stu-
dien: improvement of IBS
symptoms determined by pa-
tients; 1 Studie Complete loss
of symptoms at the end of the
study or at least two scores
with a decrease in the number
of symptoms) Response to
Treatment: 42/65 mit AMT
und 20/65 Placebo relative risk
for clinical improvement with

Methodische
Kritik

Keine Analyse
Abbruchraten
und Neben-
wirkungen

Weitere Korres- Korres-
Kom- pondie- pondie-
mentare, rende rende
Evidenz- Schliis- Empfeh-
klasse, selfragen  lung Nr.
Literatur- Nr.
belege
Weitere Korrespon- Korrespondie-
Kommen- dierende rende Emp-
tare, Evi- Schliissel- fehlung Nr.
denzklas- fragen Nr.
se, Litera-
turbelege
Evidenzle- 1 Das trizykli-
vel 1 sche Antide-
Jadad score pressivum
3/5 fir alle Amitriptylin
Studien kann zur The-
rapie von
Schmerzen
globaler
Symptomatik
(mit Ausnah-
me von Obsti-
e451
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& Thieme

Referenz Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Systemati- Trials were

sche Uber- searched for

sichtsarbeit double-
blind, place-
bo-con-
trolled trials
investigating
the efficacy
of amitripty-
line in the
manage-
ment of IBS

Ford, A. C.; updated sys-

Quigley, E. tematic re-

M.; Lacy, B. view and

E.; Lembo, meta-analy-

A.].; Saito, Y. sis of ran-

A.; Schiller, domized

L. R.; Soffer, controlled

E. E.; Spie- trials (RCTs).

gel, B. M.; MEDLINE,

Moayyedi, EMBASE, and

P.; Effect of the Cochra-

antidepres- ne Con-

sants and trolled Trials

psychologi- Register

cal thera- were sear-

pies, inclu- ched (up to

ding hypno- December

therapy, in 2013).

irritable

bowel syn-

drome: sys-

tematic re-

view and

meta-analy-

sis 2014

Systemati-

scher Revew

mit Meta-

analyse von

RCTs

Xie, C.; MEDLINE,

Tang, Y.; EMBASE,

Wang, Y.; Scopus and

Yu, T.; The Cochra-

Wang, Y.; ne Library for

Jiang, L.; Lin, randomized

L.; Efficacy controlled

and Safety of  trials bis

e452

Charakteris-
tik einge-
schlossener
Studien

zwischen 10-
und 50 mg

11 RCTs mit
744 Patienten,
in denen TCAs
mit Placebo
verglichen
wurden. Desi-
pramine

150 mg, Trimi-
pra-mine

50 mg, Amit-
riptyline 10 mg
or 12,5mg
Doxepin 50 mg
or 75mg, Nor-
tiptyline
10mg). 1 Stu-
die mit Imipra-
mine 50 mg;
Studiendauer
4-12 Wochen
7 RCTs mit 356
Patienten, in
denen SSRIs
mit Placebo
verglichen
wurden: Paro-
xetine 20 mg
or40mg,
Fluoxetine

20 mg Citalo-
pram 20 mg or
40mg) 1 Stu-
die mit Imipra-
min 50 mg und
Citalopram

40 mg; 4-12
Wochen

6 RCTs mit TCA
im Vergleich
zu Placebo,
428 Patienten,
4-12 Wochen
Dauer Desipra-
mine 150 mg,
Trimipramine

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

amitriptyline therapy was 4.18
(95% Cl: 2.00 to 8.77,
p=0.0001).

Of 416 patients receiving
TCA,180 (43.3 %) had no im-
provement in symptoms aft er
treatment, compared with
209 (63.7 %) of 328 receiving
placebo. The RR of IBS symp-
toms not improving with TCAs
compared with placebo was
0.66 (95 % Cl=0.56-0.79).
The NNT with TCAs was 4

(95 % Cl=3-6) Seven trials
compared SSRIs with placebo
in a total of 356 patients. In all,
80 (45.5 %) of 176 patients al-
located to SSRIs had no im-
provement in symptoms follo-
wing therapy, compared with
121 (67.2 %) of 180 placebo
patients. Th e RR of IBS symp-
toms not improving with SSRIs
compared with placebo was
0.68 (95% C1=0.51-0.91).
The NNT with SSRIs was 4

(95 % Cl=2.5-20) Keine
schweren Nebenwirkungen
berichtet 31 Studien vergli-
chen Psychotherapie mit Kon-
trolltherapie bzw. “usual ma-
nagement”: The RR of
symptoms not improving with
psychological therapies was
0.68 (95% Cl=0.61-0.76).
Cognitive behavioral therapy,
hypnotherapy, multicompo-
nent psychological therapy,
and dynamic psychotherapy
were all beneficial.

treatment with TCAs showed
an improvement in global
symptoms (RR=1.36, 95 % Cl
1.07,1.71): 132/249 in TCA
und 70/179 in Placebogruppe.
Abbruchrate wegen NW in
TCA-Gruppe 10/108 und in
Placebogruppe 8/97 mit RR

Methodische
Kritik

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Korrespon-
dierende
Schiliissel-
fragen Nr.

Evidenzle- 1und?2

vel 1a

Von der Steu-
ergruppe wur-
den keine Kri-
terien zur
Bewertung
der methodi-
schen Qualitat
von systemati-
schen Uber-
sichtsarbeiten
wie z. B. AM-
STAR vorgege-
ben. Eine Be-
wertung der
methodischen
Studienquali-
tat nach ei-
nem gangigen
Schema, z.B.
Jadad Score,
erfolgte nicht
durch Ford et
al. Eine Sub-
gruppenanaly-
se fiir TCA und
SSRI fiir die
Abbruchraten
wegen Neben-
wirkungen
wurde nicht
durchgefiihrt

AMSTAR Be- 1und 2
wertung von

systemati-

schen Reviews

nicht vorgege-

ben. Von Steu-

ergruppe nur

globale Anga-

EL 1a

Korrespondie-
rende Emp-
fehlung Nr.

pation) einge-
setzt werden
(EL 1a, Emp-
fehlung)

13-3

1: Trizyklische
Antidepressiva
kénnen bei Er-
wachsenen zur
Therapie von
Schmerzen
und globaler
Symptomatik
(mit Ausnah-
me von Obsti-
pation) einge-
setzt werden
(EL 13, Emp-
fehlung) 2:
SSRI kénnen
bei Erwachse-
nen zur Thera-
pie der globa-
len Sympto-
matik erwogen
werden. Offe-
ne Empfehlung
13-3

13-4

1: Trizyklische
Antidepressiva
konnen bei Er-
wachsenen zur
Therapie von
Schmerzen
und globaler
Symptomatik
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Referenz Untersuchte  Charakteris- Primarer Endpunkt,
Studien| tik einge- sekundare Endpunkte,
Materialien schlossener Ergebnisse
Welche Studien
Interven-
tionen wur-
den gepriift
Antidepres- September 50 mg, Amit- 1.92 (95% C10.89, 4.17). The
sants forthe 2014 riptyline pooled RR of the rate of dro-
Treatment of 10mg, Imipra-  pout in the TCAs group was
Irritable mine 25mgor  1.92 with 95% Cl (0.89, 4.17).
Bowel Syn- 40mg 5 RCTs SSRIs showed no statistically
drome: A mit SSRI'im significant difference in global
Meta-Analy- Vergleich zu symptoms when compared
sis 2015 Placebo, with the control groups
Systemati- 371 Patienten (RR=1.38,95% Cl 0.83, 2.28).
sche Uber- 4-12 Wochen 104/185 in the SSRI and 69/
sichtsarbeit Dauer Paroxe- 186 in the placebo group im-
mit Meta- tine 20 mg or proved. Abbruchrate wegen
analyse 50mg, Fluoxe- ~ NW in SSRI 13/93 und in Pla-
tine 20 mg cebogruppe 9/96 mit RR 1.50
Citalopram (95% C1 06.7, 3.35)
20mg or
40mg). stud-
ied both (Imi-
pramine
50mg and
citalopram
40 mg
Schliisselfrage:
AG 14 2.0) Wie wirksam und vertrdglich/sicher ist SSRI?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz

Ford,A.C.;
Quigley,
E. M.;
Lacy,B. E;
Lembo,

A. ].; Sai-
to, Y. A;
Schiller,

L. R.; Sof-
fer, E. E.;
Spiegel,

B. M.;
Moayyedi,
P.; Effect
of antide-
pressants
and psy-
chological
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Untersuchte
Studien|
Materialien
Welche Inter-
ventionen
wurden
gepriift

updated syste-
matic review
and meta-a-
nalysis of ran-
domized con-
trolled trials
(RCTs). MEDLI-
NE, EMBASE,
and the Coch-
rane Con-
trolled Trials
Register were
searched (up
to December
2013).

Charakteris-
tik einge-
schlossener
Studien

11 RCTs mit
744 Patienten,
in denen TCAs
mit Placebo
verglichen
wurden. Desi-
pramine

150 mg, Trimi-
pramine

50 mg, Amit-
riptyline
10mgor

12,5 mg Doxe-
pin 50 mg or
75mg, Nortip-
tyline 10 mg).
1 Studie mit
Imipramine

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Of 416 patients receiving
TCA,180 (43.3 %) had no im-
provement in symptoms aft
er treatment, compared with
209 (63.7 %) of 328 receiving
placebo. The RR of IBS symp-
toms not improving with
TCAs compared with placebo
was 0.66 (95% Cl=0.56—
0.79). The NNT with TCAs
was 4 (95 % Cl=3-6). Seven
trials compared SSRIs with
placebo in a total of 356 pa-
tients. In all, 80 (45.5 %) of
176 patients allocated to
SSRIs had no improvement in
symptoms following therapy,
compared with 121 (67.2 %)

Methodische
Kritik

be des Jadad
Scores der ein-
geschlossenen
Studien mit
TCA und SSRI.
10 von 12 hat-
ten einen Ja-
dad Score
>=4

Methodische
Kritik

Von der Steu-
ergruppe wur-
den keine Kri-
terien zur
Bewertung der
methodischen
Qualitat von
systemati-
schen Uber-
sichtsarbeiten
wie z. B. AM-
STAR vorgege-
ben. Eine Be-
wertung der
methodischen
Studienquali-
tat nach einem
gangigen

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenzle-
vel 1a

Korrespon-
dierende
Schiliissel-
fragen Nr.

Korrespon-
dierende
Schliisselfra-
gen Nr.

1und 2

Korrespondie-
rende Emp-
fehlung Nr.

(mit Ausnah-
me von Obsti-
pation) einge-
setzt werden
(EL 1a, Emp-
fehlung) 2:
SSRI kénnen
bei Erwachse-
nen zur Thera-
pie der globa-
len Sympto-
matik einge-
setzt werden.
(EL1a, Offene
Empfehlung)
13-3

13-4

Korrespondie-
rende Emp-
fehlung Nr.

1: Trizyklische
Antidepressiva
kénnen bei Er-
wachsenen zur
Therapie von
Schmerzen
und globaler
Symptomatik
(mit Ausnah-
me von Obsti-
pation) einge-
setzt werden
(EL 1a, Emp-
fehlung) 2:
SSRI kénnen
bei Erwachse-
nen zur Thera-
pie der globa-
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Referenz Untersuchte Charakteris- Primdrer Endpunkt, Methodische Weitere Korrespon- Korrespondie-
Studien| tik einge- sekundare Endpunkte, Kritik Kommen- dierende rende Emp-
Materialien schlossener Ergebnisse tare, Evi- Schliisselfra- fehlung Nr.
Welche Inter- Studien denzklas- gen Nr.
ventionen se, Litera-
wurden turbelege
gepriift
therapies, 50 mg; Studi- of 180 placebo patients. The Schema, z.B. len Symptoma-
including endauer 4- RR of IBS symptoms not im- Jadad-Score, tik erwogen
hypnothe- 12 Wochen proving with SSRIs compared  erfolgte nicht werden. Offe-
rapy, in ir- 7 RCTs mit with placebo was 0.68 (95 % durch Ford et ne Empfehlung
ritable 356 Patienten,  CI=0.51-0.91). The NNT al. Eine Sub- 13-3
bowel in denen SSRIs  with SSRIs was 4 (95 % gruppenanaly- 13-4
syn- mit Placebo Cl=2.5-20). Keine schweren  se fiir TCA und
drome: verglichen Nebenwirkungen berichtet, SSRI fiir die
systema- wurden: Paro- 31 Studien verglichen Psy- Abbruchraten
tic review xetine 20 mg chotherapie mit Kontrollthe-  wegen Neben-
and meta- or 40 mg, rapie bzw. “usual manage- wirkungen
analysis Fluoxetin ment”: The RR of symptoms wurde nicht
2014 Sys- 20 mg Citalo- not improving with psycho- durchgefiihrt
temati- pram 20mgor logical therapies was 0.68
scher Re- 40 mg) 1 Stu- (95% Cl=0.61-0.76). Cogni-
vew mit die mit Imipra- tive behavioral therapy, hyp-
Metaana- min 50 mg notherapy, multicomponent
lyse von und Citalo- psychological therapy, and
RCTs pram 40 mg; dynamic psychotherapy were
4-12 Wochen all beneficial.
Xie, C.; MEDLINE, EM- 6 RCTs mit treatment with TCAs showed ~ AMSTAR Be- EL 1a 1Tund 2 1: Trizyklische
Tang, Y.; BASE, Scopus TCA im Ver- an improvement in global wertung von Antidepressiva
Wang, Y.; and The Coch-  gleich zu Pla- symptoms (RR=1.36,95%Cl  systemati- kénnen bei Er-
Yu, T.; rane Library cebo, 428 Pa- 1.07,1.71): 132/249in TCA schen Reviews wachsenen zur
Wang, Y.;  for random- tienten, 4-12 und 70/179 in Placebogrup- nicht vorgege- Therapie von
Jiang, L.; ized controlled ~ Wochen Dauer  pe. Abbruchrate wegen NW ben von Steu- Schmerzen
Lin, L.; Ef-  trials bis Sep- Desipramine inTCA-Gruppe 10/108 undin  ergruppe. Nur und globaler
ficacy tember 2014 150 mg, Trimi-  Placebo Gruppe 8/97 mit RR globale Anga- Symptomatik
and pramine 1.92(95%C10.89,4.17). The  be des Jadad- (mit Ausnah-
Safety of 50 mg, Amit- pooled RR of the rate of dro-  Scores der ein- me von Obsti-
Antide- riptyline pout in the TCAs group was geschlossenen pation) einge-
pressants 10 mg, Imipra- 1.92 with 95 % CI Studien mit setzt werden
for the mine 25mgor  (0.89, 4.17). TCA und SSRI. (EL 1a, Emp-
Treat- 40mg 5 RCTs SSRIs showed no statistically 10 von 12 hat- fehlung) 2:
ment of mit SSRIim significant difference in glo- ten einen |a- SSRI kénnen
Irritable Vergleich zu bal symptoms when compar-  dad-Score bei Erwachse-
Bowel Placebo, 371 ed with the control groups >=4 nen zur Thera-
Syn- Patienten 4- (RR=1.38,95% Cl 0.83, pie der globa-
drome: A 12 Wochen 2.28). 104/185 in the SSRI len Symptoma-
Meta- Dauer Paroxe- and 69/186 in the placebo tik eingesetzt
Analysis tine 20 mg or group improved. Abbruchra- werden. (EL1a,
2015 50mg, Fluoxe-  te wegen NW in SSRI 13/93 Offene Emp-
Systema- tine 20 mg Ci- und in Placebogruppe 9/96 fehlung)
tische talopram mit RR 1.50 (95% Cl 06.7, 13-3
Uber- 20 mg or 3.35) 13-4
sichtsar- 40 mg). stud-
beit mit ied both (Imi-
Meta- pramine
analyse 50mg and Ci-
talopram
40 mg
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Schiliisselfrage:

AG 14 2.0) Wie wirksam und vertrdglich/sicher ist SSRI?
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Vahedi, H.;
Merat, S.;
Rashidioon,
A.; Ghod-
doosi, A.;
Malekzadeh,
R.; The ef-
fect of fluo-
xetine in pa-
tients with
pain and
constipati-
on-predomi-
nant irritable
bowel syn-
drome: a
double-blind
randomized-
controlled
study 2005
RCT

Populationsbe-
schreibung &
Anzahl n

Forty-four cases
meeting Rome
Il criteria for irri-
table bowel syn-
drome with pre-
dominance of
pain and consti-
pation were in-
cluded in this
study. The
mean age of
participants was
34.9+10.0 ye-
ars (17 males
and 27 fema-
les).

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

Fluoxetin

20 mg/d vs.
Placebo over
12 weeks

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Five major symptoms addressed
by the Rome Il criteria were
studied: significant abdominal
discomfort, significant sense of
bloating, hard stool consistency,
frequency of bowel movement
<3 times a week, and change in
bowel habit. A significant
abdominal discomfort and
sense of bloating was defined
as when it interfered with daily
activities.

At week 4 of treatment, all five
symptoms were significantly
less frequent between the
fluoxetine group vs. the placebo
group (P <0.05 for each symp-
tom).

This advantage continued till
the end of treatment at week
12. Interestingly even 4 weeks
after end of treatment, four of
the five symptoms were still sig-
nificantly less frequent in the
fluoxetine group. Only ‘change
in bowel habit’ was equally fre-
quent between the two groups
at week 16, 4 weeks after end of
treatment. Therapie-Ende
(Fluoextin vs. Placebo); Abdom-
inal discomfort: 50 % vs. 90 %;
Bloating: 60 % vs. 90 %; Hard
stool consistency: 20 % vs. 50 %;
<3 bowel movements/week:
10% vs. 50 %; Change bowel
habit: 20 % vs. 20 % Kein
Abbruch wegen Nebenwirkun-
gen. Adverse events observed
during the study were not signi-
ficantly different between the
two groups.

Methodi- Weitere Korres-

sche Kritik Kommen- pondie-
tare, Evi- rende
denzklas- Schliissel-
se, Litera- fragen Nr.
turbelege

Keine Abso- 2

lutzahlen bei

Ergebnissen

genannt
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Korrespon-
dierende
Empfeh-
lung Nr.

13-5
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Schiliisselfrage:

AG 14 3.0) Wie wirksam und vertrdglich/sicher ist NSRI?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz Populations-

Interven-

beschreibung tion, Kon-

& Anzahl n

Brennan, B. P.; Fo-
garty, K. V.; Ro-
berts, J. L.; Rey-

H. G., Jr.; Hudson,
J. I.; Duloxetine in
the treatment of
irritable bowel syn-
drome: an open-
label pilot study
2009

Nicht randomi-
sierte und nicht
kontrollierte
Studie

Kaplan, A.; Fran-
zen, M. D.; Nickell,
P. V.; Ransom, D;
Lebovitz, P. |.; An
open-label trial of
duloxetine in pa-
tients with irritable
bowel syndrome
and comorbid ge-
neralized anxiety
disorder 2014
Nicht-randomi-
sierte und nicht
kontrollierte
Studie

Lewis-Fernandez,
R.; Lam, P.; Lucak,
S.; Galfalvy, H.;

Jackson, E.; Fried,

17 Patienten
mit RDS nach
Rome-3-Krite- tin flexibel
rien (12 RDS- zwischen

trolle/Ver-
gleich, Be-
obachtungs-
dauer

15 IBS-Patien- Duloxetin
ten ohne ma-
jore Depressi-
nolds, K. A.; Pope, on

60 mg tiber
12 Wochen

13 Patienten Duloxetin
mit IBS und flexibel
generalisierter  zwischen
Angststorung 60 und

120 mg/d
tiber
12 Wochen

12 Wochen
lang Duloxe-

J.; Rosario, M.;dela =, 4 RDS-D 30 und
Cruz, A. A.; San- und 1 RDS-ge- 120 mg/d
chez-lacay, A.; Di- mischt)und

az, S.; Schneier, F.; majorer De-

An Open-Label Pi- pression

lot Study of Dulo- (strukturiertes

xetine in Patients psychiat-

With Irritable Bow- risches Inter-

el Syndrome and view)

Comorbid Major
Depressive Disor-
der 2016 Open
label (keine
Kontrolle; keine
Verblindung)

e456

Primarer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

Duloxetine was associated
with significant improve-
ment (p<0.05) in pain,
severity of illness, quality of
life, loose stool, work and
family disability, and anxie-
ty. However, duloxetine did
not improve hard stool.
Keine schwerwiegenden
Nebenwirkungen. 7 von

15 Patienten brachen
Studie wegen Nebenwir-
kungen ab.

Significant improvement
was observed on the CGI-
Improvement (F=14.19,
df=1,12, p<0.001) and
Severity scales (F=16.16,
df=1,12, p<0.001). Se-
condary measures revealed
significant reduction in
symptoms of anxiety
(F=11.66, df=1,12,
p<0.01), np(2)=0.56, and
IBS-SSS (F=6.05, df=1,12,
p<0.001), np(2)=0.34, in
addition to IBS-QOL impro-
vements (F=11.66,
df=1,12, p<0.01), np
(2)=0.56.

Six patients were rated res-
ponders for both IBS and
MDD, 4 patients only for
IBS, and 3 patients only for
MDD.

10/17 Patienten beende-
ten die Studie; 1 brach we-
gen Nebenwirkungen ab;
keine schweren Nebenwir-
kungen

Weitere Korres-
Kommen- pondie-
tare, Evi- rende
denzklas- Schiliis-
se, Litera- selfra-

turbelege gen Nr.

EL4 3
3
EL4 3

Korrespondieren-
de Empfehlung Nr.

3: Der Einsatz des
Serotonin-Noradre-
nalin - Wiederauf-
nahme-Hemmers
Duloxetin kann bei
Erwachsenen zur
Therapie der globa-
len Symptomatik
und von psy-
chischen Beschwer-
den erwogen wer-
den (EL 4, offene
Empfehlung)

13-5

Der Einsatz des Se-
rotonin-Noradrena-
lin -Wiederaufnah-
me-Hemmers Du-
loxetin kann bei
Erwachsenen zur
Therapie der globa-
len Symptomatik
und von psy-
chischen Beschwer-
den erwogen wer-
den (EL 4, offene
Empfehlung)

13-5

Der Einsatz des Se-
rotonin-Noradrena-
lin-Wiederaufnah-
me-Hemmers Du-
loxetin kann bei
Erwachsenen mit
komorbider Angst-
und depressiver
Stérung zur Thera-
pie der globalen
Symptomatik und
von psychischen
Beschwerden er-
wogen werden. EL
4, offene Empfeh-
lung.

13-5
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Schiliisselfrage:

AG 15 1.0) Wie wirksam und vertrdglich/sicher sind Entschdumer/Simethicon?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Wittmann, T.; Para-
dowski, L.; Ducrot-
te, P.; Bueno, L,;
Andro Delestrain,
M. C.; Clinical trial:
the efficacy of alve-
rine citrate/simeti-
cone combination
on abdominal pain/
discomfort in irrita-
ble bowel syn-
drome - a rando-
mized, double-
blind, placebo-con-
trolled study 2010
doppelblind, ran-
domisiert, Place-
bo-kontrolliert,
multicenter

(17 Zentren in
Ungarn und Polen)

Ducrotte, P.; Gri-
maud, . C.; Dapoi-
gny, M.; Personnic,
S.; O’Mahony, V.;
Andro-Delestrain,
M. C.; On-demand
treatment with al-
verine citrate/sime-
ticone compared
with standard treat-
ments for irritable
bowel syndrome:
results of a rando-
mised pragmatic
study 2014
»~Pragmatische*
kontrollierte Stu-
die mit 2 randomi-
sierten Gruppen
von RDS-Pat., bei
denen eine Gruppe
zusétzlich zur
Standardtherapie
“on demand” das
Kombi-Praparat
Alverin citrat|
Simeticon dazu
nehmen konnte

Populations-
beschrei-
bung &
Anzahl n

412 RDS Pat
Rom IIl, 71 %
weibl., mittl.
Alter 46 Jahre

436 Pat, Alter
54 Jahre,
73,4 % weibl.

Intervention,
Kontrolle|
Vergleich, Be-
obachtungs-
dauer

Nach 2 Wo-
chen Run-in

4 WoPhen Be-
handlung mit
Kombinations-
prdparat 60 mg
Alverine Citrat
und 300 mg Si-
meticon (ACS),
Messung von
abdominellem
Schmerz auf
VASnach 1,2
und 4 Wochen

zu Beginn
randomisierte
Einteilung, ob
weiter Stan-
dardtherapie
oder on
demand ACS
dazu, Gesamt-
dauer

6 Monate

Primarer Endpunkt,
sekundédre Endpunkte,
Ergebnisse

primarer Endpunkt: Intenti-
on to treat: Schmerzstarke
im Vergleich zur Ausgangs-
phase nach 4 Wochen, Res-
ponder = Verbesserung um
mindestens 50 % nach

4 Wochen. Responder-Rate
unter ACS 46,8 % versus
34,3% (p=0,01), VAS score
sign niedriger als bei Place-
bo (p=0,047), ohne Konfi-
denzintervall.
Per-Protokoll: Reduktion im
VAS Score groRer als Place-
bo (39 mm (3-95) versus
49,5mm (0-90), p=0,036
sek Endpunkt: Wirkung
nach 1 und 2 Wochen: nach
1 Woche keine sign. Wir-
kung, nach 2 Wochen sign
Wirkung gegentiber Place-
bo (Responderrate 27,9 ver-
sus 17,2%)

prim. Endpunkt: IBS QoL
sek. Endpunkte IBS-SSS, %
Responders, Schmerzreduk-
tion, Bldhungsintensitat. Er-
gebnis: nach 6 Monaten
zeigte die ACS-Gruppe eine
starkere Besserung in der
QoL und bei der Linderung
der RDS-Symptome

Methodische
Kritik

Studienqualitdt
2b, durch Verwen-
dung eines Misch-
praparates ist die
Wirkung keiner
Einzelsubstanz zu-
zuordnen, zur Be-
urteilung von Si-
meticon fehlt die
Untersuchung der
Wirkung auf Bla-
hungen. Die Wir-
kung auf den
Schmerz lasst sich
eher durch das
Spasmolyticum
erkldren

qualitativ minder-
wertige Studie
ohne Placebo,
nicht verblindet,
keine Standraddo-
sis, sondern on
demand, Misch-
praparat, sodass
die Wirkung des
Entschdaumers al-
lein daraus nicht
abgeleitet werden
kann

Weitere
Kommen-
tare, Evi-
denzklasse,
Literatur-
belege

Evidenzklas-
se 2b

Evidenzklas-
se allenfalls
4, als Fall-
kontrollstu-
die minde-
rer Qualitat
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Korres-
pondie-
rende
Schiliis-
selfra-
gen Nr.

Wirkung
von
Spasmo-
lytica

Korres-
pondie-
rende
Empfeh-
lung Nr.

14-1

14-1
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Schiliisselfrage:

AG 15 2.0) Wie wirksam und vertrdglich/sicher ist Pregabalin?
Bewertungsvorlage:

Reizdarm: Primdrstudien

Referenz Populationsbe-  Intervention, Primdrer Methodische Weitere Korres- Korrespondie-
schreibung & Kontrolle| Endpunkt, sekun- Kritik Kommen- pondieren-  rende Empfeh-
Anzahl n Vergleich, Be- dére Endpunkte, tare, Evi- de Schliis- lung Nr.
obachtungs- Ergebnisse denzklas- selfragen
dauer se, Litera- Nr.
turbelege
Iturrino, J.; Camil- n=19, RDS-C- Bastrostat- Endpunkt. Ande- experimentel- Evidenz- Keine Relevanz fiir
leri, M.; Busciglio, Patienten, Messung im rung der sensori- le proof of klasse 5 LL, daher keinem
I.; Burton, D.; Zins-  Abbruch nach linken Kolon schen Schwellen concept Stu- (Physiolog. Statement/keiner
meister, A. R.; Pilot 8 Patienten zur Bestim- und anderer Baros-  die ohne klini- Modelle/ Empfehlung zu-
trial: pregabalinon  wegen Wir- mung der sen-  tat-Parameter. sche Relevanz,  Laborfor- geordnet
colonic sensorimo-  kungslosigkeit sorischen Ergebnisse: Preg- da keine RDS- schung)
tor functions in ir- Schwellen ablin veranderte Symptome
ritable bowel syn- unter ver- nicht sign. die sen- untersucht
drome 2014 schiedenen sorischen Schwel- wurden.
Doppelblind-, ran- Bedingungen len, die Complian-
domisierte Paral- ce, die Schwere der
lelgruppen-Studie Empfindungen
zur Wirkung von oder den Tonus
Pregabalin auf bzw. den Motili-
den Biomarker tatsindex im Kolon
Sensitivitdts-
schwelle
Schliisselfrage:
AG 15 3.0) Wie wirksam und vertrdglich/sicher ist 5-ASA/Mesalazin?
Bewertungsvorlage:
Reizdarm: Primdrstudien
Referenz Populations- Intervention, Primarer Endpunkt, Methodische Weitere Korres- Korrespon-
beschreibung  Kontrolle[Ver- sekundédre Endpunkte, Kritik Kommenta- pondie- dierende
& Anzahl n gleich, Beob- Ergebnisse re, Evidenz- rende Empfehlung
achtungsdauer klasse, Lite- Schliis- Nr.
raturbelege  selfra-
gen Nr.
Bafutto, M.; Almei- 53 RDS-D Pat.  Aufteilung in Endpunkt Symptom-Sco-  Kein Placebo, Evidenzklas- Keine Rele-
da, J. R; Leite, N. V.;  Rom Il 3 Behandlungs- re Ergebnisse: die Me- kein randomi- sed vanz fir LL,
Oliveira, E. C.; gruppen ohne salzaingruppe und die siertes Design, daher kei-
Gabriel-Neto, S.; Placebo oder Kombigruppe M + S.b. daher keine nem State-
Rezende-Filho, |.; geblindeten zeigte eine sign Symp- Aussagekraft ment/keiner
Treatment of pos- Ansatz: Mesal- tomreduktion nach 30d,  fiir die Wirk- Empfehlung
tinfectious irritable zin 3x 800 mg, die S.b-Gruppe nicht, samkeit von zugeordnet
bowel syndrome Saccharomyces  auch im Zwischengrup- Mesalazin
and noninfective ir- boulardii (3x penvergleich war die
ritable bowel syn- 200 mg) + Me- 3. Gruppe schlechter.
drome with mesala- salazin, S. bou-
zine 2011 lardii allein fiir
Fall-Kontroll-Studie insgesamt 30 d
Dorofeyev, A. E.; Ki- 360 Pat. Jeder 3. Patietn Endpunkt: Schmerzstar- Schlechte Stu- Evidenzklas- 8-2
riyan, E. A.; Vasilen- Rom III erhielt Mesala- ke und Schmerzdauer dienqualitat. sed
ko, I. V.; Rassokhina, zin 2 g fur sowie Stuhlgangsunre- Evidenzklasse 4,
0. A.; Elin, A. F.; Cli- 28 Tage, die gelmaRigkeiten und Bla- kein Placebo,
nical, endoscopical anderen 2/3 hungen. Wirkung gegen-  keine festgeleg-
and morphological weiter ihre tiber den ,Kontrollen“ te Standardthe-
efficacy of mesala- ,Standardthe- auf Schmerzintensitdt rapie, keine
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Referenz

zine in patients with
irritable bowel syn-
drome 2011
kontrollierte (,,ran-
domisierte*) post-
marketing Beob-
achtungsstudie

Tuteja, A. K.; Fang, |.
C.; Al-Sugi, M;
Stoddard, G. |.; Ha-
le, D. C.; Double-
blind placebo-con-
trolled study of me-
salamine in post-in-
fective irritable
bowel syndrome - a
pilot study 2012
randomisierte
Doppelblind-
Studie, Palzebo-
kontrolliert, single
center,
»Pilotstuide*

Barbara, G.; Cre-
mon, C.; Annese, V.;
Basilisco, G.; Bazzo-
li, F.; Bellini, M.; Be-
nedetti, A.; Benini,
L.; Bossa, F.; Buldri-
ni, P.; Cicala, M.;
Cuomo, R.; Germa-
na, B.; Molteni, P.;
Neri, M.; Rodi, M.;
Saggioro, A.; Scri-
bano, M. L.; Vecchi,
M.; Zoli, G.; Cori
Randomised con-
trolled trial of me-
salazine in IBS 2016
Phase 3, multicen-
ter, Placebo-kon-
trollierte, randomi-
sierte Doppelblind-
Studie

Lam, C.; Tan, W.;
Leighton, M.; Has-
tings, M.; Lingaya,
M.; Falcone, Y.;
Zhou, X.; Xu, L.;
Whorwell, P.; Walls,
A. F.; Zaitoun, A.;
Montgomery, A.;
Spiller, R.; A mecha-
nistic multicentre,
parallel group, ran-
domised placebo-
controlled trial of
mesalazine for the

Populations-
beschreibung
& Anzahl n

n=20 mit
RDS-D nach
einer Gastrao-
enteritis
(postinfektio-
ses RDS), 17
Pat auswert-
bar

185 Pat., Rom
11, 180 rando-
misiert, 50
beendeten die
Studie vorzei-
tig. Alter 40,3
Placebo, 41
Mesalazin,
Weibl. Ge-
schlecht:

59,3 % Oka-
zeobo, 58 %
Mesalazin)

136 Pat. mit
RDS-D, modi-
fizierte Rom Il
Kriterien, Me-
salazingrup-
pe: Alter 42,6,
61,8 % weibl,
Placebogrup-
pe: Alter 47,1,
58,8 % weibl

Intervention,
Kontrolle|Ver-
gleich, Beob-
achtungsdauer

rapie“, nach

4 Wochen Ver-
gleich mit der
Symptomatik
zu Beginn

Mesalazin
2x1,6g oder
Placebo fiir

12 Wochen bei
RDS-D-Pat nach
einer Gastroen-
teritis.

12 Wochen Be-
handlung Pla-
cebo oder
3x800mg Me-
salazin

116 Pat aus-
wertbar, 1 Wo-
che 2 g Mesala-
zin, wenn
toleriert dann
2x2gfir

11 Wochen
oder Placebo,
Auswertung
der Kriterien
-2,0,6 und

12 Wochen

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

und -dauer signifikant.
Auch Besserung der
StuhlgangsunregelmaRk-
igkeiten

Pr. Endpunkt QOL Se-
kundére Endpunkte:
Stuhlfrequenz, -konsis-
tenz, Stuhldrang,
Schmerzintensitat, Bla-
hungsintensitat, gbla
Improvement vorher/
nachher-S

Primarer Endpunkt: Zu-
friedenstellende Besse-
rung von abdominellen
Schmerzen: 68,8 % unter
Mesalazin und 67,4 %
unter Placebo, nicht sig-
nifikant. Sekund. End-
punkte: Wirkung auf
Schmerz, Bldhungen,
Stuhlgang: keine sign.
Veranderungen unter
Mesalazin keine NW, d.
h. gut Sicherheit, Zulas-
sung ja, aber nicht fiir
RDS

primarer Endpunkt:
Stuhlfrequenz in den
letzten 2 Wochen der
Behandlung: Mesalazin:
2,8 (SD 1,2), Placebo: 2,7
(SD 1,9), kein sign. Un-
terschied sekundare
Endpunkte: Schmerz,
Stuhldrang (Urgency),
Stuhlkonsistenz: keine
sign Unterschiede, keine
sign Nebenwirkungen,
Substanz zugelassen,

Methodische
Kritik

gematchten
Kontrollen. Da-
her Wirksam-
keitsnachweis
nicht tiberzeu-
gend bzw nicht
verwertbar

kleine Fallzahl,
eher Proof-of-
Concept tudie.
Negatives Er-
gebnis, d. h.
keine Wirksam-
keit von Mesa-
lazin, bei der
kleinen Zahl da-
mit nicht sicher
auszuschlieRen

1b Studie (RCT)
guter Qualitat

gute RCT, Evi-
denzklasse 1b,
nur RDS-Sub-
gruppe (RDS-D)
untersucht kein
Wirksamkeits-
nachweis fiir
RDS-Symptome
in dieser Sub-
gruppe

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Evidenzklas-
se2b

Evidenzklas-
se 1b

Evidenzklas-
se 1b
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Korres-
pondie-
rende
Schliis-
selfra-
gen Nr.

Korrespon-
dierende
Empfehlung
Nr.
8-2
8-2
8-2
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Referenz

treatment of IBS
with diarrhoea (IBS-
D) 2016
Multicenter, 2-
Arm-Studie, Paral-
lelgruppen, dop-
pelblind, Placebo-
kontrolliert

Schliisselfrage:

Populations-
beschreibung
& Anzahl n

Intervention,
Kontrolle|Ver-
gleich, Beob-

Primdrer Endpunkt,

sekundare Endpunkte,

Ergebnisse

achtungsdauer

aber nicht fir die Indika-

tion RDS

AG 15 6.0) Wie wirksam und vertrdglich/sicher sind weitere Verfahren?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Hellstrom, P. M.;
Hein, |.; Bytzer, P.;
Bjornsson, E.; Kris-
tensen, J.; Schambye,
H.; Clinical trial: the
glucagon-like pepti-
de-1 analogue ROSE-
010 for management
of acute pain in pa-
tients with irritable
bowel syndrome: a
randomized, place-
bo-controlled, dou-
ble-blind study 2009
Akutwirkung-Studie
nach einer einzelnen
Gabe von GLP-1
Analog versus Pla-
cebo, randomisiert,
doppelblind

Klooker, T. K.; Braak,
B.; Koopman, K. E.;
Welting, O.; Wouters,
M. M.; van der Heide,
S.; Schemann, M.;
Bischoff, S. C.; van
den Wijngaard, R. M.;
Boeckxstaens, G. E.;
The mast cell stabili-
ser ketotifen decrea-
ses visceral hypersen-
sitivity and improves
intestinal symptoms

e460

Popula-
tionsbe-
schreibung
& Anzahl n

166 RDS
Pat. Rom Il

n=60,72%
Frauen, Al-
ter 36 +/-2,
Rom Il Krite-
rien

Interven-
tion, Kon-
trolle/Ver-
gleich, Be-
obach-
tungsdauer

Therapie
mit 1 xsc
100 oder
300 ug oder
Placebo im
Cross-Over-
Design

zu Beginn
Barostat-
Untersu-
chung der
Sensitivitdt
im End-
darm, dann
1:1in jeder
Gruppe,
entweder
Placebo
oder begin-
nend

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

Endpunkt: Schmerzlinde-
rung (>50 %) bzw kom-
plette Schmerzbefreiung
10 bis 60 Minuten nach
Behandlung. Ergebnisse:
Doppelt so viele GLP1-Pat.
waren Responder fiir
Schmerzlinderung >50 %:
24 % mit 300 ug, 23 % mit
100 ug und 12 % mit Pla-
cebo, sign. Unterschied)
dhnlich bei kompletter
Schmerzbefreiung: mehr
Pat. waren zufriedener
mit der Behandlung als
unter Placebo

Endpunkte Sensitivitat im
Enddarm, Enddarm-Com-
pliance, Mastzell-Zahl und
Histamin sowie Tryptase
in Enddarmbiopsien, klin.
Endpunkte: GSRS: Gastro-
intestinal Symptom Ra-
ting Scale, abd. Schmerz,
QOL Ergebnisse: Ketotifen
reduziert die Empfindlich-
keit im Enddarm nur in
der Gruppe von hyper-
sensitiven RDS-Pat. und

Methodische
Kritik

Methodische Kritik

Proof-of-Concep-Stu-
die, durchaus inte-
ressanter Ansatz mit
Akutwirkung auf
Schmerz, aber ohne
Relevanz fiir die
Langzeittherapie

Gute randomisierte
Studie vornehmlich
auf dem Boden von
Biomarkern mit Wirk-
samkeit auf End-
darm-Hypersensitivi-
tat in dieser
Subgruppe von RDS-
Pat wie auch auf
Symptome und QOL
bei diesen Patienten

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Evidenz-
klasse 2b

Evidenz-
klasse 2b,
interessan-
tes Kon-
zept mit
vielen of-
fenen Fra-
gen, keine
abschlie-
Rende Be-
urteilung
ohne wei-
tere aus-

Korres-
pondie-
rende
Schliis-
selfra-
gen Nr.

Korres-
pondie-
rende
Schliissel-
fragen Nr.

Korrespon-
dierende
Empfehlung
Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.

zitiert im
Appendix
1

zitiert im
Appendix
1]
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Referenz Popula-
tionsbe-
schreibung
& Anzahl n

in patients with irrita-

ble bowel syndrome

2010

Plazebo-kontrollier-

te, doppelblinde,

randomisierte, Sin-

gle-Center-Studie

Banasiewicz, T.; Kro- 79 RDS-Pa-

kowicz, L.; Stojcev, tienten,

Z.; Kaczmarek, B. F.; Rom IIl,

Kaczmarek, E.; Maik, Alter 19—

J.; Marciniak, R.; Kro- 65 Jahre, 41

kowicz, P.; Walkowi- Butyrat-

ak, J.; Drews, M.; Mi- gruppe, 39

croencapsulated so- Placebo,

dium butyrate ohne Unter-
reduces the frequen-  schied in

cy of abdominal pain  Alter, Ge-

in patients with irri- schlecht

table bowel syn- und Begleit-
drome 2013 therapie

Randomisierte, Pa-

rallelgruppen-, dop-

pelblinde, Placebo-

kontrollierte STudie

aus 2 ambulanten

Zentren

Di Nardo, G.; Oliva, 52 Kinder

S.; Ferrari, F.; Mallar- mit RDS

do, S.; Barbara, G.; (Alter 4-17,

Cremon, C.; Aloi, M.; 32 davon

Cucchiara, S.; Effica- weiblich)

cy and tolerability of
alpha-galactosidase
in treating gas-relat-
ed symptoms in chil-
dren: a randomized,
double-blind, place-
bo controlled trial
2013

Single center, ran-
domisierte Doppel-
blind-, Placebo-kon-
trollierte, Parallel-
gruppen-Studie an
RDS-Kinderpat.

Interven-
tion, Kon-
trolle/Ver-
gleich, Be-
obach-
tungsdauer

2x2mg Ke-
totifen fir
insgesamt

8 Wochen,
bei Toleranz
Steigerung
auf 2x4mg
und
2x6mg
nach jeweils
2 weiteren
Wochen.

Therapie
mit Placebo
oder mikro-
verkapsel-
tem Butyrat
(MSB)
2x150mg/
d fir 3 Mo-
nate

1 Woche
Baseline,

2 Wochen
Behandlung
mit AS
(Tropfen
oder Tablet-
ten gemaR
Gewicht),

2 Wochen
follow-up

Primarer Endpunkt,
sekundare Endpunkte,
Ergebnisse

verbessert hier die Symp-
tome, keine Wirkung hin-
gegen auf die anderen
bestimmten Biomarker
(Mastzellen, Histamin,
Tryptase)

Endpunkt: VAS-IBS fir In-
tensitat der RDS-Sympto-
me sekunddr: Symptom-
haufigkeit und Art der
Beschwerden. Ergebnisse:
keine Wirkung auf abd.
Schmerz, Bldhbeschwer-
den und Stuhlgangsunre-
gelmaRigkeiten, aber
Wirkung auf Schmerz bei
der Defdkation und auf
den Stuhldrang nach

12 Wochen Behandlung

Endpunkte Global distress
mittels visual scores oder
Elternbefragung und dem
FPS-R-Score zur Erken-
nung von Schmerz in den
Gesichtern der Kinder,
dazu Erfassugn weiterer
Einzelsymptome. Ergeb-
nisse: signifikante Reduk-
tion von Gesamtbe-
schwerden und
Bldhungen, keine Wir-
kung auf Spasmen und
Distension

Methodische Kritik Weitere Korres-
Kommen- pondie-
tare, Evi- rende
denzklas- Schliissel-
se, Litera- fragen Nr.
turbelege
reichend
groRe kli-
nische RCT
maoglich

Konzept des Thera- Evidenz-

pie-Ansatzes nicht klasse 2b

iberzeugend darge-

stellt, Studienqualiti-

at mittelmaRig. Er-

gebnis fiir RDS-

Beschwerden eigent-

lich negativ, die Wir-

kung auf den Defdka-

tionsschmerz lasst

sich fiir die RDS-Be-

wertung nicht ver-

wenden

nur Kinder unter- Evidenz-

sucht, Ubertragbar— klasse 2b

keit auf Erwachsene
gering
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Korres-
pondie-
rende
Empfeh-
lung Nr.

zitiert im
Appendix

zitiert im
Appendix
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& Thieme

Referenz Popula- Interven- Primdrer Endpunkt,
tionsbe- tion, Kon- sekundare Endpunkte,
schreibung trolle/Ver- Ergebnisse
& Anzahl n gleich, Be-

obach-
tungsdauer

Hillila, M.; Farkkila, 125 Pat mit 12 Wochen Endpunkte: IBS-SSS und

M. A.; Sipponen, T.; RDS Plazebo Qol Ergebnisse: Trend zur

Rajala, J.; Koskenpa- oder alpha- Symptom-Reduktion

to, J.; Does oral al- Galactosida- unter AG und héhere

pha-galactosidase se (AG) zu Ansprechrate nach

relieve irritable bow- den Mahl- 16 Wochen, aber auch

el symptoms? 2016 zeiten dazu 25 Abbrecher wegen NW,

Placebo kontrollier-
te Studie (mehr In-
formationen aus
dem Abstrakt nicht
zu entnehmen)

Schliisselfrage:

insbesondere mehr abd.
Schmerzen und Durchfall
unter AG

AG 17 1.0) Wie wirksam und vertrdglich/sicher ist Pfefferminzél?

Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen
wurden
gepriift

Khanna, R.;

MacDonald,

J. K.; Leves-

que, B. G.;

Peppermint

oil for the

treatment of

irritable bow-

el syndrome:

a systematic

review and

meta-analy-

sis 2014

Systematic

Review

e462

Charakteristik
eingeschlos-
sener Studien

9 RCTs

(N=726; ein
RCT mit Kin-
dern N=50)

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

primary outcome: global im-
provement + improvement in
abdominal pain significantly
superior to placebo for global
improvement of IBS symptoms
(5 studies, 392 patients, relati-
ve risk 2.23; 95 % confidence
interval, 1.78-2.81) improve-
ment in abdominal pain

(5 studies, 357 patients,
relative risk 2.14; 95 % confi-
dence interval, 1.64-2.79).
secondary outcome: adverse
events Although peppermint
oil patients were significantly
more likely to experience an
adverse event, such events
were mild and transient in
nature. The most commonly
reported adverse event was
heartburn.

Methodische Kritik Weitere Korres- Korres-
Kommen- pondie- pondie-
tare, Evi- rende rende
denzklas- Schliissel- Empfeh-
se, Litera- fragen Nr. lung Nr.
turbelege

kleine Proof-of-Con- Evidenz- Keine Re-

cept Studie, die auf- klasse 2b levanz fir

grund der hohen oder 3b LL, daher

Nebenwirkungs- und (genaues keinem

Abbruchrate zu ei- Studiende- State-

nem negativen Er- signim ment/kei-

gebnis kommt Abstrakt ner Emp-
unklar) fehlung
zugeord-
net
Methodi- Weitere Korrespon-  Korrespondie-
sche Kritik Kommen- dierende rende Empfeh-
tare, Evi- Schliissel- lung Nr.
denzklasse, fragen Nr.
Literatur-
belege
gute syste- 1a 9-1

matische
Aufberei-
tung (Coch-
rane Risk of
Bias Tool,
GRADE,
etc) keine
Unterschei-
dung der
Subtypen!
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Schiliisselfrage:

AG 17 1.0) Wie wirksam und vertrdglich/sicher ist Pfefferminzél?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz Populati-
onsbe-
schreibung

& Anzahl n

90 Patien-
ten mit IBS

Merat, S.;
Khalili, S.;
Mostajabi, P.;
Ghorbani, A.;
Ansari, R.;
Malekzadeh,
R.; The effect
of enteric-
coated, de-
layed-release
peppermint
oil on irrita-
ble bowel
syndrome
2010

RCT

Alam, M. S.; 74 Pt, Ro-
Roy, P. K.; me-|I-Krite-
Miah, A. R.; rien
Mollick, S. H.;

Khan, M. R.;

Interven-
tion, Kon-
trolle/Ver-
gleich, Be-
obachtungs-
dauer

peppermint
oil (Colper-

min) vs. Pla-
cebo

Placebokon-
trolle; Thera-
pie 6 Wo-
chen

Primarer Endpunkt, sekundare
Endpunkte, Ergebnisse

primary outcome absence of abdom-
inal pain or discomfort at week 8 re-
searcher questionnaire - number of
patients free from abdominal pain or
discomfort increased to 14 (42.5 %)
vs. 6 (22.2 %) at visit 4 (week 8,
P\0.001) in the Colpermin and place-
bo groups, respectively weitere Out-
comes: researcher questionnaire:
symptoms of abdominal pain, ab-
dominal discomfort, heartburn, nau-
sea and vomiting, abdominal disten-
tion and bloating, increased flatus,
decreased or increased passage of
stool, stool consistency, urgency,
feeling of incomplete evacuation, and
any new complaints.

- the intensity of abdominal pain or
discomfort was significantly reduced
in theColpermin group as compared
to controls at week 8 (P\0.001,

Table 3). Other factors recorded in the
researcher questionnaire did not show
significant difference patient questi-
onnaire: ratings of six IBS symptoms
and a general assessment of health
and quality of life on a visual analogue
scale (VAS). The IBS symptoms inclu-
ded abdominal pain, intestinal gas or
bloating, constipation, diarrhea, in-
complete evacuation, and urgency.
quality of life on VAS was significantly
improved in the Colpermin group as
compared to placebo.

Other variables showed no significant
difference between groups Quality of
life (SF 36) sign. improvement after
eight weeks, in favor of Colpermin, as
compared to controls, regarding bo-
dily pain, general health, social
functioning, and role limitations due
to emotional problems. The summa-
ry scores, however, were not signifi-
cantly different Adverse events mild,
transient, and well tolerated. A total
of 33 patients reported one or more
adverse events, 19 in the Colpermin
group and 14 in controls

Reduktion der Bauchschmerzen
(mean+/- SD) 4.94 +/-1.30 in der
Pfefferminzgruppe verglichen mit
Placebo 6.15 +/-1.24 (p>0.001).

Methodi-
sche
Kritik

es wurden
nicht vali-
dierte Fra-
gebdgen
verwen-
det

Rome-ll,
kleine Po-
pulation;
standardi-

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Alam, M. S.;
Roy, P. K.;
Miah, A. R.;
Mollick, S.
H.; Khan,
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Korres-
pondie-
rende
Schliis-
selfragen
Nr.

AG17 1.0

Korrespondie-
rende Empfeh-
lung Nr.

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet

Keine Relevanz
fur LL, daher kei-
nem Statement/
keiner Empfeh-
lung zugeordnet
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& Thieme

Referenz Populati- Interven- Primédrer Endpunkt, sekundare Methodi-  Weitere Korres- Korrespondie-
onsbe- tion, Kon- Endpunkte, Ergebnisse sche Kommen- pondie- rende Empfeh-
schreibung  trolle[Ver- Kritik tare, Evi- rende lung Nr.

& Anzahl n gleich, Be- denzklas- Schliis-
obachtungs- se, Litera- selfragen
dauer turbelege Nr.

Mahmud, siertes M. R.; Mah-

M. C.; Kha- Praparat? mud, M. C.;

tun, S.; Effi- Khatun, S.;

cacy of Pep- 2013 1c

permint oil in
diarrhea pre-
dominant IBS

- adouble

blind ran-

domized pla-

cebo - con-

trolled study

2013

r, db, pl

Cash,B.D.; IBS-M and Peppermint primary endpoint change from base- 1b 9-1
Epstein,M.S.;  IBS-D oil (n=35) line in the TISS 28 days after the start
Shah, S.M,; (N=72, VS. of therapy.

A Novel Deli- mean age Placebo - sign. in favor of PO Secondary out-
very System 40.7 years, (n=37) comes TISS score at 24 h after start of
of Pepper- 75 % fema- therapy

mint Oil Is an le,77.8% - sign. in favor of PO reduction from
Effective white) baseline (24 h and 28 days) in the fre-
Therapy for quency and intensity of the 8 individ-
Irritable Bow- ual symptoms included in the TISS

el Syndrome (abdominal pain or discomfort, bloa-
Symptoms ting or distension, pain at evacuation,
2016 urgency of BM, constipation, diar-
Randomi- rhea, passage of mucus or gas, and
siert kon- sense of incomplete evacuation)
trollierte — after 24 h sign. in favor of PO for
Studie (RCT), abdominal pain or discomfort and in-
Primadrstudie tensity of BM urgency

- after 28 days sign. in favor of PO
for abdominal pain or discomfort,
abdominal bloating or distension,
pain at evacuation, and intensity of
BM urgency reduction in severe or
unbearable symptom intensity and
frequency

— sign. decrease in favor of PO at

28 days

— also more pronounced for PO at
24h, but did not reach statistical sig-
nificance treatment-emergent adver-
se events (TEAEs) PO was safe and
well tolerated. TEAEs were similar in
both treatment groupsAll adverse
events were mild in intensity with the
exception of moderate gastroesoph-
ageal reflux reported by 1 patient in
the placebo group.
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Schiliisselfrage:
AG 17 5.0) Wie wirksam und vertrdglich/sicher ist Akupunktur?
Bewertungsvorlage:
Reizdarm Systematische Review

Referenz

Manhei-
mer, E.;
Cheng, K.;
Wieland,
L. S.; Min,
L.S.; Shen,
X.; Ber-
man, B.
M.; Lao, L.;
Acu-
puncture
for treat-
ment of ir-
ritable
bowel
syndrome
2012
Metaana-
lyse (MA)

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteristik
eingeschlosse-
ner Studien

n=1806

(17 RCT) Accu-
puncture (Fixed
formula with
moxibustion/
Flexible formu-
la with moxi-
bustion/elect-
roacupuncture/
Fixed formula
EA + Chinese
herbal formula)
VS.

Combined Bi-
fidobacterium,
lactobacillus
and Enterococ-
cus faecium
capsules/Sham
acupuncture/
Chinese herbal
formula/Mont-
morillonite +
loperamide +
pinaverium
bromide/wait
list/Tuina spinal
massage/Acu-
puncture alo-
ne/Psychothe-
rapy alone/EA
alone/Chinese
herbal formula
alon/Bifidob-
acterim lon-
gum alone/
Usual care/Pi-
naverium bro-
mide/Sulfasala-
zine/Trimebuti-
ne maleate

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

primary outcomes were overall IBS
symptom severity and IBS health-
related quality of life Acupuncture
versus sham no statistically signif-
icant difference between acu-
puncture and sham acupuncture
— GRADE analysis indicated that
the overall quality of the evidence
for this outcome was moderate
due to sparse data Three studies
(231 patients) reported symptom
severity as a continuous outcome.
no statistically significant diffe-
rence between acupuncture and
sham acupuncture Three studies
(262 patients) reported on ade-
quate symptom relief. Fifty-five
per cent of patients in the acu-
puncture group had adequate
symptom relief compared to 49 %
of patients in the sham acu-
puncture group. There was no sta-
tistically significant difference bet-
ween acupuncture and sham
acupuncture no statistically signif-
icant difference in quality of life
scores between acupuncture and
sham acupuncture groups even in
long term follow-up - A GRADE
analysis indicated that the overall
quality of the evidence for this
outcome was moderate due to
sparse data Acupuncture versus
other active treatments, as an ad-
juvant to other active treatments,
and versus no specific treatment
participants receiving acupunctu-
re reported a significantly greater

improvement in symptom severity

than participants receiving phar-
macological therapies.
Eighty-four per cent of acu-
puncture patients reported im-
provement in symptom severity
compared to 63 %of patients in
the pharmacological treatment
group — The GRADE analysis in-
dicated that the overall quality of
the evidence for this outcome
was low due to risk of bias (i. e. all
studies were not blinded) and
sparse data.

Methodische Weitere Korres-
Kritik Kommen-  pondie-
tare, Evi- rende
denzklas- Schliis-
se, Litera- selfra-
turbelege  gen Nr.
es wird nicht 1a

zwischen den
verschiedenen
Subtypen und
Symptomen
unterschieden
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Korrespondie-
rende Empfeh-
lung Nr.

9-4

e465



& Thieme

Referenz Untersuch- Charakteristik Primdrer Endpunkt, sekundare Methodische Weitere Korres- Korrespondie-
te Studien| eingeschlosse-  Endpunkte, Ergebnisse Kritik Kommen-  pondie- rende Empfeh-
Materialien  ner Studien tare, Evi- rende lung Nr.
Welche denzklas- Schliis-
Interven- se, Litera-  selfra-
tionen wur- turbelege  gen Nr.
den gepriift

Three studies (190 patients) re-
ported symptom severity as a
continuous outcome. Acupunctu-
re patients had significantly lower
mean symptom severity scores
than patients in the pharmacolo-
gical treatment group Two stud-
ies (181 patients) compared acu-
puncture with probiotics. no
statistically significant difference
in improvement between pa-
tients treated with acupuncture
and probiotics (Bifidobacterium).
Seventy-six per cent of acu-
puncture patients improved com-
pared to 71 % of probiotic pa-
tients Participants receiving
acupuncture were not more likely
to have responded to treatment
than those treated with psycho-
therapy (Liu 1997). Eight-four per
cent of patients in the acu-
puncture group improved symp-
tomatically compared to 80 % of
patients in the psychotherapy
group Acupuncture as an adju-
vant to other active treatments
Patients who received acu-
puncture and psychotherapy
were significantly more likely to
have improvements in symptom
severity than patients who re-
ceived psychotherapy alone. Poo-
led results (4 studies, 466 pa-
tients) showed that participants
receiving adjuvant acupuncture
were significantly more likely to
have reported improvement than
those treated with another Chi-
nese medicine treatment alone.
Ninety-three per cent of patients
in the adjuvant acupuncture
group reported improvement in
symptom severity compared to
79 % of patients who received tra-
ditional Chinese medicine alone
Acupuncture versus no specific
treatment statistically significant
benefit of acupuncture for impro-
ving IBS symptom severity, At
short-term post-treatment quali-
ty of life scores showed acu-
puncture to be associated with
significant improvement for the
continuous quality of life measu-
re, but not the dichotomous qua-
lity of life measure
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Referenz

Park, J. W.;
Lee, B. H.;
Lee, H.;
Moxibusti-
on in the
manage-
ment of ir-
ritable
bowel
syndrome:
systema-
tic review
and meta-
analysis
2013
Metaana-
lyse (MA)

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteristik
eingeschlosse-
ner Studien

n=1624 (20
RCts bzw. 9 fiir
MA) moxibusti-
on VS. Sham
moxibustion,
no treatment,
or other treat-
ments such as
pharmacologi-
cal medications

Primédrer Endpunkt, sekundare
Endpunkte, Ergebnisse

Moxibustion vs. pharmacological
medications (8 trials) Moxibustion
had a statistically significant ef-
fect in improving IBS symptoms
compared with pharmacological
medications with moderate in-
consistency across trials When
restricted pooling to two trials
comparing moxibustion with evi-
dence-based antispasmodics in a
post-hoc sensitivity analysis, the
results did not favour moxibusti-
on Subgroup analyses: diarrhoea-
predominant IBS reported statis-
tically significant benefit from
moxibustion compared with
pharmacological medications.
Moxibustion improved global
symptoms of IBS significantly
more than pharmacological me-
dications in constipation predo-
minant IBS patients Moxibustion
plus acupuncture vs. pharmaco-
logical medications (4 trials) Mo-
xibustion in addition to acu-
puncture statistically significantly
improved global IBS symptoms at
the end of median 23-day treat-
ment. When pooling was limited
to trials with a low risk of bias for
randomisation/allocation conce-
alment, the benefit of moxibusti-
on plus acupuncture in improving
IBS symptoms still remained sig-
nificant. Post-hoc sensitivity ana-
lysis: moxibustion plus acu-
puncture against evidence-based
antispasmodics — still favoured
moxibustion plus acupuncture.
Also treatment benefit from mo-
xibustion plus acupuncture for di-
arrhoea-predominant IBS patients
compared with pharmacological
medications.

Moxibustion as an adjunct to ot-
her treatments (7 trials) Other
treatments included acupunctu-
re, pharmacological medications,
herbal medicine, colon hydrothe-
rapy and psychotherapy. They all
reported on improvement in glo-
bal IBS symptoms at the end of
median 4-week treatment.

Two studies investigated the ef-
fect of moxibustion as an add-on
treatment to pharmacological

Methodische
Kritik

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

methodisch 1a
guter Review.
Problematisch:

alle Primarstu-

dien bis auf

eine aus China

+ keine Funnel-
Plot-Analyse
(moglich)
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Korres-
pondie-
rende
Schliis-
selfra-
gen Nr.

Korrespondie-
rende Empfeh-
lung Nr.

9-4
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Referenz

Chao,G.Q.;
Zhang, S.;
Effective-
ness of
acupunc-
ture to tre-
atirritable
bowel syn-
drome: a
meta-anal-
ysis 2014
Metaana-
lyse (MA)

e468

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteristik
eingeschlosse-
ner Studien

n=664

(6 RCTs) accu-
puncture vs.
usual care/
sham accu-
puncture/
pinaverium
bromide
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Primédrer Endpunkt, sekundare
Endpunkte, Ergebnisse

medication and no significant be-
nefit was detected. Only one stu-
dy tested moxibustion as an ad-
junct to evidence-based
antispasmodic drug, trimebutine,
and no additive benefit was de-
monstrated.

When moxibustion in addition to
herbal medicine was compared
with herbal medicine alone, there
was no significant effect of moxi-
bustion. The remaining three
studies tested moxibustion as an
adjunct to acupuncture, colon
hydrotherapy, and psychothera-
py, respectively. Of them, there
was a significant benefit of moxi-
bustion when added to colon hy-
drotherapy or psychotherapy.
Moxibustion plus acupuncture vs.
probiotics (1 trial) no benefit of
moxibustion and acupuncture as
an add-on to probiotics Moxibus-
tion plus acupuncture vs. sham
moxibustion plus sham acu-
puncture (1 trial) no significant
between-group difference meas-
ured with the 7-point Likert-type
Clinical Global Impression Scale

IBS symptom severity score,
Global symptom score based on
patient diary, Symptom score, IBS
adequate relief, Symptom relief,
Clinical global impression scale —
acupuncture had an effect on IBS

Methodische Weitere Korres-

Kritik Kommen-  pondie-
tare, Evi- rende
denzklas- Schliis-
se, Litera-  selfra-
turbelege  gen Nr.

gut: nur 1 RCT 1a
aus China, 4
von hoher Qua-
litdt problema-
tisch: sehr un-
genaue Outco-
me-Beschrei-
bung, Berech-
nungen nicht
sehr differen-
ziert

Korrespondie-
rende Empfeh-
lung Nr.



Schiliisselfrage:

AG 17 7.0) Wie wirksam und vertrdglich/sicher ist Traditionelle Chinesische Medizin?
Bewertungsvorlage:

Reizdarm Systematische Review

Referenz

Li, Q.; Liu, F.;
Hou, Z.; Luo,
D.; Treatment
of constipati-
on-predomi-
nant irritable
bowel syn-
drome by fo-
cusing on the
liver in terms
of Traditional
Chinese Medi-
cine: a meta-
analysis 2013
Metaanalyse
(MA)

Ling, W.; Li, Y.;
Jiang, W.; Sui,
Y.; Zhao, H. L.;
Common
Mechanism of
Pathogenesis
in Gastroin-
testinal Dis-
eases Implied
by Consistent
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Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Si-Ni-San
(SNS, consis-
ting of 4
herbs Radix
Bupleuri, Ra-
dix paeoniae
Alba, Fructus
Aurantii Im-
maturus,

Charakteris-
tik einge-
schlossener
Studien

n=1510

(19 RCTs) Sini
powder, Chai-
hushugan
powder, Tong-
xieyao Fang,
Xiaoyao
powder

VS.

Western Medi-
cines

n=? (15 RCT)

Primdrer Endpunkt,
sekunddre Endpunkte,
Ergebnisse

The primary outcome was cure
rate (main symptoms and pri-
mary symptoms), efficacy (main
symptoms and primary symp-
toms) and other outcomes.

The secondary outcomes were
recurrence rate, symptom im-
provement, and safety (side ef-
fects and incidence of adverse
reactions).

Efficacy evaluation In 1510 pa-
tients, 840 received TCM and
670 were treated with Western
Medicine. Efficacy of TCM treat-
ment based on the liver was
significantly higher than that of
Western Medicine.

Of the 12 studies that used cure
rate as the best indicator of
outcome, 1057 patients (595
TCM, 462 Western Medicine)
were involved — cure rate and
remarkable efficacy of TCM tre-
atment based on the liver were
significantly higher than those
of Western Medicine.

In the 8 studies that focused on
recurrence rate, 556 patients
(331 TCM, 225 Western Medici-
ne) were involved — recurrence
rate of TCM treatment based on
the liver was significantly lower
than that of Western Medicine.
In the 6 studies that focused on
adverse reactions, 578 patients
(330 TCM, 248 Western Medici-
ne) were involved — incidence
of adverse reactions of TCM
treatment based on the liver
was significantly lower than
that of Western Medicine.

SNS showed higher efficacy
rates than conventional treat-
ment (IBS: OR%4.81, 95%
C1v42.71-5.41; ulcerative coli-
tis: ORY42.40, 95 % ClVa1.21-
4.75). Pooled results showed an
OR as4.91 (95 % Cl143.71-6.51)
with overall effect as 2.50
(P<0.001). The funnel plot
demonstrated no apparent

Methodi-
sche Kritik

Chinal Fast
nur chinesi-
sche Studien
schlechter
Qualitat in-
kludiert Pu-
blikationsbi-
as bestatigt

Review gene-
rell zu Gastro
- keine aus-
fihrliche Dif-
ferenzierung
nach Diagno-
se (IBS, UC,
usw.) bei
Auswertung
sehr unter-

Weitere

Kommenta-
re, Evidenz-
klasse, Lite-
raturbelege

Publikations-
bias + sehr
schlechte
Studienquali-
tat — kaum
zu gebrau-
chen keine
Einzelsymp-
tome be-
trachtet 1a

Zu unspezi-
fisch, um
aufgenom-
men zu
werden
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Untersuchte
Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Referenz

Studien

Efficacy of and Radix
Single Chinese  Glycyrrhizae)
Medicine For- VS.

mula: A PRIS- western con-
MA-Compliant  ventional
Systematic medicine
Review and (studies with
Meta-Analysis co-interven-
2015 tion were ex-
Metaanalyse cluded if
(MA) they were
given to both
groups)
Schliisselfrage:

Charakteris-
tik einge-
schlossener

AG 17 8.0) Wie wirksam und vertrdglich/sicher ist Krdutertherapie?

Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz Populati- Interven-
onsbe- tion, Kon-
schrei- trolle/Ver-
bung & gleich, Be-
Anzahl n obach-

tungsdauer

Saito, Y. A; 70 partici- St John’s

Rey, E.; Al- pants with wort VS. Pla-

mazar-Elder,  an establis-  cebo

A. E.; Harm- hed diag-

sen, W. S.; nosis of IBS

Zinsmeister, treatment

A. R.; Locke, arms were

G.R.;Talley,  balanced

N.J.; Aran- on symp-

domized, tom

double- subtype

blind, place-

bo-con-

trolled trial

of St John’s

wort for

treating irri-

table bowel

syndrome

2010

Primdrstu-

die

e470

Primdrer Endpunkt, Methodi- Weitere Korres-
sekunddre Endpunkte, sche Kritik Kommenta- pondieren-
Ergebnisse re, Evidenz- de Schliis-
klasse, Lite- selfragen
raturbelege Nr.
asymmetry, suggesting publi- schiedliche
cation bias unlikely Kontroll-Me-
dizinen, aber
alles zusam-
men berech-
net sehr
knappe Aus-
wertung.
Keine Diffe-
renzierung
nach Outco-
mes, ledig-
lich unspezi-
fische “effi-
cacy rate”,
samtliche
RCT aus
China
Primdrer Endpunkt, sekundare Methodi- Weitere Korres-
Endpunkte, Ergebnisse sche Kritik ~ Kommen- pondie-
tare, Evi- rende
denzklas- Schliissel-
se, Litera- fragen Nr.
turbelege
primary end point self-reported overall bowel 1b

symptom score (BSS) at 12 weeks. — placebo
group had a significantly lower (better) BSS
than did the SJW group at 12 weeks
Secondary end points

BSS for diarrhea (D-BSS) — placebo group
had a significantly lower (better) D-BSS than
did the SJW group at 12 weeks BSS for con-
stipation (C-BSS) — no sign. diff BSS for pain
- no sign. diff BSS for bloating — no sign. diff
adequate relief (AR) of IBS on at least 50 % of
the last 4 weeks of therapy — placebo signi-
ficantly better IBS quality-of-life score at

12 weeks. — no sign. diff. CES-D — no sign.
diff. IBS symptoms subjectively: sign. diffe-
rence in favor of placebo Adherence to the
treatment was high in both groups.

week 24

The median change in the overall BSS from
baseline to 24 weeks was an increase of 8 in
the placebo group, vs. a decrease of 2 in the
SJW group (P=0.39). In particular, the overall
BSS increased from 44 at the end of the treat-
ment phase to 60 aft er 12 weeks of further

Korrespon-
dierende
Empfehlung
Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.

9-2
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Referenz Populati- Interven- Primarer Endpunkt, sekundare Methodi-
onsbe- tion, Kon- Endpunkte, Ergebnisse sche Kritik
schrei- trolle/Ver-
bung & gleich, Be-

Anzahl n obach-

tungsdauer

follow-up in the placebo group, whereas in
the SJW group, the overall BSS decreased from
76 to 65 over the same time frame. No signif-
icant difference in the IBS-QolL score between
the groups was detected at 24 weeks. Moreo-
ver, at 24 weeks, participants were asked
whether they believed that the drug decrea-
sed IBS life interferences; only 23 % of the SJW
group and 29 % of the placebo group agreed
that it did No serious adverse events were
reported by any participant

van Tilburg, IBS pa- placebo Irritable bowel syndrome severity scale keine Un-

M. A.; Pals- tients VS.1g of (IBS-SS) terschei-

son, O.S.; (N=45) ginger — placebo and 1 g ginger groups saw a sig- dung der

Ringel, Y.; VS. nificant reduction in symptoms by 34.8% and ~ Subtypen

Whitehead, 2gofginger  26.4%, respectively. Number of treatment und einzel-

W. E.; Is gin- responders across groups was not different nen Symp-

ger effective (57.1 % placebo, 46.7 % 1g ginger, 33.3%2g  tome

for the tre- ginger; p>0.05).

atment of ir- Adequate relief rating scale (ARRS) — Ade-

ritable bow- quate relief was reported by 53.3 % in the

el syn- placebo group and 53.3 % in both the ginger

drome? A groups (p>0.05).

double blind

randomized

controlled

pilot trial

2014

RCT

Schliisselfrage:

AG 17 11.0) Wie wirksam und vertrdglich/sicher sind weitere??

Bewertungsvorlage:

Reizdarm Systematische Review

Referenz Untersuch- Charakteristik Primarer Endpunkt, Methodische Kritik

te Studien| eingeschlosse- sekundare Endpunkte,
Materialien ner Studien Ergebnisse
Welche
Interven-
tionen wur-
den gepriift

Peckham, n=213 (3 RCT) A meta-analysis of two small gut: Cochrane

E.|.; Nel- homeopathy studies (129 participants with Review! ungenaue

son, E. A.; (homeopathic constipation-predominant IBS) Berichterstattung

Green- remedy) to pla- found a statistically significant der Originalarbei-

halgh, J.; cebo for consti- difference in global improve- ten, deswegen un-

Cooper, pation-predomi- ment between the homeopathic  klare Risks of bias,

K.; Ro- nant IBS usual remedy asafoetida and placebo nur Verstopfungs-

berts, care (only female  at a short-term follow-up of two  IBS (2 RCT) bzw nur

E.R; patients) weeks. Seventy-three per cent of  weibliche Patienten

Agrawal, patients in the homeopathy (1 RCT) generell:

A.; Home- group improved compared to sehr alte RCTs

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

1b

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

1a
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rende
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Empfeh-
lung Nr.
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Referenz

opathy for
treatment
of irritable
bowel syn-
drome
2013
Systema-
tik Re-
view (SR)

Oka, T.;
Okumi, H.;
Nishida, S.;
Ito, T.;
Morikiyo,
S.; Kimura,
Y.; Mura-
kami, M.;
Effects of
Kampo on
functional
gastroin-
testinal
disorders
2014
Review

e472

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteristik
eingeschlosse-
ner Studien

2 RCT (N=282)
+14 Fallstudien
(hier nur RCTs
beachtet) Kam-
po extract pro-
ducts that com-
ply with the
formulation
standards estab-
lished in 1986
and excluded
those regarding
drug solutions of
crude drug pie-
ces for decocti-
on, powdered
crude drugs, and
over the counter
(OTC) products.
VS.

Nicht spezifiziert
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Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

45 % of placebo patients. There
was no statistically significant
difference in global improve-
ment between the homeopathic
remedies asafoetida plus nux
vomica and placebo. Sixty-eight
per cent of patients in the
homeopathy group improved
compared to 52 % of placebo
patients. no statistically signifi-
cant difference found between
individualised homeopathic tre-
atment and usual care (1 RCT,
N =20) for the outcome “feeling
unwell”, where the participant
scored how “unwell” they felt
before, and after treatment (MD
0.03;95% Cl -3.16 to 3.22).
Tendenziell einige Vorteile fiir
Homdoopathie, aber : GRADE
analyses rated the overall quali-
ty of the evidence for the out-
come global improvement as
very low due to high or
unknown risk of bias

nicht spezifiziert Efficacy of
keishikashakuyakuto in RCTs
keishikashakuyakuto VS. me-
penzolate bromide — At four
weeks after the start of treat-
ment, the keishikashakuyakuto
group had significantly greater
improvement than mepenzola-
te of IBS symptoms, including
stool abnormality, abdominal
pain, gas symptoms, and rumb-
ling stomach. The final overall
improvement rate was signifi-
cantly higher in the keishikasha-
kuyakuto group than in the me-
penzolate group 2.0g
keishikashakuyakuto VS.2.0-g
granules containing a low dose
(5 %) of keishikashakuyakuto —
final overall improvement rate
was not different between the
two groups. However, the per-
centage of patients with impro-
ved abdominal pain was signifi-
cantly higher in the
keishikashakuyakuto group than
in the low-dose group in pa-
tients with the diarrhea-predo-
minant type IBS. Such a diffe-
rence was not found in patients
with the constipation-predomi-
nant type or alternating type

Methodische Kritik

(1976, 1979, 1990)
kein Bericht tiber
adverse events

kein hochwertiger
Review! Keine Risk-
of-Bias-Bewertung,
kein Flow Chart,
keine Outcome-
Spezifizierung, etc.
Lediglich 2 RCT zu
IBS, 14 Fallstudien
meta-analysis was
not possible due to
the limited number
of RCTs

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

1b

Korres-
pondie-
rende
Schliissel-
fragen Nr.

Korres-
pondie-
rende
Empfeh-
lung Nr.
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Referenz

Schiliisselfrage:

Untersuch-
te Studien|
Materialien
Welche
Interven-
tionen wur-
den gepriift

Charakteristik
eingeschlosse-
ner Studien

Primdrer Endpunkt,
sekundare Endpunkte,
Ergebnisse

IBS. Case studies most studied
the effectiveness of keishikas-
hakuyakuto. — in spite of favor-
able improvement of abdominal
symptoms such as abdominal
pain or diarrhea, keishikasha-
kuyakuto was less effective for
extra-colonic symptoms, such
as general fatigue or appetite
loss (50-60 %). Kampo therapy
became more effective for re-
lieving the extra-colonic symp-
toms of IBS patients who did not
respond to keishikashakuyakuto
when prescribed based on the
traditional medicine diagnosis
other Kampo formulas (saireito,
keihito, heiisan, and daikenchu-
to) — suggested usefulness.

AG 17 11.0) Wie wirksam und vertrdglich/sicher sind Weitere??
Bewertungsvorlage:
Reizdarm: Primdrstudien

Referenz

Sahib, A. S.;
Treatment of
irritable
bowel syn-
drome using
a selected
herbal com-
bination of
Iraqi folk me-
dicines 2013
RCT

Leitlinienreport zu denvan Leeuwen P et al. Leitlinienreport zu den...

Populations-
beschrei-
bung &
Anzahl n

40 patients
of both sexes
between 25
and 60 years
of age who
had been di-
agnosed with
IBS for 5-10
years.

Intervention,
Kontrolle|
Vergleich, Be-
obachtungs-
dauer

capsule contai-
ning a combi-
nation of the
following three
herbs prepared
as fine
powders:
Mentha longi-
folia, Cyperus
rotundus and
Zingiber offici-
nale.

VS

mebeverine

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

pain severity pain frequency stool
frequency stool consistency ab-
dominal distension incomplete
evacuation urgency and passing
of mucus reduction in the symp-
tom severity profile ofIBS patients
treated with mebeverine was
greater among those patients ini-
tially classified as having severe
symptoms,compared to those pa-
tients initially classified as having
moderate or mild symptoms.
Treatment with the herbal combi-
nation capsules, taken three times
daily for 8 weeks, also significantly
(P<0.05) reduced the mean symp-
tom severity in patients initially
classified as having mild, moderate
or severe IBS symptoms, by 17.5 %,
28.75% and 26.87 %, respectively
folds for the categories mild, mo-
derate and severe respectively

Methodische Kritik

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

Methodische
Kritik

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

keine Angabe/Un-
terscheidung von
primary/secondary
outcomes keine Er-
wahnung der ver-
schiedenen IBS-Sub-
typen, lediglich
deskriptive Beschrei-
bung der Ergebnisse
anhand von Prozent-
zahlen, kein Berich-
ten von statistischen
Werten.

Somit keinerlei In-
terpretation der Er-
gebnisse mdglich
(per Augenschein
zeigt sich keinerlei
Effekt des Untersu-
chungsprdparats)
— Artikel nicht zu
verwerten
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Referenz Populations-  Intervention, Primdrer Endpunkt, sekundare Methodische Weitere Korres- Korres-
beschrei- Kontrolle| Endpunkte, Ergebnisse Kritik Kommen-  pondie- pondie-
bung & Vergleich, Be- tare, Evi- rende rende
Anzahl n obachtungs- denzklas-  Schliis- Empfeh-

dauer se, Litera-  selfra- lung Nr.

turbelege  gen Nr.

Ko, S.J.; Han,  diarrhea do- herbal medici- Primary Outcome Adequate relief kleines N Diarrhoe 1b 9-2
G.; Kim, S.K.;  minant IBS ne (Gwakhy- (AR) laut Methodikbe-
Seo, J. G.; (N=53) angjeonggi- — no sign. differences between schreibung separat
Chung, W.S.; san; GJS) plus groups proportion of responders als Symptom er-
Ryu, B.; Kim, probiotics (PR) fasst, dann aber bei
J.; Yeo, I.; (Duolac7s; — sign improvement in the GJS Ergebnissen nicht
Lee,B.|.; Lee, DUO), +DUO, GJSP+DUO, and GJS+DUO-  wiederzufinden

J. M.; Park, VS. P groups compared with the fin-

J. W.; Effect GJS plus place-  dingsin the GJS-P+DUO-P group

of korean bo DUO VS. Secondary Outcomes. severity of

herbal medi- placebo GJS the individual symptoms (abdo-

cine combi- plus DUO VS. minal pain, abdominal discomfort,

ned with a placebo GJS bloating, flatulence, urgency, and

probiotic plus placebo mucus in the stool) = no sign. dif-

mixture on DUO ferences between groups severity

diarrhea-do- of the overall symptoms

minant irrita- — no sign. differences between

ble bowel groups stool frequency

syndrome: a — no sign. differences between

double- groups bowel functions according

blind, rando- to the Bristol scale

mized, place- - no sign. differences between

bo-con- groups ease of passage ranging

trolled trial from manual disimpaction to in-

2013 continence

RCT - no sign. differences between

groups quality of life (IBS-QoL):

8 dimensions including dysphoria,
interference with activity, body
image, health worry, food avoi-
dance, social reaction, sex, and
relationships.

— no sign. differences between
groups Intestinal Permeability

— no sign. differences between
groups

The Species and Quantities of
Intestinal Microbiota

- Excluding B. longum, the quan-
tities of all bacterial species were
significantly different among the
4 groups. Combination therapy
with GJS with DUO synergistically
increased the quantities of 6 bac-
terial species: B. brevis, B. lactis, S.
thermophilus, L. rhamnosus, L.
plantarum, and L. acidophilus. In
particular, significantly better ef-
fects were confirmed with GJS
+DUO than with GJS+DUO-P or
GJSP+DUO when B. lactis, L. rham-
nosus, and L. plantarum were in-
vestigated. Although the Firmicu-
tes/Bacteroidetes ratio and IPl were
not significantly different among
the 4 groups, the GJS+DUO-P
group displayed the greatest
changes in the Firmicutes/Bacte-
roidetes ratio among the 4 groups
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Referenz

Peckham,

E. |.; Relton,
C; Raw, J.;
Walters, C.;
Thomas, K.;
Smith, C.;
Kapur, K.;
Said, E.; Inte-
rim results of
arandomised
controlled
trial of
homeopathic
treatment for
irritable bow-
el syndrome
2014

RCT

Lauche, R.;
Janzen, A,;
Ludtke, R.;
Cramer, H.;
Dobos, G.;
Langhorst, J.;
Efficacy of
Caraway Oil
Poultices in
Treating Irri-
table Bowel
Syndrome-A
Randomized
Controlled
Cross-Over
Trial 2015
RCT

Populations-
beschrei-
bung &
Anzahl n

n=94

48 patients
with IBS

Intervention,
Kontrolle|
Vergleich, Be-
obachtungs-
dauer

three-armed:
usual care,
homeopathic
treatment plus
usual care and
supportive lis-
tening plus
usual care.

caraway oil
poultices
(Car0)

VS.

Hot olive oil
poultice
(OlivH)

VS.
nonheated
poultices
(OlivC) with
olive oil

Primdrer Endpunkt, sekundare
Endpunkte, Ergebnisse

primary outcome: change in IBS-
SSS — no statistically significant
difference between the three
arms secondary outcomes:
HADS~ no statistically significant
difference between the three
arms EQ-5 D — keine Intergrup-
penvergleiche

primary outcome symptom seve-
rity (IBS-SSS): significant diffe-
rence was found in favor of CarO
compared to OlivC but not com-
pared to OlivH secondary outco-
mes: quality of life Results of the
secondary outcome measure ana-
lyses (quality of life indices EQ-5 D
and the IBS-QOL, anxiety, and de-
pression index HADS) revealed no
significant group differences bet-
ween the CarO and OlivH or OlivC
Daily Log All patients used a log to
record the daily intensity of their
pain/discomfort (VAS) and the
number of stools per day. Patients
also noted weekly whether they
obtained adequate relief from
their complaints on a ‘yes/no’ ba-
sis (Adequate Relief Scale) and ra-
ted their global improvement on a
7-item Likert scale ranging from
‘very much better’ to ‘very much
worse’.

influence of IBS Subtype When
patients were analyzed separately
according to their IBS subtype,
significant effects were found in
the mixed-type IBS for the primary
outcome in favor of CarO com-
pared to both the control inter-
ventions (CarO vs. OlivH: -43.2,
95% Cl-79.8, -6.7, p=0.02; CarO
vs. OlivC: -55.8, 95% Cl -97.4, -
14.2, p=0.009), but not in consti-
pation-predominant IBS patients
(CarO vs. OlivH: 22.6,95% Cl -
68.6, 98.6, p=0.73; CarO vs.
OlivC: 15.0, 95 % Cl -49.7, 87.3,

Methodische
Kritik

N zu klein, geplant
war ein doppelt so
hohes, keine Grup-
penunterschiede
bei ANCOVA, dann
t-Tests berechnet
und diese als positi-
ve Ergebnisse be-
richtet, keine Inter-
gruppenvergleiche
bzgl. EQ-5D

effects may be
partly due to the
application of heat.

Weitere
Kommen-
tare, Evi-
denzklas-
se, Litera-
turbelege

1b
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Referenz Populations-  Intervention, Primarer Endpunkt, sekundare Methodische Weitere Korres- Korres-

beschrei- Kontrolle| Endpunkte, Ergebnisse Kritik Kommen-  pondie- pondie-

bung & Vergleich, Be- tare, Evi- rende rende

Anzahl n obachtungs- denzklas-  Schliis- Empfeh-
dauer se, Litera-  selfra- lung Nr.

turbelege  gen Nr.

p=0.59). Diarrhea-predominant
IBS patients could not be analyzed
due to the small number of inclu-
ded patients. For secondary out-
comes, only the visual analog sca-
le of the EQ-5D revealed a
significant effect of CarO compar-
ed to OlivC (7.8, 95% ClI 1.0, 14.6,
p=0.024), all other comparisons
as well as the analyses within the
diarrhea-predominant IBS did not
show any effect.

Safety One adverse event (gas-
trointestinal viral infection) was
observed in a patient during the
CarO phase; however, no associa-
tion between the adverse event
and the intervention was assu-
med. No serious adverse events
occurred. No patient resigned
from the study due to adverse

effects.
Lauche, R.; females, compound primary outcome IBS symptom 1b
Kumar, S.; mean age preparation intensity — n.s. secondary outco-
Hallmann, J.; 50.3+11.9 made from: mes quality of life = n.s. anxiety —
Ludtke, R.; years) nur Murraya koeni-  n.s. depression — n.s. compliance
Rampp, T.; IBS-D gii (curry), Pu- — satisfactory to good safety
Dobos, G.; nica granatum —appeared to be safe, but one
Langhorst, J.; (pomegranate)  third of the patients registered at
Efficacy and and Curcuma least one minor adverse event that
safety of Ay- longa(turme- might be related to the study
urvedic ric) interventions.
herbs in diar- VS. daily log intensity of abdominal
rhoea-predo- placebo discomfort/pain — keine
minant irrita- (deskriptiven?) Unterschiede stool
ble bowel frequency during thetreatment
syndrome: A phases — keine (deskriptiven?)
randomised Unterschiede measures of
controlled adequate relief — keine (deskrip-
crossover tri- tiven?) Unterschiede global
al 2016 improvement — keine (deskripti-
RCT ven?) Unterschiede
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Titel

Systematic review
with meta-analysis:

the accuracy ofdiag-

nosing irritable
bowel syndrome
with symptoms,
biomarkers and/or
psychological mar-
kers

Systematic review:
accuracy of symp-
tom-based criteria
for diagnosis of IBS
in primary care

Waugh, N. et al.
Faecal calprotectin
testing for differen-
tiating amongst
inflammatory and
non-inflammatory
bowel diseases:
systematic review
and economic
evaluation

A meta-analysis of
the utility of
C-reactive protein,
erythrocyte sedi-
mentation rate, fe-
cal calprotectin, and
fecal lactoferrin to
exclude inflamma-
tory bowel disease
in adults with IBS.

Fecal lactoferrin in
discriminating in-
flammatory bowel
disease from irrita-
ble bowel syn-
drome: a diagnostic
meta-analysis.

Abnormal breath
testing in IBS: a me-
taanalysis.

Studientyp Population
Metaana- 7106 (aus 22
lyse Studien)
Systematic 25 Studien
Review

Systematic 28 Studien
Review/

Metaana-

lyse

Metaana- 18 Studien
lyse

Metaana- 7 Studien,
lyse 1012 Pat.
Metaana- 11 Studien
lyse

Ergebnis

einzeln nicht tiberlegen, scheinbar
kombiniert besser; twenty-two
studies (7106 patients) were eligible.
Positive and negative likelihood ra-
tios of the current gold standard, the
Rome IlI criteria, were 3.35 (95 % Cl:
2.97-3.79) and 0.39 (95 % Cl: 0.34-
0.46), similar to other symptom-ba-
sed criteria. Eleven biomarkers per-
formed no better than symptom-
based criteria. Psychological markers
performed well in one study. Five
different combinations were asses-
sed. The best in terms of positive li-
kelihood ratio was faecal calpro-
tectin, intestinal permeability and
Rome | criteria (26.4; 95 % Cl: 11.4-
61.9), and in terms of negative likeli-
hood ratio serum-based biomarkers
and psychological markers

(0.18; 95 % ClI: 0.12-0.25).

wenn |BS-Kriterien erfillt, zwar
niedrigeres Risiko fir Gl-spezif. Er-
krankungen, trotzdem symptomba-
sierte Kriterien nicht ausreichend,
um Diagnose zu stellen

pooled Sens. 93 % + Spez. 94 %

Bemerkungen

nur 1 Studie Rom Ill-
Kriterien, sonst,
Manning, Rom I+l

Manning, Kruis,
Rom I+I1, Bellantani,
Mazumdar, Talley,
Wasson

kein Biomarker unterscheidet sicher zw. IBD und IBS; wenn
CRP <0,5 oder Calprotectin <40 ug/g Wahrscheinlichkeit ftr

CED<1%

pooled Sens. 0,78 + Spez. 0,94

Sens. 43,6 % + Spez. 83,6 %
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Autor,
Journal, Jahr

Kunkel et al.,
Dig Dis Sci
2011

Kamp et al.,
Clin Gastro-
enterol Hepa-
tol 2016

Sainsbury
et al., Clin
Gastroenterol
Hepatol 2013

Halpin et al.,
Am ] Gastro-
enterol 2012

Irvine et al.,
Am ] Gastro-
enterol 2017

Ford et al.,
Clin Gastro-
enterol Hepa-
tol 2009

Titel Studientyp

Methane on breath Metaana-
testing is associated  lyse

with constipation: a

systematic review

and meta-analysis.

Irritable Bowel Syn- Metaana-
drome and Micros- lyse, Syste-
copic Colitis: A Sys- matic
tematic Review and Review
Meta-analysis

Prevalence of irrita- Meta-

ble bowel syn-dro- analyse
me-type symptoms

in patients with eliac

disease: a meta-

analysis.

Prevalence of symp- ~ Metaanaly-
toms meeting crite- se, Syste-
ria for irritable bow-  matic

el syndrome in Review
inflammatory bowel

disease: systematic

review and meta-

analysis.

Screening for Celiac Metaana-
Disease in Irritable lyse, Syste-
Bowel Syndrome: matic

An Updated Syste- Review
matic Review and

Meta-analysis.

Small intestinal bac- ~ Metaana-
terial overgrowth in lyse, Syste-
irritable bowel syn- matic
drome: systematic Review

review and meta-
analysis

Population

9 Studien,
1277 Pat.
(davon 319
Methan-Pro-
ducer)

10 Studien/
Zitate

7 Studien,
3383 Pat.

13 Studien,
1703 Pat.

36 Studien,
15256 Pat.,
davon 9275
(60 %) mit
RDS-Sympto-
men

12 Studien,
1921 Pat.

Ergebnis Bemerkungen

Methan signifikant assoziiert mit Obstipation bei IBS und
funktioneller Obstipation; Pooling all studies, a significant
association was found between methane on breath test and
constipation (OR=3.51, Cl=2.00-6.16). Among adults only,
methane was significantly associated with constipation
(OR=3.47, Cl=1.84-6.54). Similar results were seen when
only examining subjects with IBS (OR=3.60, Cl=1.61-8.06)

The pooled prevalence of IBS in patients with microscopic
colitis was 33.4% (95 % Cl, 31.5 %-40.6 %), but was not signi-
ficantly higher in patients with microscopic colitis than in
patients with diarrhea (OR, 1.39; 95% Cl, 0.43-4.47). In 3
cross-sectional surveys, the pooled OR for microscopic colitis
in participants with IBS, compared with other patients with
diarrhea, was 0.68 (95 % Cl, 0.44-1.04). In 4 case-control
studies the prevalence of IBS in patients with microscopic co-
litis was significantly higher than in asymptomatic controls
(OR, 5.16; 95 % Cl, 1.32-20.2).

Pravalenz von RDS-Symptomen bei Zéliakie-Pat. 38 %, haufi-
ger als bei Kontrollen; The pooled prevalence of IBS-type
symptoms in all patients with CD was 38.0 % (95 % Cl, 27.0 %-
50.0 %). The pooled OR for IBS-type symptoms was higher in
patients with CD than in controls (5.60; 95 % Cl, 3.23-9.70).
In patients who were nonadherent with a GFD, the pooled OR
for IBS-type symptoms, compared with those who were
strictly adherent, was 2.69 (95 % Cl, 0.75-9.56). There was
also a trend toward a higher OR for IBS-type symptoms
among patients who did not adhere to the GFD, compared
with controls (12.42; 95 % Cl, 6.84-11.75), compared with
that observed for adherent CD patients vs controls (4.28; 95 %
Cl, 1.56-11.75).

Prévalenz von RDS bei CED 39 %, signifikant héher als bei
Kontrollen, auch wenn CED in Remission, Pravalenz von RDS
bei M.Crohn hoher als bei CU; The pooled prevalence for IBS in
all IBD patients was 39 % (95 % Cl 30-48 %), with an OR com-
pared with controls of 4.89 (95 % Cl 3.43-6.98). In IBD pa-
tients in remission, the OR was 4.39 (95 % Cl 2.24-8.61). For
IBD patients with active disease, the pooled prevalence of IBS
was 44 %, compared with 35 % in those felt to be in remission
(OR 3.89; 95 % Cl 2.71-5.59). The prevalence in patients with
Crohn’s disease (CD) was higher than in those with ulcerative
colitis (UC; 46 vs. 36 %, OR 1.62; 95 % Cl 1.21-2.18).

signifikant hohere Pravalenz von positiver Zoliakie-Serologie
und positiven Biopsien bei Pat. mit V. a. RDS bzw. RDS-Symp-
tomatik im Vergleich zu Kontrollen Pooled ORs for positive
IgA AGAs, EMA and/or tTG, and biopsy-proven CD in IBS sub-
jects vs. controls were 3.21 (95 % Cl 1.55-6.65), 2.75 (95 % Cl
1.35-5.61), and 4.48 (95 % Cl 2.33-8.60), respectively. There
was no increase in ORs for any test for CD among cases with
IBS in North American studies, and results were inconsistent
in population-based studies. The prevalence of biopsy-proven
CD was significantly higher across all subtypes of IBS. Limita-
tions included heterogeneity in some analyses, and few North
American studies.

unterschiedliche
Definitionen fiir
positive Tests

positiver H2-Lactulose-Test: 54 %,
positiver H2-Glucose-Test: 31 %,
positives Jejunumaspirat und Kultur:
4%
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Titel

Systematic review
with meta-analysis:
diagnostic overlap
of microscopic coli-
tis and functional
bowel disorders

Systematic review
with meta-analysis:
the prevalence of
bile acid malabsorp-
tion in the IBS with
diarrhoea

Systematic review:
the prevalence of
idiopathic bile acid
malabsorption as di-
agnosed by SeHCAT
scanning in patients
with diarrhoea-pre-
dominant irritable
bowel syndrome

Yield of diagnostic
tests for celiac dis-
ease in individuals
with symptoms sug-
gestive of irritable
bowel syndrome:
systematic review
and meta-analysis

Biomarkers for bile
acid diarrhoea in
functional bowel dis-
order with diarrhoea:
a systematic review
and meta-analysis

Tests for Serum
Transglutaminase
and Endomysial An-
tibodies Do Not De-
tect Most Patients
With Celiac Disease
and Persistent Vil-
lous Atrophy on
Gluten-free Diets: a
Meta-analysis

Biomarkers to dis-
tinguish functional
constipation from
irritable bowel syn-
drome with consti-
pation.

Studientyp

Metaanaly-
se, Syste-
matic
Review

Metaanaly-
se, Syste-
matic
Review

Systematic
Review

Metaanaly-
se, Syste-
matic
Review

Population

26 Studien,
5099 Pat.

6 Studien,
908 Pat.

18 Studien
(15 prospek-
tiv), 1223 Pat.

14 Studien,
4204 Pat.
(davon 2278
mit RDS-Kri-
terien)

Metaanalyse, Systematic

Review

Metaana-
lyse

Systematic
review

26 Studien

15 Studien

Ergebnis Bemerkungen

Prévalenz fir funkt. Darmerkrankung bei Pat. mit mikrosk.
Colitis: 39,1 % (lymph. Colitis: 40,7 %; kollag. Colitis: 28,4 %);
Pravalenz fiir mikrosk. Colitis bei funkt. Darmerkr.: 7 % (Diar-
rhoe-pradom.: 9,8 %; Obstipationpradom.: 1,3 %; mixed:
1,9%)

Rate fiir BAM in RDS-D: 16,9 % bis
35,3 %/pooled 28,1 %

angewandte diagn.
Kriterien hatten kei-
nen signifikanten
Einfluss auf Rate

5 Studien zeigten schwere BAM bei 10 % der Pat.; 17 Studien
zeigten moderate BAM 31 %; 7 Studien zeigten leichte BAM
bei 26 %; Ansprechrate auf Colestyramin: 96 % bei schwerer,
80 % bei moderater, 70 % bei leichter BAM

pooled Préavalenz IgA-class AGA: 4 % (Range 0-18 %); tTGAs:
1,63 % (Range 0-11,4 %); Biopsie: 4,1 % (Range 0-11,4 %);
hohere Rate von Zoliakie bei Pat. mit RDS gegentiber gesun-
den Kontrollen

The diagnostic yields (and 95 % Cl) of abnormal tests were:
0.308 (0.247 to 0.377) for 75SeHCAT retention (<10 %),
0.171 (0.134 to 0.217) for serum C4, 0.248 (0.147 to 0.385)
for serum FGF19 and 0.255 (0.071 to 0.606) for total faecal
BA excretion over 48 h

Spezifitit: tTGA IgA 0,83, EMA IgA 0,91; Sens.: tTGA IgA 0,50,
EMA IgA 0,45

Pain thresholds were lower in IBS-C than FC for 3/5 studies
and not different in 2/5. Colonic motility was decreased more
in FC than IBS-C for 3/3 studies, and whole gut transit was
delayed more in FC than IBS-C in 3/8 studies and not different
in 5/8. Pelvic floor dyssynergia was unrelated to diagnosis.
Sympathetic arousal, measured in only one study, was greater
in IBS-C than FC. The most reliable separation of FC from IBS-
C was shown by a novel new magnetic resonance imaging
technique described in this issue of the journal. These authors
showed that drinking one liter of polyethylene glycol laxative
significantly increased water content in the small intestine,
volume of contents in the ascending colon, and time to first
evacuation in FC vs IBS-C; and resulted in less colon motility
and delayed whole gut transit in FC compared to IBS-C.
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Titel

Role of radiologic
imaging in irritable
bowel syndrome:
evidence-based
review.

Rome IV Diagnostic Questionnaires

Studientyp

Review

and Tables for Investigators and

Clinicians.

The incidence of
other gastroentero-
logical disease follo-
wing diagnosis of
irritable bowel syn-
drome in the UK: a
cohort study

The yield of colonoscopy in patients
with non-constipated irritable bowel

Kohorte

syndrome: results from a prospec-

tive, controlled US trial

Organic colonic lesi-
ons in 3332 patients
with suspected irri-
table bowel sydro-
me and lacking war-
ning signs, a
retrospective case-
control study

Irritable bowel syn-
drome and risk of
colorectal cancer: a
Danish nationwide
cohort study.

Prevalence of
organic disease at
colonoscopy in
patients with symp-
toms compatible
with irritable bowel
syndrome: cross-
sectional survey.

Case con-
trol, retro-
spektiv

Case con-
trol, retro-
spektiv

Kohorte

Population

7 Artikel

(2 Systematic
Reviews,

5 primary
research)

Sensitivitat:
843 Pat. mit
RDS, FC, FD/
Spezifitat:
5931 mit
RDS, FC, FD/
1162 Gesun-
de (Normbe-
reich)

112854 IBS/
546903 Kon-
trollen

466 IBS non-
constipated
(suspected)/
451 Kontrol-
len

3332 mitV.a.

RDS ohne
Alarmsymp-
tome/1588
Kontrollen

57 851 RDS

559 (423 mit
Alarmsymp-
tomen,

136 ohne
Alarmsymp-
tome)

Ergebnis Bemerkungen

The five primary research articles examined either colonic in-
vestigations (colonoscopy and barium enema examination)
(n=5) or US (n=2) or both (n=2). Structural disease found
infrequently in patients with IBS-type symptoms included di-
verticulosis, colorectal cancer, celiac disease, inflammatory
bowel disease, and ovarian cancer. The incidence of structural
disease in patients with concerning symptoms was low. Alt-
hough widely used, there is a surprising paucity of evidence
quiding radiologic imaging in IBS.

Sensitivity was 62.7 % for IBS, 54.7 % for FD, and 32.2 % for FC/
Specifity: 97,1 % for IBS, 93,3 % for FD, 93,6 % for FC

Fifteen years after IBS diagnosis there is a significant cumula-
tive excess incidence of coeliac disease, IBD and CRC in IBS of
3.7 % compared to 1.7 % in controls. For every 10 000 patient
years, IBS patients experienced an additional 4 diagnoses of
coeliac disease, 13 of IBD and 4 CRCs

The most common lesions in suspected IBS patients were he-
morrhoids (18.2 %), polyps (14.6 %), and diverticulosis (8.8 %).
Suspected IBS patients had a lower prevalence of adenomas
(7.7 % vs. 26.1 %, P <0.0001) and diverticulosis (8.8 % vs.
21.3%, P<0.0001) and higher prevalence of mucosal erythe-
ma or ulceration (4.9% vs. 1.8%, P <0.01). The overall preval-
ence of microscopic colitis in suspected IBS patients was 1.5%
(7/466) and 2.3 % (4/171) in those > or =45 years of age

Organic colonic lesions were found in 30.3 % of the patients
with suspected irritable bowel syndrome (1010/3332) and
39.0 % of the controls (619/1588). Compared with controls,
patients with suspected irritable bowel syndrome had higher
prevalence of noninflammatory bowel disease and nonin-
fectious colitis and terminal ileitis, however, had lower prev-
alence of diverticular disease, adenomatous polyps, and non-
adenomatous polyps (all P <0.001).

we identified 407 cases of colon cancer during a combined fol-
low-up of 506 930 years (SIR, 1.14 (95 % confidence interval
(Cl): 1.03-1.25) and 115 cases of rectal cancer, corresponding
to a SIR of 0.67 (95 % Cl: 0.52-0.85). In the first 3 months after
an IBS diagnosis, the SIR was 8.42 (95 % Cl: 6.48-10.75) for co-
lon cancer and 4.81 (95 % Cl: 2.85-7.60) for rectal cancer. The-
reafter, the SIRs declined and 4-10 years after an IBS diagnosis,
the SIRs for both colon and rectal cancer remained below 0.95.

There was a significantly higher prevalence of organic Gl dis-
ease among those reporting alarm features (117 [27.7 %]),
compared with those without (21 [15.4 %]) (p=0.002). In the
latter group of 136 patients, Crohn’s disease was the commo-
nest finding (10 [7.4 %] subjects), followed by coeliac disease
(4 [2.9 %] subjects), and microscopic colitis (3 [2.2 %] subjects).
Regardless of presence or absence of alarm features, patients
with constipation-predominant IBS were less likely to exhibit
organic Gl disease than those with diarrhea-predominant or
mixed IBS (12.7 % vs. 32.1 % and 23.8 %, p=0.006)
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Titel Studientyp

A prospective evaluation of the
diagnostic value of video capsule
endoscopy in patients initially classi-
fied as irritable bowel syndrome.

Kohorte,
prospektiv

Irritable bowel syn-
drome and the inci-
dence of colorectal
neoplasia: a pro-
spective cohort stu-
dy with community-
based screened
population in Tai-
wan.

An excess of prior Case con-
irritable bowel syn- trol
drome diagnoses or

treatments in Celiac

disease: evidence of

diagnostic delay

Prevalence of celiac Case con-
disease and related trol
antibodies in pa-

tients diagnosed

with irritable bowel

syndrome according

to the Rome Il cri-

teria. A case-control

study.

Are IBD patients Case con-
more likely to havea  trol

prior diagnosis of ir-

ritable bowel syn-

drome? Report of a

case-control study

in the General

Practice Research

Database.
Prevalence of irrita- multicenter,
ble bowel syn- prospektiv

drome-like symp-
toms in ulcerative
colitis patients with
clinical and endos-
copic evidence of
remission: pro-
spective multicenter
study.

Risk of inflammatory bowel disease
following a diagnosis of irritable
bowel syndrome.

Population

28 RDS (alle
weiblich)

39384, 9160
normale Ko-
horte mit
RDS, 30244
normale Ko-
horte ohne
RDS

400 RDS, 400
gesunde
asymptomati-
sche Kontrol-
len

20193 IBD,
201393 Kon-
trollen

172 Pat.
(UCin klin.
Remission),
330 Kontrol-
len

9341 RDS,
18678 Kon-
trollen

Ergebnis Bemerkungen

24 von 27 ohne Befund (2 Pat. mit multiplen Ulcerationen/
Erosionen im Diinndarm; 1 Pat. mit Duodenalulcus)

The overall period prevalence of IBS was 23 %, increasing from
14.7 % for subjects aged 40-49 years to 43.7 % for those aged
70 years and more. After controlling for age, gender and
family history of colorectal cancer, screenees who had been
diagnosed as having IBS exhibited a significantly elevated lev-
el (21 %; adjusted hazard ratio (HR)=1.21 (95% Cl: 1.02-
1.42)) of incident colorectal adenoma compared with those
who had not been diagnosed with IBS. A similar finding was
noted for invasive carcinoma; however, the size of the effect
was of borderline statistical significance (adjusted HR=1.20
(95% ClI: 0.94-1.53))

It was found that 16 % of celiac patients had such a prior di-
agnosis compared to 4.9 % of controls (a threefold increased
risk of prior IBS; OR=3.8, 95 % Cl: 3.6-4.2), and that if one
looked at typical treatment for IBS rather than diagnostic
codes, 28 % of celiac patients appeared to have been treated
compared to 9 % of controls. Many of the diagnoses of IBS
occurred within the last year before diagnosis of celiac disea-
se, but there was a clear excess of IBS even 10 years earlier

The mean age of the population was 44.47 +£18.01 years and
335 (82 %) of the subjects were women. Twenty-one patients
and six controls had at least one positive test for CD (5.25 %
VS 1.5%, p=0.003, OR 3.63 [95 % CI 1.4-9.11]). Eighteen
patients were positive for h-tTG and/or DGP-II IgG. Histologic
confirmation of CD was 2.5 % in the IBS patients vs 0.5 % in the
controls (p=0.04, OR 5.21). The IBS-D subtype had the hig-
hest prevalence for serological positivity (12.7 %)

The 20, 193 cases were three times as likely as controls to
have a prior record of IBS. Fifteen per cent of IBD cases and 5 %
of controls had IBS coded before diagnosis with 11 % having a
code for IBS over one year before IBD (cf. 5% of controls) and
6 % over five years earlier (cf. 3%). These figures roughly dou-
bled if typical antispasmodic therapies were assumed to re-
present IBS diagnoses

Of the 172 UC patients, 46 (26.7 %) met the Rome IIl criteria,
which was a significantly higher rate as compared with the
controls (4.8 %). The prevalence rate of IBS-like symptoms in
UC patients with endoscopic remission findings (Matts grade
<2) was 25.6 %, which was similar to that of those with clinical
remission. When endoscopic remission was defined as Matts
grade 1, the prevalence rate of IBS-like symptoms was de-
creased to 15.4 %, although the prevalence rate remained
higher than that of the control subjects

IGE = Infectious
gastroenteritis

We identified 9341 incident IBS ca-
ses and 18 678 matched non-IBS
subjects and found an 8.6-fold high-
er incidence (p<0.0001) of IBD
among those with IBS (238.1 per
100000 person-years) compared to
our referent population (27.8 per
100000 person-years). In a subset

e481



& Thieme

Relevant Autor,
fur Journal, Jahr
Statement

3-5 Goshal et al.,
Eur | Gastro-
enterol Hepa-
tol 2014

3-5 Ranaet al.,
Digestion
2012

3-4 Carroccio
etal., Am |
Gastroenterol

3-4, 3-9 Emmanuel
et al., Frontli-
ne Gatroen-

terol 2016

e482

Titel Studientyp Population

Breath tests in the diagnosis of small 80 RDS-Pat.

intestinal bacterial overgrowth in

patients with irritable bowel syn-

drome in comparison with quantita-

tive upper gut aspirate cuture.

Comparison of lactulose and glucose 175 RDS-D,

breath test for diagnosis of small 150 gesunde

intestinal bacterial overgrowth in Kontrollen

patients with irritable bowel syn-

drome.

Nonceliac wheat sensitivity diagno- 276 NCWS-

sed by double-blind placebo-con- Pat., Kontrol-

trolled challenge: exploring a new len: 100 Z6-

clinical entity. liakie-Pat., 50
RDS-Pat.

Faecal biomarker retrospek- 3553 RDS

patterns in patients tiv, diskrip-

with symptoms of tiv

irritable bowel syn-

drome.

Ergebnis Bemerkungen

(n=2205) of well-defined IBS cases,
IBD risk was 15 times that of subjects
without IBS. The median time bet-
ween IBS and IBD diagnoses was

2.1 years. IGE also increased IBD risk
approximately 2-fold (p<0.05) after
controlling for IBS.

A total of 15/80 (19 %) patients had SIBO (=10 CFU/ml) on
culture compared with 0/10 historical controls; 4/15 (27 %)
with and none of 65 without SIBO had positive GHBT (sensiti-
vity 27 %, specificity 100 %). None of 15 with and one of 65
without SIBO had double peaks on LHBT (sensitivity 0 %, spe-
cificity 98 %); 5/15 (33 %) with and 23/65 (35 %) without SIBO
had an early peak on LHBT (sensitivity 33 %, specificity 65 %);
and 2/15 (13.3 %) with and 26/63 (41.3 %) without SIBO had
high methane on LHBT (sensitivity 13.3 %, specificity 58.7 %).
Patients with SIBO on culture more often had diarrhea [6/15
(40%) vs. 8/65 (12.3%), P=0.011], higher weekly stool fre-
quency [21 (3-28) vs. 14 (4-49), P=0.003], and looser forms
[Bristol 5-6, 11/15 (73.3 %) vs. 33/65 (50.8 %), P=0.116].

SIBO was positive in 60/175 (34.3 %)
patients by lactulose and in 11/175
(6.2 %) patients by GBT. In controls,
LBT was positive for SIBO in 45/150
(30 %) patients and in 1/150 (0.66 %)
patients by GBT. Positive LBT for
SIBO was not significantly different
in patients and controls; while using
GBT, SIBO was significantly higher
(p<0.01) in patients as compared to
controls. By using GBT as gold
standard for SIBO, sensitivity, speci-
ficity, positive predictive value and
negative predictive value of LBT in
IBS patients was 63.6, 67.7, 11.7 and
96.6 % respectively.

SIBO was positive
with a sustained in-
crease in breath Hz
or CHa4 or both
>10ppm over a ba-
seline value within
<90 min in case of
LBT and within
<120 min in GBT.

Two hundred and seventy-six patients with WS, as diagnosed
by DBPC challenge, were included. Two groups showing dis-
tinct clinical characteristics were identified: WS alone (group
1) and WS associated with multiple food hypersensitivity
(group 2). As a whole group, the WS patients showed a higher
frequency of anemia, weight loss, self-reported wheat intole-
rance, coexistent atopy, and food allergy in infancy than the
IBS controls. There was also a higher frequency of positive
serum assays for IgG/IgA antigliadin and cytometric basophil
activation in “in vitro” assay. The main histology characteristic
of WS patients was eosinophil infiltration of the duodenal and
colon mucosa. Patients with WS alone were characterized by
clinical features very similar to those found in CD patients.
Patients with multiple food sensitivity were characterized by
clinical features similar to those found in allergic patients

Abnormal biomarker results (the outcomes) occurred in 94 %
of cases; 73 % and 65 % of records indicated growth of a bac-
terial potential pathogen and low growth of beneficial organ-
isms, respectively. Abnormal results for all other faecal bio-
markers occurred with frequencies from 5% to 13 %.
Frequency of abnormal results for elastase, calprotectin, eo-
sinophil protein X, and beneficial organisms rose significantly
with age, and differed significantly across IBS phenotypes.
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Titel Studientyp

Lactulose Challenge
Determines Visceral
Sensitivity and Se-
verity of Symptoms
in Patients With Irri-
table Bowel Syn-
drome.

prospektiv

Use of serum biomarkers in a diag-
nostic test for irritable bowel syn-
drome.

A novel biomarker Kohorten
panel for irritable

bowel syndrome

and the application

in the general popu-

lation.

Kohorte, re-
trospektiv

Novel Testing En-
hances Irritable
Bowel Syndrome
Medical Manage-
ment: The IMMI-
NENT Study.

Development and validation of a
biomarker for diarrhea-predominant
irritable bowel syndrome in human
subjects.

Population

100 RDS-Pat.

1721, davon:
876 RDS, 610
Disease con-
trols (IBD,
Coeliac disea-
se, functional
Gl Disorder),
235 gesunde
Kontrollen

196 RDS, 160
gesunde Kon-
trollen, 958
general Popu-
lation

209?

2375 RDS-D,
142 1BD, 121
Zoliakie, 43
gesunde Kon-
trollen

Ergebnis Bemerkungen

Based on the intensity of 8 GI symp-
toms and level of digestive comfort
during the challenge, patients were
assigned to groups with high-inten-
sity GI symptoms (HGS; n=39) or
low-intensity Gl symptoms (LGS;
n=61); patients with HGS had more
severe IBS (P <0.0001), higher so-
matization (P <0.01), and lower
quality of life (P <0.05-0.01) than
patients with LGS. Patients with HGS
also had significantly higher rectal
sensitivity to random phasic disten-
sions (P <0.05-0.001, compared
with patients with LGS). There were
no significant differences between
groups in fecal microbiota composi-
tion, exhaled gas in breath, or oroa-
nal transit time.

25 g Lactulose

The sensitivity and specificity of the 10-biomarker algorithm
for differentiating IBS from non-IBS was 50 % and 88 % re-
spectively. The positive predictive value was 81 %, and the
negative predictive value was 64 % at 50 % IBS prevalence in
the validation cohort. Overall accuracy was 70 %.

A set of 8 biomarker panel was identified to discriminate IBS
from HC with high sensitivity (88.1 %) and specificity (86.5 %).
The results for the IBS subtypes were comparable. Moreover,
a moderate correlation was found between the biomarker
panel and Gl symptom scores in the IBS (r=0.59, p<0.001)
and the general population cohorts (r=0.51, p=0.003). A
novel multi-domain biomarker panel has been identified and
validated, which correlated moderately to GI symptom seve-
rity in IBS and general population subjects

the only significant baseline differences between groups were
laboratory costs, which were significantly higher in each test-
ed cohort. At each follow-up time point, total medical and
gastrointestinal procedural costs were significantly higher in
non-tested cohorts. Within tested cohorts, costs declined
significantly from baseline, while costs rose significantly in
non-tested control cohorts; these differences were also sig-
nificant between groups at each time point.

Anti-CdtB titers were significantly higher in D-IBS subjects
compared to IBD, healthy controls and celiac disease

(P <0.001). Anti-vinculin titers were also significantly higher
in IBS (P <0.001) compared to the other groups. The area-
under-the-receiver operating curves (AUCs) were 0.81 and
0.62 for diagnosis of D-IBS against IBD for anti-CdtB and anti-
vinculin, respectively. Both tests were less specific in diffe-
rentiating IBS from celiac disease. Optimization demonstrat-
ed that for anti-CdtB (optical density >2.80) the specificity,
sensitivity and likelihood ratio were 91.6 %, 43.7 and 5.2, re-
spectively, and for anti-vinculin (OD > 1.68) were 83.8 %, 32.6
and 2.0, respectively.
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Relevant Autor, Titel Studientyp Population Ergebnis Bemerkungen
fur Journal, Jahr
Statement
3-5 Herve et al., Irritable bowel syn- Case con- 113 ischami- The prevalence of IBS in cases was 16.9 %vs 1.8 % in controls.
Neurogastro-  drome is more fre- trol, retro- sche Colitis, The risk of IBS was 11.05 times higher among cases than in
enterol Motil quent in patients spekti 113 pepticul-  controls (P <0.001); Cl 95 %: (2.45-49.74). A total of 87 pairs
2009 hospitalized for cer bleeding with complete data were used for OR calculation. The risk of
ischaemic colitis: re- IBS was 7.5 times higher in cases than in controls (P=0.002);
sults of a case-con- Cl195%: (1.72-32.80).
trol study.
3-5 Mathur et al., Polycystic ovary prospektiv 65 Frauen 15 subjects (42 %) had IBS, compared to 3 subjects (10 %)
Dig Dis Sci syndrome is asso- (36 PCOS) among controls (p<0.01). Control subjects were leaner (BMI:
2010 ciated with an in- 27.5+[-1.1vs.31.4+[- 1.2kg/m(2), p<0.05) than PCOS pa-

Autor, Journal,
Jahr

Questionnaire

Palssson et al.,
Gastroenterolo-
gy 2016

Koloskopie

Canavan et al.,
PLoS One 2014

Cheyetal., Am |

Gastroenterol
2010
Guetal, Int]

Colorectal Dis
2011
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creased prevalence
of irritable bowel
syndrome.

Diagnostische Verfahren

Titel Studientyp

Rome IV Diagnostic
Questionnaires and
Tables for Investiga-
tors and Clinicians.

The incidence of other  Kohorte
gastroenterological

disease following diag-

nosis of irritable bowel

syndrome in the UK: a

cohort study

Case control,
prospektiv

The yield of colonos-
copy in patients with
non-constipated irrita-
ble bowel syndrome:
results from a pro-
spective, controlled US
trial

Case control,
retrospektiv

Organic colonic lesions
in 3332 patients with
suspected irritable
bowel syndrome and
lacking warning signs,
a retrospective case-
control study

Population

Sensitivi-

tat: 843 Pat.
mit RDS, FC, FD/
Spezifitat: 5931
mit RDS, FC, FD/
1162 Gesunde
(Normbereich)

112854 IBS
546 903 Kon-
trollen

466 IBS non-
constipated
(suspected)
451 Kontrollen

3332 mit V. a.
RDS ohne
Alarmsympto-
me 1588 Kon-
trollen

tients. Among women with PCOS, those with IBS had a higher
BMI (32.9 +/- 2.0 kg/m(2)) compared to those with PCOS but
no IBS (30.3 +/- 1.6 kg/m(2)) and controls (27.5 +/-1.1 kg/m
(2); p<0.05). This difference was true even after correcting
for BMI and age (p<0.01).

Literatur der AG 4 gegliedert in Diagnostische Verfahren, Differenzialdiagnosen und Metaanalysen.

Ergebnis Bemerkungen

Sensitivity was 62.7 % for IBS, 54.7 % for FD,
and 32.2 % for FC/Specifity: 97,1 % for IBS,
93,3 % for FD, 93,6 % for FC

Fifteen years after IBS diagnosis there is a signif-
icant cumulative excess incidence of coeliac
disease, IBD and CRC in IBS of 3.7 % compared to
1.7 % in controls. For every 10 000 patient years,
IBS patients experienced an additional 4 diag-
noses of coeliac disease, 13 of IBD and 4 CRCs

The most common lesions in suspected IBS
patients were hemorrhoids (18.2 %), polyps
(14.6 %), and diverticulosis (8.8 %). Suspected
IBS patients had a lower prevalence of adeno-
mas (7.7 % vs. 26.1 %, P <0.0001) and diverticu-
losis (8.8 % vs. 21.3 %, P <0.0001) and higher
prevalence of mucosal erythema or ulceration
(4.9% vs. 1.8%, P<0.01). The overall prevalence
of microscopic colitis in suspected IBS patients
was 1.5% (7/466) and 2.3 % (4/171) in those

> or=45 years of age

Organic colonic lesions were found in 30.3 % of
the patients with suspected irritable bowel syn-
drome (1010/3332) and 39.0 % of the controls
(619/1588). Compared with controls, patients
with suspected irritable bowel syndrome had
higher prevalence of noninflammatory bowel
disease and no-infectious colitis and terminal
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Autor, Journal, Titel

Jahr

Norgaard et al., Irritable bowel syn-

Br|Cancer2011  drome and risk of
colorectal cancer: a
Danish nationwide co-
hort study.

Patel et al., Prevalence of organic

Scand | Gastro-
enterol 2015

disease at colonoscopy
in patients with symp-
toms compatible with
irritable bowel syn-
drome: cross-sectional
survey.

Kapselendoskopie

Ohlsson et al., A prospective evaluati-
Eur | Intern Med  on of the diagnostic
2009 value of video capsule

endoscopy in patients
initially classified as ir-
ritable bowel syn-
drome.

Calprotectin/Biomarker

Waugh et al.,
Health Technol
Assess 2013

Faecal calprotectin
testing for differentia-
ting amongst inflam-
matory and non-in-
flammatory bowel
diseases: systematic
review and economic

evaluation
Menees et al., A meta-analysis of the
Am | Gastroen- utility of C-reactive
terol 2015 protein, erythrocyte

sedimentation rate,
fecal calprotectin, and
fecal lactoferrin to ex-
clude inflammatory
bowel disease in adults
with IBS.

Fecal lactoferrin in di-
scriminating inflam-
matory bowel disease
from irritable bowel
syndrome: a diagnos-
tic meta-analysis.

Zhou et al., BMC
Gastroenterol
2014
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Studientyp

Case control,
retrospektiv

Kohorte

Metaanalyse
Systematic Re-
view

Metaanalyse

Metaanalyse

Population

57 851 RDS

559 (423 mit
Alarmsympto-
men, 136 ohne
Alarmsympto-
me)

28 RDS (alle
weiblich)

28 Studien

18 Studien

7 Studien, 1012
Pat.

Ergebnis

ileitis, however, had lower prevalence of diverti-
cular disease, adenomatous polyps, and non-
adenomatous polyps (all P <0.001).

we identified 407 cases of colon cancer during a
combined follow-up of 506 930 years (SIR, 1.14
(95 % confidence interval (Cl): 1.03-1.25) and
115 cases of rectal cancer, corresponding to a
SIR of 0.67 (95 % Cl: 0.52-0.85). In the first 3
months after an IBS diagnosis, the SIR was 8.42
(95% Cl: 6.48-10.75) for colon cancer and 4.81
(95% Cl: 2.85-7.60) for rectal cancer. Thereaf-
ter, the SIRs declined and 4-10 years after an IBS
diagnosis, the SIRs for both colon and rectal
cancer remained below 0.95.

There was a significantly higher prevalence of
organic Gl disease among those reporting alarm
features (117 [27.7 %]), compared with those
without (21 [15.4%]) (p=0.002). In the latter
group of 136 patients, Crohn’s disease was the
commonest finding (10 [7.4 %] subjects), follo-
wed by coeliac disease (4 [2.9 %] subjects), and
microscopic colitis (3 [2.2 %] subjects). Regard-
less of presence or absence of alarm features,
patients with constipation-predominant IBS
were less likely to exhibit organic Gl disease than
those with diarrhea-predominant or mixed IBS
(12.7% vs. 32.1% and 23.8%, p = 0.006)

24 von 27 ohne Befund, 2 Pat. mit multiplen Ul-
cerationen/Erosionen im Diinndarm, 1 Pat. mit
Duodenal-Ulcus

pooled Sens. 93 % + Spez. 94 %

kein Biomarker unterscheidet sicher zw. IBD und
IBS; wenn CRP <0,5 oder Calprotectin <40 ug/g
Wahrscheinlichkeit fir CED <1 %

pooled Sens. 0,78 + Spez. 0,94
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Emmanuel

et al., Frontline
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2016

Le Neve et al.,
Clin Gastroente-
rol Hepatol
2016
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macol Ther
2009
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Sci Rep 2016
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Glob Adv Health
Med 2014
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PLoS One 2015
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Titel

Faecal biomarker pat-
terns in patients with
symptoms of irritable
bowel syndrome.

Lactulose Challenge
Determines Visceral
Sensitivity and Severi-
ty of Symptoms in Pa-
tients With Irritable
Bowel Syndrome.

Use of serum biomar-
kers in a diagnostic
test for irritable bowel
syndrome.

A novel biomarker pa-
nel for irritable bowel
syndrome and the ap-
plication in the general
population.

Novel Testing Enhan-
ces Irritable Bowel
Syndrome Medical
Management: The IM-
MINENT Study.

Development and vali-
dation of a biomarker
for diarrhea-predomi-
nant irritable bowel
syndrome in human
subjects.

Studientyp

retrospektiv,

diskriptiv

prospektiv

Kohorten

Kohorte, re-
trospektiv

Population

3553 RDS

100 RDS-Pat.

1721, davon:
876 RDS, 610
Disease controls
(IBD, Coeliac
disease, functio-
nal Gl Disorder),
235 gesunde
Kontrollen

196 RDS 160
gesunde Kon-
trollen 958 gen-
eral Population

209?

2375RDS-D 142
IBD 121 Zoliakie
43 gesunde
Kontrollen

Ergebnis

Abnormal biomarker results (the outcomes) oc-
curred in 94 % of cases; 73 % and 65 % of records
indicated growth of a bacterial potential patho-
gen and low growth of beneficial organisms, re-
spectively. Abnormal results for all other faecal
biomarkers occurred with frequencies from 5%
to 13 %. Frequency of abnormal results for elas-
tase, calprotectin, eosinophil protein X, and be-
neficial organisms rose significantly with age,
and differed significantly across IBS phenotypes.

Based on the intensity of 8 Gl symptoms and
level of digestive comfort during the challenge,
patients were assigned to groups with high-in-
tensity Gl symptoms (HGS; n=39) or low-inten-
sity GI symptoms (LGS; n=61); patients with
HGS had more severe IBS (P <0.0001), higher
somatization (P <0.01), and lower quality of life
(P <0.05-0.01) than patients with LGS. Patients
with HGS also had significantly higher rectal
sensitivity to random phasic distensions

(P <0.05-0.001, compared with patients with
LGS). There were no significant differences bet-
ween groups in fecal microbiota composition,
exhaled gas in breath, or oro-anal transit time.

The sensitivity and specificity of the 10-biomar-
ker algorithm for differentiating IBS from non-
IBS was 50 % and 88 % respectively. The positive
predictive value was 81 %, and the negative pre-
dictive value was 64 % at 50 % IBS prevalence in
the validation cohort. Overall accuracy was 70 %.

A set of 8 biomarker panel was identified to di-
scriminate IBS from HC with high sensitivity
(88.1%) and specificity (86.5 %). The results for
the IBS subtypes were comparable. Moreover, a
moderate correlation was found between the
biomarker panel and GI symptom scores in the
IBS (r=0.59, p<0.001) and the general popula-
tion cohorts (r=0.51, p=0.003). A novel multi-
domain biomarker panel has been identified and
validated, which correlated moderately to Gl
symptom severity in IBS and general population
subjects

the only significant baseline differences bet-
ween groups were laboratory costs, which were
significantly higher in each tested cohort. At
each follow-up time point, total medical and
gastrointestinal procedural costs were signifi-
cantly higher in non-tested cohorts. Within
tested cohorts, costs declined significantly from
baseline, while costs rose significantly in non-
tested control cohorts; these differences were
also significant between groups at each time
point.

Anti-CdtB titers were significantly higher in D-IBS
subjects compared to IBD, healthy controls and
celiac disease (P <0.001). Anti-vinculin titers were
also significantly higher in IBS (P <0.001) com-
pared to the other groups. The area-under-the-
receiver operating curves (AUCs) were 0.81 and

Bemerkungen

25 g Lactulose
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Autor, Journal,
Jahr

Witehead et al.,
Neurogastroen-
terol Motil 2016

Sood et al., Ali-
ment Pharma-
col Ther 2015

Valentin et al.,
Gut 2016

Radiologie

O’Connor et al.,
Radiology 2012

Titel

Biomarkers to distin-
quish functional con-
stipation from irritable
bowel syndrome with
constipation.

Systematic review with
meta-analysis: the
accuracy of diagnosing
irritable bowel syn-
drome with symp-
toms, biomarkers and/
or psychological mar-
kers

Biomarkers for bile
acid diarrhoea in
functional bowel dis-
order with diarrhoea: a
systematic review and
meta-analysis

Role of radiologic ima-
ging in irritable bowel
syndrome: evidence-
based review.

Studientyp

Systematic
review

Metaanalyse

Metaanalyse,
Systematic Re-
view

Review

Population

15 Studien

7106 (aus 22
Studien)

7 Artikel (2 Sys-
tematic Re-
views, 5 primary
research)

Ergebnis

0.62 for diagnosis of D-IBS against IBD for anti-
CdtB and antivinculin, respectively. Both tests
were less specific in differentiating IBS from celiac
disease. Optimization demonstrated that for anti-
CdtB (optical density>2.80) the specificity, sensi-
tivity and likelihood ratio were 91.6 %, 43.7 and
5.2, respectively, and for anti-vinculin (OD = 1.68)
were 83.8 %, 32.6 and 2.0, respectively.

Pain thresholds were lower in IBS-C than FC for
3/5 studies and not different in 2/5. Colonic
motility was decreased more in FC than IBS-C for
3/3 studies, and whole gut transit was delayed
more in FC than IBS-C in 3/8 studies and not
different in 5/8. Pelvic floor dyssynergia was un-
related to diagnosis. Sympathetic arousal,
measured in only one study, was greater in IBS-C
than FC. The most reliable separation of FC from
IBS-C was shown by a novel new magnetic reso-
nance imaging technique described in this issue
of the journal. These authors showed that drin-
king one liter of polyethylene glycol laxative sig-
nificantly increased water content in the small
intestine, volume of contents in the ascending
colon, and time to first evacuation in FC vs IBS-
C; and resulted in less colon motility and delayed
whole gut transit in FC compared to IBS-C.

einzeln nicht iiberlegen, scheinbar kombiniert
besser; Twenty-two studies (7106 patients) were
eligible. Positive and negative likelihood ratios of
the current gold standard, the Rome Il criteria,
were 3.35 (95 % Cl: 2.97-3.79) and 0.39 (95 % Cl:
0.34-0.46), similar to other symptom-based cri-
teria. Eleven biomarkers performed no better
than symptombased criteria. Psychological mar-
kers performed well in one study. Five different
combinations were assessed. The best in terms of
positive likelihood ratio was faecal calprotectin,
intestinal permeability and Rome | criteria (26.4;
95 % Cl: 11.4-61.9), and in terms of negative li-
kelihood ratio serum-based biomarkers and psy-
chological markers (0.18; 95 % Cl: 0.12-0.25).

The diagnostic yields (and 95 % Cl) of abnormal
tests were: 0.308 (0.247 to 0.377) for 75SeH-
CAT retention (<10 %), 0.171 (0.134 to 0.217)
for serum C4, 0.248 (0.147 to 0.385) for serum
FGF19 and 0.255 (0.071 to 0.606) for total fae-
cal BA excretion over 48 h

The five primary research articles examined eit-
her colonic investigations (colonoscopy and
barium enema examination) (n=5) or US (n=2)
or both (n=2). Structural disease found infre-
quently in patients with IBS-type symptoms
included diverticulosis, colorectal cancer, celiac
disease, inflammatory bowel disease, and ovari-
an cancer. The incidence of structural disease in
patients with concerning symptoms was low.
Although widely used, there is a surprising
paucity of evidence guiding radiologic imaging
in IBS.
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Autor, Journal,
Jahr

Titel

Funktionsdiagnostik/Atemtest

Shah et al., Dig
Dis Sci 2010

Kunkel et al.,
Dig Dis Sci 2011

Abnormal breath tes-
ting in IBS: a meta-
analysis.

Methane on breath
testing is associated
with constipation: a
systematic review and
meta-analysis.

Symptombasierte Definition

Sood et al., Ali-
ment Pharma-
col Ther 2015

Jellema et al.,
Aliment Phar-
macol Ther
2009

Differenzialdiagno

Autor, Journal, Jahr

CRC

Canavan et al., PLoS
One 2014

Chang et al., Br |
Cancer 2015

e488

Systematic review with
meta-analysis: the ac-
curacy of diagnosing
irritable bowel syn-
drome with symp-
toms, biomarkers and/
or psychological mar-
kers

Systematic review: ac-
curacy of symptom-
based criteria for diag-
nosis of IBS in primary
care

sen

Titel

The incidence of
other gastroente-
rological disease
following diagno-
sis of irritable
bowel syndrome
in the UK: a
cohort study

Irritable bowel
syndrome and the
incidence of colo-
rectal neoplasia: a
prospective co-
hort study with
community-based
screened popula-
tion in Taiwan.
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Studientyp

Metaanalyse

Metaanalyse

Metaanalyse

Systematic
Review

Studientyp

Kohorte

Kohorte,
prospektiv

Population

11 Studien

9 Studien, 1277
Pat. (davon 319
Methan-Produ-
cer)

7106 (aus 22
Studien)

25 Studien

Population

112854 IBS
546903 Kontrol-
len

39384 9160 nor-
male Kohorte mit
RDS 30244 nor-
male Kohorte
ohne RDS

Ergebnis Bemerkungen

Sens. 43,6 % + Spez. 83,6 % meistens
Lactulose als
Substrat

Methan signifikant assoziiert mit Obstipation bei

IBS und funktioneller Obstipation; Pooling all

studies, a significant association was found bet-

ween methane on breath test and constipation

(OR=3.51, C1=2.00-6.16). Among adults only,

methane was significantly associated with con-

stipation (OR=3.47, Cl=1.84-6.54). Similar re-

sults were seen when only examining subjects

with IBS (OR=3.60, CI=1.61-8.06)

einzeln nicht tiberlegen, scheinbar kombiniert nur 1 Studie

besser; Twenty-two studies (7106 patients) were ~ Rom llI-Krite-

eligible. Positive and negative likelihood ratios of rien, sonst,

the current gold standard, the Rome Il criteria, Manning, Rom
were 3.35(95% Cl: 2.97-3.79) and 0.39 (95% CI: I+l
0.34-0.46), similar to other symptom-based cri-

teria. Eleven biomarkers performed no better

than symptom-based criteria. Psychological mar-

kers performed well in one study. Five different
combinations were assessed. The best in terms of
positive likelihood ratio was faecal calprotectin,
intestinal permeability and Rome | criteria (26.4;

95 % Cl: 11.4-61.9), and in terms of negative li-
kelihood ratio serum-based biomarkers and psy-
chological markers (0.18; 95% Cl: 0.12-0.25).

wenn IBS-Kriterien erfiillt, zwar niedrigeres Risi- Manning,

ko fiir Gl-spezif. Erkrankungen, trotzdem symp-  Kruis, Rom I+ll,
tomba-sierte Kriterien nicht ausreichend, um Bellantani,
Diagnose zu stellen Mazumdar,

Talley, Wasson

Ergebnis Bemerkungen

Fifteen years after IBS diagnosis there is a sig-
nificant cumulative excess incidence of coeliac
disease, IBD and CRC in IBS of 3.7 % compared
to 1.7 % in controls. For every 10 000 patient
years, IBS patients experienced an additional
4 diagnoses of coeliac disease, 13 of IBD and
4 CRCs

The overall period prevalence of IBS was 23 %,
increasing from 14.7 % for subjects aged 40-49
years to 43.7 % for those aged 70 years and
more. After controlling for age, gender and
family history of colorectal cancer, screenees
who had been diagnosed as having IBS exhibi-
ted a significantly elevated level (21 %; adjusted
hazard ratio (HR)=1.21 (95 % Cl: 1.02-1.42))
of incident colorectal adenoma compared with



Autor, Journal, Jahr

Norgaard et al., Br |
Cancer 2011

Zoliakie
Sainsbury et al., Clin

Gastroenterol Hepa-
tol 2013

Irvine et al., Am |
Gastroenterol 2017

Ford et al., Arch In-
tern Med 2009

Titel

Irritable bowel
syndrome and risk
of colorectal can-
cer: a Danish nati-
onwide cohort
study.

Prevalence of irri-
table bowel syn-
drome-type
symptoms in pa-
tients with celiac
disease: a meta-
analysis.

Screening for Celi-
ac Disease in Irri-
table Bowel Syn-
drome: An
Updated Syste-
matic Review and
Meta-analysis.

Yield of diagnostic
tests for celiac
disease in individ-
uals with symp-
toms suggestive
of irritable bowel
syndrome: syste-
matic review and
meta-analysis

Studientyp  Population

Case con- 57851 RDS

trol, retro-

spektiv

Metaana- 7 Studien, 3383

lyse Pat.

Metaana- 36 Studien,

lyse Syste- 15256 Pat., da-

matic Re- von 9275 (60 %)

view mit RDS-Sympto-
men

Metaana- 14 Studien, 4204

lyse Syste- Pat. (davon 2278

matic Re- mit RDS-Kriterien)

view

Ergebnis

those who had not been diagnosed with IBS. A
similar finding was noted for invasive carcino-
ma; however, the size of the effect was of bor-
derline statistical significance (adjusted

HR =1.20 (95 % Cl: 0.94-1.53))

we identified 407 cases of colon cancer during
a combined follow-up of 506 930 years (SIR,
1.14 (95 % confidence interval (Cl): 1.03-1.25)
and 115 cases of rectal cancer, corresponding
to a SIR of 0.67 (95 % Cl: 0.52-0.85). In the first
3 months after an IBS diagnosis, the SIR was
8.42 (95 % Cl: 6.48-10.75) for colon cancer and
4.81 (95% Cl: 2.85-7.60) for rectal cancer.
Thereafter, the SIRs declined and 4-10 years
after an IBS diagnosis, the SIRs for both colon
and rectal cancer remained below 0.95.

Prévalenz von RDS-Symptomen bei Z6liakie-
Pat. 38 %, haufiger als bei Kontrollen. The poo-
led prevalence of IBS-type symptoms in all pa-
tients with CD was 38.0% (95 % Cl, 27.0 %-
50.0 %). The pooled OR for IBS-type symptoms
was higher in patients with CD than in controls
(5.60; 95 % Cl, 3.23-9.70). In patients who
were nonadherent with a GFD, the pooled OR
for IBS-type symptoms, compared with those
who were strictly adherent, was 2.69 (95 % Cl,
0.75-9.56). There was also a trend toward a
higher OR for IBS-type symptoms among pa-
tients who did not adhere to the GFD, compar-
ed with controls (12.42; 95 % Cl, 6.84-11.75),
compared with that observed for adherent CD
patients vs controls (4.28; 95 % Cl, 1.56—
11.75).

signifikant hohere Prévalenz von positiver Z6-
liakie-Serologie und positiven Biopsien bei Pat.
mit V. a. RDS bzw. RDS-Symptomatik im Ver-
gleich zu Kontrollen. Pooled ORs for positive
IgA AGAs, EMA and/or tTG, and biopsy-proven
CD in IBS subjects vs. controls were 3.21 (95 %
Cl 1.55-6.65), 2.75 (95% Cl 1.35-5.61), and
4.48 (95% Cl 2.33-8.60), respectively. There
was no increase in ORs for any test for CD
among cases with IBS in North American stu-
dies, and results were inconsistent in populati-
on-based studies. The prevalence of biopsy-
proven CD was significantly higher across all
subtypes of IBS. Limitations included hetero-
geneity in some analyses, and few North Ame-
rican studies.

pooled Pravalenz IgA-class AGA: 4 % (Range 0-
18%); tTGAs : 1,63 % (Range 0-11,4 %); Biop-
sie: 4,1 % (Range 0-11,4 %); hohere Rate von
Zoliakie bei Pat. mit RDS gegeniiber gesunden
Kontrollen
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Titel Studientyp

Tests for Serum Metaana-
Transglutaminase lyse
and Endomysial
Antibodies Do Not

Detect Most Pa-

tients With Celiac

Disease and Per-

sistent Villous

Atrophy on Glu-

tenfree Diets: a
Meta-analysis

The incidence of Kohorte
other gastroente-

rological disease

following diagno-

sis of irritable

bowel syndrome

in the UK: a co-

hort study

An excess of prior Case con-
irritable bowel trol
syndrome diagno-

ses or treatments

in Celiac disease:

evidence of diag-

nostic delay

Prevalence of or- Kohorte
ganic disease at

colonoscopy in

patients with

symptoms com-

patible with irrita-

ble bowel syn-

drome: cross-

sectional survey.

Prevalence of celi-  Case con-
ac disease and trol
related antibodies

in patients diag-

nosed with irrita-

ble bowel syn-

drome according

to the Rome Il

criteria. A case-

control study.
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Population

26 Studien

112854 IBS
546903 Kontrol-
len

559 (423 mit
Alarmsympto-
men, 136 ohne
Alarmsymptome)

400 RDS 400 ge-
sunde asympto-
matische Kontrol-
len

Ergebnis

Spezifitat: tTGA IgA 0,83, EMA IgA 0,91; Sens.:
tTGA IgA 0,50, EMA IgA 0,45

Fifteen years after IBS diagnosis there is a sig-
nificant cumulative excess incidence of coeliac
disease, IBD and CRC in IBS of 3.7 % compared
to 1.7 % in controls. For every 10 000 patient
years, IBS patients experienced an additional
4 diagnoses of coeliac disease, 13 of IBD and
4 CRCs

It was found that 16 % of celiac patients had
such a prior diagnosis compared to 4.9 % of
controls (a threefold increased risk of prior IBS;
OR=3.8,95% Cl: 3.6-4.2), and that if one loo-
ked at typical treatment for IBS rather than di-
agnostic codes, 28 % of celiac patients appea-
red to have been treated compared to 9% of
controls. Many of the diagnoses of IBS occurred
within the last year before diagnosis of celiac
disease, but there was a clear excess of IBS even
10 years earlier

There was a significantly higher prevalence of
organic Gl disease among those reporting
alarm features (117 [27.7 %]), compared with
those without (21 [15.4%]) (p=0.002). In the
latter group of 136 patients, Crohn’s disease
was the commonest finding (10 [7.4 %] sub-
jects), followed by coeliac disease (4 [2.9 %]
subjects), and microscopic colitis (3 [2.2 %]
subjects). Regardless of presence or absence of
alarm features, patients with constipation-pre-
dominant IBS were less likely to exhibit organic
Gl disease than those with diarrhea-predomi-
nant or mixed IBS (12.7 % vs. 32.1 % and 23.8 %,
p=0.006)

The mean age of the population was 44.47
+18.01 years and 335 (82 %) of the subjects
were women. Twenty-one patients and six
controls had at least one positive test for CD
(5.25% VS 1.5%, p=0.003, OR 3.63 [95% ClI
1.4-9.11]). Eighteen patients were positive for
h-tTG and/or DGP-II IgG. Histologic confirmati-
on of CD was 2.5 % in the IBS patients vs 0.5 %
in the controls (p=0.04, OR 5.21). The IBS-D
subtype had the highest prevalence for serolo-
gical positivity (12.7 %)

Bemerkungen



Autor, Journal, Jahr Titel Studientyp  Population Ergebnis Bemerkungen
CED
Waugh et al., Health Faecal calpro- Metaana- 28 Studien pooled Sens. 93 % + Spez. 94 %
Technol Assess 2013 tectin testing for lyse Review
differentiating
amongst inflam-
matory and no-
ninflammatory
bowel diseases:
systematic review
and economic
evaluation
Menees et al., Am | A meta-analysis of ~ Metaana- 18 Studien kein Biomarker unterscheidet sicher zw. IBD
Gastroenterol 2015 the utility of C-re- lyse und IBS; wenn CRP <0,5 oder Calprotectin
active protein, <40 pg/g Wahrscheinlichkeit fiir CED <1 %
erythrocyte sedi-
mentation rate,
fecal calprotectin,
and fecal lactofer-
rin to exclude in-
flammatory bowel
disease in adults
with IBS.
Zhou et al., BMC Fecal lactoferrinin ~ Metaana- 7 Studien, pooled Sens. 0,78 + Spez. 0,94
Gastroenterol 2014 discriminating in- lyse 1012 Pat.
flammatory bowel
disease from irri-
table bowel syn-
drome: a diagnos-
tic meta-analysis.
Halpin et al., Am | Prevalence of Metaana- 13 Studien, Pravalenz von RDS bei CED 39 %, signifikant ho-
Gastroenterol 2012 symptoms mee- lyse Syste- 1703 Pat. her als bei Kontrollen, auch wenn CED in Remis-
ting criteria for ir- matic Re- sion, Pravalenz von RDS bei M. Crohn hoher als
ritable bowel syn- view bei CU. The pooled prevalence for IBS in all IBD
drome in patients was 39 % (95 % Cl 30-48 %), with an OR
inflammatory compared with controls of 4.89 (95 % Cl 3.43-
bowel disease: 6.98). In IBD patients in remission, the OR was
systematic review 4.39 (95% Cl 2.24-8.61). For IBD patients with
and meta-analy- active disease, the pooled prevalence of IBS was
sis. 44 %, compared with 35 % in those felt to be in
remission (OR 3.89; 95% Cl 2.71-5.59). The
prevalence in patients with Crohn’s disease (CD)
was higher than in those with ulcerative colitis
(UG; 46 vs. 36 %, OR 1.62; 95 % Cl 1.21-2.18).
Canavan et al., PLoS The incidence of Kohorte 112854 IBS Fifteen years after IBS diagnosis there is a sig-
One 2014 other gastroente- 546 903 Kontrol- nificant cumulative excess incidence of coeliac
rological disease len disease, IBD and CRC in IBS of 3.7 % compared
following diagno- to 1.7 % in controls. For every 10 000 patient
sis of irritable years, IBS patients experienced an additional 4
bowel syndrome diagnoses of coeliac disease, 13 of IBD and 4
in the UK: a co- CRCs
hort study
Card et al., United Are IBD patients Case con- 20193 IBD The 20, 193 cases were three times as likely as
European Gastroen- more likely to trol 201393 Kontrol- controls to have a prior record of IBS. Fifteen

terol | 2014

have a prior diag-
nosis of irritable
bowel syndrome?
Report of a case-
control study in
the General
Practice Research
Database.

len

per cent of IBD cases and 5 % of controls had
IBS coded before diagnosis with 11 % having a
code for IBS over one year before IBD (cf. 5% of
controls) and 6 % over five years earlier (cf. 3 %).
These figures roughly doubled if typical anti-
spasmodic therapies were assumed to repre-
sent IBS diagnoses
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Fukuba et al., Scand |
Gastroenterol 2014

Porter et al., BMC
Gastroenterol 2012

SIBO

Ford et al., Clin Gas-
troenterol Hepatol
2009

Goshal et al., Eur |
Gastroenterol Hepa-
tol 2014

Rana et al., Digestion
2012
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Titel

Prevalence of irri-
table bowel syn-
drome-like symp-
toms in ulcerative
colitis patients
with clinical and
endoscopic evi-
dence of remissi-
on: prospective
multicenter study.

Risk of inflamma-
tory bowel disease
following a diag-
nosis of irritable
bowel syndrome.

Small intestinal
bacterial over-
growth in irritable
bowel syndrome:
systematic review
and meta-analysis

Breath tests in the
diagnosis of small
intestinal bacteri-
al overgrowth in
patients with irri-
table bowel syn-
drome in compa-
rison with
quantitative up-
per gut aspirate
culture.

Comparison of
lactulose and glu-
cose breath test
for diagnosis of
small intestinal
bacterial over-

growth in patients
with irritable bow-

el syndrome.

Studientyp  Population
multicen- 172 Pat. (UCin
ter, pro- klin. Remission)
spektiv 330 Kontrollen
9341 RDS
18678 Kontrollen
Metaanaly- 12 Studien,
se, Syste- 1921 Pat.
matic Re-
view
80 RDS-Pat.

175 RDS-D 150
gesunde Kontrol-
len

Ergebnis

Of the 172 UC patients, 46 (26.7 %) met the
Rome Il criteria, which was a significantly
higher rate as compared with the controls

(4.8 %). The prevalence rate of IBS-like symp-
toms in UC patients with endoscopic remission
findings (Matts grade < 2) was 25.6 %, which
was similar to that of those with clinical remis-
sion. When endoscopic remission was defined
as Matts grade 1, the prevalence rate of IBS-like
symptoms was decreased to 15.4 %, although
the prevalence rate remained higher than that
of the control subjects

We identified 9341 incident IBS cases and

18 678 matched non-IBS subjects and found an
8.6-fold higher incidence (p<0.0001) of IBD
among those with IBS (238.1 per 100000 per-
son-years) compared to our referent popula-
tion (27.8 per 100 000 person-years). In a sub-
set (n=2205) of well-defined IBS cases, IBD risk
was 15 times that of subjects without IBS. The
median time between IBS and IBD diagnoses
was 2.1 years. IGE also increased IBD risk ap-
proximately 2-fold (p <0.05) after controlling
for IBS.

positiver H2-Lactulose-Test: 54 %, positiver H2-
Glucose-Test: 31 %, positives Jejunumaspirat
und Kultur: 4 %

A total of 15/80 (19 %) patients had SIBO (=10
CFU/ml) on culture compared with 0/10 histo-
rical controls; 4/15 (27 %) with and none of 65
without SIBO had positive GHBT (sensitivity

27 %, specificity 100 %). None of 15 with and
one of 65 without SIBO had double peaks on
LHBT (sensitivity 0 %, specificity 98 %); 5/15
(33 %) with and 23/65 (35 %) without SIBO had
an early peak on LHBT (sensitivity 33 %, specifi-
city 65 %); and 2/15 (13.3 %) with and 26/63
(41.3 %) without SIBO had high methane on
LHBT (sensitivity 13.3 %, specificity 58.7 %). Pa-
tients with SIBO on culture more often had di-
arrhea [6/15 (40 %) vs. 8/65 (12.3 %),
P=0.011], higher weekly stool frequency [21
(3-28) vs. 14 (4-49), P=0.003], and looser
forms [Bristol 5-6, 11/15 (73.3 %) vs. 33/65
(50.8%), P=0.116].

SIBO was positive in 60/175 (34.3 %) patients
by lactulose and in 11/175 (6.2 %) patients by
GBT. In controls, LBT was positive for SIBO in
45/150 (30 %) patients and in 1/150 (0.66 %)
patients by GBT. Positive LBT for SIBO was not
significantly different in patients and controls;
while using GBT, SIBO was significantly higher
(p<0.01) in patients as compared to controls.
By using GBT as gold standard for SIBO, sensi-
tivity, specificity, positive predictive value and
negative predictive value of LBT in IBS patients
was 63.6, 67.7, 11.7 and 96.6 % respectively.

Bemerkungen

IGE = Infectious
gastroenteritis

unterschiedliche
Definitionen fiir
positive Tests

SIBO was positi-
ve with a sustai-
ned increase in
breath Hz2 or CHa
orboth =10 ppm
over a baseline
value within

<90 min in case
of LBT and within
<120 minin
GBT.
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Autor, Journal, Jahr

NCWS

Carroccio et al., Am |
Gastroenterol 2012

Mikroskopische Kolitis

Kamp et al., Clin
Gastroenterol Hepa-
tol 2016

Guagnozzi et al., Ali-
ment pharmacol
Ther 2016

Patel et al., Scand |
Gastroenterol 2015
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Titel

Non-celiac wheat
sensitivity diagno-
sed by double-
blind placebo-
controlled chal-
lenge: exploring a
new clinical enti-
ty.

Irritable Bowel
Syndrome and Mi-
croscopic Colitis:
A Systematic Re-
view and Meta-a-
nalysis

Systematic review
with meta-analy-
sis: diagnostic
overlap of micros-
copic colitis and
functional bowel
disorders

Prevalence of or-
ganic disease at
colonoscopy in
patients with
symptoms com-
patible with irrita-
ble bowel syn-
drome: cross-
sectional survey.

Studientyp

Metaanaly-
se, Syste-
matic Re-
view

Metaanaly-
se, Syste-
matic Re-
view

Kohorte

Population

276 NCWS-Pat.,
Kontrollen:

100 Zoliakie-Pat.,
50 RDS-Pat.

10 Studien/Zitate

26 Studien,
5099 Pat.

559 (423 mit
Alarmsympto-
men, 136 ohne
Alarmsymptome)

Ergebnis

Two hundred and seventy-six patients with WS,
as diagnosed by DBPC challenge, were inclu-
ded. Two groups showing distinct clinical cha-
racteristics were identified: WS alone (group 1)
and WS associated with multiple food hyper-
sensitivity (group 2). As a whole group, the WS
patients showed a higher frequency of anemia,
weight loss, self-reported wheat intolerance,
coexistent atopy, and food allergy in infancy
than the IBS controls. There was also a higher
frequency of positive serum assays for IgG/IgA
anti-gliadin and cytometric basophil activation
in “in vitro” assay. The main histology charac-
teristic of WS patients was eosinophil infiltrati-
on of the duodenal and colon mucosa. Patients
with WS alone were characterized by clinical
features very similar to those found in CD pa-
tients. Patients with multiple food sensitivity
were characterized by clinical features similar
to those found in allergic patients

The pooled prevalence of IBS in patients with
microscopic colitis was 33.4% (95 % Cl, 31.5 %-
40.6 %), but was not significantly higher in pa-
tients with microscopic colitis than in patients
with diarrhea (OR, 1.39; 95 % Cl, 0.43-4.47). In
3 cross-sectional surveys, the pooled OR for
microscopic colitis in participants with IBS,
compared with other patients with diarrhea,
was 0.68 (95 % Cl, 0.44-1.04). In 4 case-control
studies the prevalence of IBS in patients with
microscopic colitis was significantly higher
than in asymptomatic controls (OR, 5.16; 95 %
Cl, 1.32-20.2).

Pravalenz fiir funkt. Darmerkrankung bei Pat.
mit mikrosk. Colitis: 39,1 % (lymph. Colitis:
40,7 %; kollag. Colitis: 28,4 %); Pravalenz fiir
mikrosk. Colitis bei funkt. Darmerkr.: 7 % (Diar-
rhoepradom.: 9,8 %; Obstipation-pradom.:

1,3 %; mixed: 1,9 %)

There was a significantly higher prevalence of
organic Gl disease among those reporting
alarm features (117 [27.7 %]), compared with
those without (21 [15.4%]) (p=0.002). In the
latter group of 136 patients, Crohn’s disease
was the commonest finding (10 [7.4 %] sub-
jects), followed by coeliac disease (4 [2.9 %]
subjects), and microscopic colitis (3 [2.2 %]
subjects). Regardless of presence or absence of
alarm features, patients with constipation-pre-
dominant IBS were less likely to exhibit organic
Gl disease than those with diarrhea-predomi-
nant or mixed IBS (12.7 % vs. 32.1 % and 23.8 %,
p=0.006)
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Autor, Journal, Jahr Titel Studientyp  Population Ergebnis Bemerkungen
Chologene Diarrhoe
Slattery et al., Ali- Systematic review  Metaanaly- 6 Studien, Rate fiir BAM in RDS-D: 16,9 % bis 35,3 %/poo- angewandte
ment Pharmacol with meta-analy- se, Syste- 908 Pat. led 28,1% diagn. Kriterien
Ther 2015 sis: the prevalence  matic Re- hatten keinen
of bile acid mal- view signifi-kanten
absorption in the Einfluss auf Rate
IBS with diarrhoea
Wedlake et al., Ali- Systematic re- Systematic 18 Studien 5 Studien zeigten schwere BAM bei 10 % der
ment Pharmacol view: the preval- Review (15 prospektiv), Pat.; 17 Studien zeigten moderate BAM 31 %;
Ther 2009 ence of idiopathic 1223 Pat. 7 Studien zeigten leichte BAM bei 26 %; An-
bile acid malab- sprechrate auf Colestyramin: 96 % bei schwe-
sorption as diag- rer, 80 % bei moderater, 70 % bei leichter BAM
nosed by SeHCAT
scanning in pa-
tients with diar-
rhoea-predomi-
nant irritable
bowel syndrome
Valentin et al., Gut Biomarkers for Metaanaly- The diagnostic yields (and 95 % Cl) of abnormal
2016 bile acid diarrhoea  se, Syste- tests were: 0.308 (0.247 to 0.377) for 75SeH-
in functional bow-  matic Re- CAT retention (<10%), 0.171 (0.134 to 0.217)
el disorder with view for serum C4, 0.248 (0.147 to 0.385) for serum
diarrhoea: a syste- FGF19 and 0.255 (0.071 to 0.606) for total
matic review and faecal BA excretion over 48 h
meta-analysis
Ischamische Kolitis
Herve et al., Neuro- Irritable bowel Case con- 113 ischamische The prevalence of IBS in cases was 16.9 %vs
gastroenterol Motil syndrome is more  trol, retro- Colitis, 113 peptic 1.8 % in controls. The risk of IBS was 11.05 ti-
2009 frequent in pa- spektiv ulcer bleeding mes higher among cases than in controls
tients hospitalized (P <0.001); CI 95 %: (2.45-49.74). A total of
for ischaemic coli- 87 pairs with complete data were used for OR
tis: results of a ca- calculation. The risk of IBS was 7.5 times higher
se-control study. in cases than in controls (P=0.002); Cl 95 %:
(1.72-32.80).
Gynédkologie
Mathur et al., Dig Dis  Polycystic ovary prospektiv 65 Frauen 15 subjects (42 %) had IBS, compared to 3 sub-
Sci 2010 syndrome is asso- (36 PCOS) jects (10 %) among controls (p<0.01). Control

e494

ciated with an in-
creased preval-
ence of irritable
bowel syndrome.
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subjects were leaner (BMI: 27.5+/- 1.1 vs. 31.4
+[-1.2kg/m(2), p<0.05) than PCOS patients.
Among women with PCOS, those with IBS had a
higher BMI (32.9 +/- 2.0 kg/m(2)) compared to
those with PCOS but no IBS (30.3 +/- 1.6 kg/m
(2)) and controls (27.5 +/- 1.1 kg/m(2);
p<0.05). This difference was true even after
correcting for BMI and age (p<0.01).



Metaanalysen

Autor,
Journal, Jahr

Sood et al.,
Aliment Phar-
macol Ther
2015

Jellema et al.,
Aliment Phar-
macol Ther
2009

Waugh et al.,
Health Tech-
nol Assess
2013

Menees et al.,
Am ] Gastro-
enterol 2015

Zhou et al.,
BMC Gastro-
enterol 2014

Shah et al.,
Dig Dis Sci
2010

Kunkel et al.,
Dig Dis Sci
2011

Titel

Systematic review
with meta-analysis:
the accuracy of di-
agnosing irritable
bowel syndrome
with symptoms,
biomarkers and/or
psychological mar-
kers

Systematic review:
accuracy of symp-
tom-based criteria
for diagnosis of IBS
in primary care

Faecal calprotectin
testing for differen-
tiating amongst in-
flammatory and
non-inflammatory
bowel diseases:
systematic review
and economic eval-
uation

A meta-analysis of
the utility of C-re-
active protein, ery-
throcyte sedimen-
tation rate, fecal
calprotectin, and
fecal lactoferrin to
exclude inflamma-
tory bowel disease
in adults with IBS.

Fecal lactoferrin in
discriminating in-
flammatory bowel
disease from irrita-
ble bowel syn-
drome: a diagnos-
tic meta-analysis.

Abnormal breath
testing in IBS: a
meta-analysis.

Methane on breath
testing is associat-
ed with constipati-
on: a systematic re-
view and meta-
analysis.

Studientyp Population

Metaanalyse 7106 (aus
22 Studien)

Systematic 25 Studien

Review

Metaanalyse 28 Studien

Systematic

Review

Metaanalyse 18 Studien

Metaanalyse 7 Studien,
1012 Pat.

Metaanalyse 11 Studien

Metaanalyse 9 Studien,
1277 Pat.
(davon 319
Methan-
Producer)

Ergebnis

einzeln nicht tiberlegen, scheinbar kombi-
niert besser; Twenty-two studies (7106 pa-
tients) were eligible. Positive and negative
likelihood ratios of the current gold stan-
dard, the Rome Ill criteria, were 3.35 (95 %
Cl: 2.97-3.79) and 0.39 (95 % Cl: 0.34-
0.46), similar to other symptom-based cri-
teria. Eleven biomarkers performed no bet-
ter than symptom-based criteria. Psycholo-
gical markers performed well in one study.
Five different combinations were assessed.
The best in terms of positive likelihood ratio
was faecal calprotectin, intestinal permeabi-
lity and Rome | criteria (26.4; 95% Cl: 11.4-
61.9), and in terms of negative likelihood
ratio serum-based biomarkers and psycho-
logical markers (0.18; 95 % Cl: 0.12-0.25).

wenn IBS-Kriterien erfiillt, zwar niedrigeres
Risiko fiir Gl-spezif. Erkrankungen, trotz-
dem symptombasierte Kriterien nicht aus-
reichend, um Diagnose zu stellen

pooled Sens. 93 % + Spez. 94 %

kein Biomarker unterscheidet sicher zw.
IBD und IBS; wenn CRP <0,5 oder Calpro-
tectin <40 pg/g Wahrscheinlichkeit fiir CED
<1%

pooled Sens. 0,78 + Spez. 0,94

Sens. 43,6 % + Spez. 83,6 %

Methan signifikant assoziiert mit Obstipati-
on bei IBS und funktioneller Obstipation;
Pooling all studies, a significant association
was found between methane on breath test
and constipation (OR=3.51, CI=2.00-
6.16). Among adults only, methane was
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nur 1 Studie
Rom llI-Krite-
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Manning,
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+1, Bellanta-
ni, Mazum-
dar, Talley,
Wasson

meistens
Lactulose als
Substrat

Zuordnung

Calprotectin|
Biomarker
Symptomba-
sierte Defini-
tion

Symptomba-
sierte Defini-
tion

CED Calpro-
tectin/Bio-
marker

CED Calpro-
tectin/Bio-
marker

CED Calpro-
tectin/Bio-
marker

Funktionsdi-
agnostik

Funktions-
diagnostik
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Autor,
Journal, Jahr

Kamp et al.,
Clin Gastroen-
terol Hepatol
2016

Sainsbury
et al., Clin
Gastroenterol
Hepatol 2013

Halpin et al.,
Am ] Gastro-
enterol 2012

Irvine et al.,
Am ] Gastro-
enterol 2017
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Titel

Irritable Bowel Syn-
drome and Micros-
copic Colitis: A Sys-
tematic Review and
Meta-analysis

Prevalence of irrita-
ble bowel syn-
drome-type symp-
toms in patients
with celiac disease:
a meta-analysis.

Prevalence of
symptoms meeting
criteria for irritable
bowel syndrome in
inflammatory bow-
el disease: syste-
matic review and
metaanalysis.

Screening for Celiac
Disease in Irritable
Bowel Syndrome:
An Updated Syste-
matic Review and
Meta-analysis.
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Studientyp Population
Metaanalyse, 10 Studien/
Systematic Zitate
Review
Metaanalyse 7 Studien,
3383 Pat.
Metaanalyse, 13 Studien,
Systematic 1703 Pat.
Review
Metaanalyse, 36 Studien,
Systematic 15256 Pat.,
Review davon 9275
(60 %) mit
RDS-Symp-
tomen

Ergebnis

significantly associated with constipation
(OR=3.47, Cl=1.84-6.54). Similar results
were seen when only examining subjects
with IBS (OR =3.60, Cl=1.61-8.06)

The pooled prevalence of IBS in patients
with microscopic colitis was 33.4 % (95 % Cl,
31.5%-40.6 %), but was not significantly
higher in patients with microscopic colitis
than in patients with diarrhea (OR, 1.39;
95 % Cl, 0.43-4.47). In 3 cross-sectional
surveys, the pooled OR for microscopic co-
litis in participants with IBS, compared with
other patients with diarrhea, was 0.68 (95 %
Cl, 0.44-1.04). In 4 case-control studies the
prevalence of IBS in patients with micros-
copic colitis was significantly higher than in
asymptomatic controls (OR, 5.16; 95 % Cl,
1.32-20.2).

Pravalenz von RDS-Symptomen bei Z6lia-
kie-Pat. 38 %, haufiger als bei Kontrollen;
The pooled prevalence of IBS-type symp-
toms in all patients with CD was 38.0 %
(95% Cl, 27.0 %-50.0 %). The pooled OR for
IBS-type symptoms was higher in patients
with CD than in controls (5.60; 95 % Cl,
3.23-9.70). In patients who were nonad-
herent with a GFD, the pooled OR for IBS-
type symptoms, compared with those who
were strictly adherent, was 2.69 (95 % Cl,
0.75-9.56). There was also a trend toward a
higher OR for IBS-type symptoms among
patients who did not adhere to the GFD,
compared with controls (12.42; 95 % Cl,
6.84-11.75), compared with that observed
for adherent CD patients vs controls (4.28;
95% Cl, 1.56-11.75).

Pravalenz von RDS bei CED 39 %, signifikant
hoher als bei Kontrollen, auch wenn CED in
Remission, Pravalenz von RDS bei M. Crohn
hoher als bei CU; The pooled prevalence for
IBS in all IBD patients was 39% (95 % Cl 30—
48 %), with an OR compared with controls
of 4.89 (95 % Cl 3.43-6.98). In IBD patients
in remission, the OR was 4.39 (95% Cl
2.24-8.61). For IBD patients with active
disease, the pooled prevalence of IBS was
44 %, compared with 35 % in those felt to be
in remission (OR 3.89; 95 % Cl 2.71-5.59).
The prevalence in patients with Crohn’s
disease (CD) was higher than in those with
ulcerative colitis (UC; 46 vs. 36 %, OR 1.62;
95% Cl 1.21-2.18).

signifikant hohere Pravalenz von positiver
Zoliakie-Serologie und positiven Biopsien
bei Pat. mit v. a. RDS- bzw. RDS-Sympto-
matik im Vergleich zu Kontrollen; Pooled
ORs for positive IgA AGAs, EMA and/or tTG,
and biopsyproven CD in IBS subjects vs.
controls were 3.21 (95 % Cl 1.55-6.65),
2.75(95% C1 1.35-5.61), and 4.48 (95 % CI
2.33-8.60), respectively. There was no

Bemerkun-
gen

Zuordnung

Mikroskopi-
sche Kolitis

Zoliakie

CED

Zoliakie



Autor,
Journal, Jahr

Ford et al., Clin
Gastroenterol
Hepatol 2009

Guagnozzi
et al., Aliment
pharmacol
Ther 2016

Slattery et al.,
Aliment Phar-
macol Ther
2015

Wedlake et al.,
Aliment Phar-
macol Ther
2009

Ford et al.,
Arch Intern
Med 2009

Valentin et al.,
Gut 2016

Silvester et al.,
Gastroenterol-
ogy 2017

Titel

Small intestinal
bacterial over-
growth in irritable
bowel syndrome:
systematic review
and meta-analysis

Systematic review
with meta-analysis:
diagnostic overlap
of microscopic coli-
tis and functional
bowel disorders

Systematic review
with meta-analysis:
the prevalence of
bile acid malab-
sorption in the IBS
with diarrhoea

Systematic review:
the prevalence of
idiopathic bile acid
malabsorption as di-
agnosed by SeHCAT
scanning in patients
with diarrhoea-pre-
dominant irritable
bowel syndrome

Yield of diagnostic
tests for celiac dis-
ease in individuals
with symptoms sug-
gestive of irritable
bowel syndrome:
systematic review
and meta-analysis

Biomarkers for bile
acid diarrhoea in
functional bowel
disorder with diar-
rhoea: a systematic
review and meta-a-
nalysis

Tests for Serum
Transglutaminase
and Endomysial An-
tibodies Do Not De-
tect Most Patients
With Celiac Disease
and Persistent Vil-
lous Atrophy on
Gluten-free Diets: a
Meta-analysis

Studientyp

Metaanalyse,
Systematic
Review

Metaanalyse,
Systematic
Review

Metaanalyse,
Systematic
Review

Systematic
Review

Metaanalyse,
Systematic
Review

Metaanalyse,
Systematic
Review

Metaanalyse

Population

12 Studien,
1921 Pat.

26 Studien,
5099 Pat.

6 Studien,
908 Pat.

18 Studien
(15 pro-
spektiv),
1223 Pat.

14 Studien,
4204 Pat.
(davon
2278 mit
RDS-Krite-
rien)

26 Studien

Ergebnis

increase in ORs for any test for CD among
cases with IBS in North American studies,
and results were inconsistent in population-
based studies. The prevalence of biopsy-
proven CD was significantly higher across
all subtypes of IBS. Limitations included he-
terogeneity in some analyses, and few
North American studies.

positiver H2-Lactulose-Test: 54 %, positiver
H2-Glucose-Test: 31 %, positives Jejunuma-
spirat und Kultur: 4 %

Pravalenz fiir funkt. Darmerkrankung bei
Pat. mit mikrosk. Colitis: 39,1 % (lymph.
Colitis: 40,7 %; kollag. Colitis: 28,4 %); Pra-
valenz ftir mikrosk. Colitis bei funkt. Dar-
merkr.: 7% (Diarrhoe-pradom.: 9,8 %; Obs-
tipation-pradom.: 1,3 %; mixed: 1,9 %)

Rate fiir BAM in RDS-D: 16,9 % bis 35,3 %/
pooled 28,1%

5 Studien zeigten schwere BAM bei 10 % der
Pat.; 17 Studien zeigten moderate BAM
31%; 7 Studien zeigten leichte BAM bei

26 %; Ansprechrate auf Colestyramin: 96 %
bei schwerer, 80 % bei moderater, 70 % bei
leichter BAM

pooled Pravalenz IgA-class AGA: 4% (Range
0-18 %); tTGAs : 1,63 % (Range 0-11,4%);
Biopsie: 4,1 % (Range 0-11,4 %); hohere
Rate von Zoliakie bei Pat. mit RDS gegen-
iber gesunden Kontrollen

The diagnostic yields (and 95 % Cl) of ab-
normal tests were: 0.308 (0.247 to 0.377)
for 75SeHCAT retention (<10 %), 0.171
(0.134 to 0.217) for serum C4, 0.248
(0.147 to 0.385) for serum FGF19 and
0.255 (0.071 to 0.606) for total faecal BA
excretion over 48 h

Spezifitat: tTGA IgA 0,83, EMA IgA 0,91;
Sens.: tTGA IgA 0,50, EMA IgA 0,45
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Autor, Titel Studientyp Population  Ergebnis Bemerkun- Zuordnung
Journal, Jahr gen
O’Connor Role of radiologic Review 7 Artikel The five primary research articles examined Radiologie
et al., Radiolo-  imaging in irritable (2 Systema-  either colonic investigations (colonoscopy
gy 2012 bowel syndrome: tic Reviews,  and barium enema examination) (n=5) or

evidencebased 5 primary US (n=2) or both (n=2). Structural disease

review. research) found infrequently in patients with IBS-type

symptoms included diverticulosis, colorec-
tal cancer, celiac disease, inflammatory
bowel disease, and ovarian cancer. The
incidence of structural disease in patients
with concerning symptoms was low. Alt-
hough widely used, there is a surprising
paucity of evidence guiding radiologic
imaging in IBS.

C Externer Evidenzbericht zur Probiotika

Wirksamkeit von Probiotika bei Patienten mit Reizdarmsyndom

von PD Dr. Susanne Unverzagt und PD Dr. Nicole Skoetz - 04. November 2020
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Zusammenfassung

Ziel dieses Evidenzberichtes war die Beurteilung der vorhandenen
Evidenz der Wirksamkeit einer Therapie mit Probiotika zur Linde-
rung von Symptomen bei Patienten mit Reizdarmsyndrom.

Die Evidenzbeurteilung basiert auf einer systematischen Suche
der Leitliniengruppe am 1. September 2017. Die Ergebnisse dieser
Suche wurden von der Leitliniengruppe gescreent und an die Au-
torinnen dieses Berichtes tibermittelt. Es erfolgte eine kritische
Sichtung der Ergebnisse des Volltextscreenings und eine Auswabhl
der 3 aktuellsten methodisch hochwertigen systematischen Uber-
sichten sowie der spdter veroffentlichten randomisierten Studien.
Alle Ergebnisse wurden aufgrund des hdufigen Symptomwechsels
und der geringen Power ohne Differenzierung zwischen verschie-
denen Patientengruppen und Bakterienstdmmen beurteilt.

Zusammenfassend zeigen die Ergebnisse der systematischen
Ubersichtsarbeiten, dass Probiotika sowohl die Gesamtheit aller
Symptome als auch verschiedene Einzelsymptome reduzieren
und so die Lebensqualitdt von Patienten mit Reizdarmsyndrom
verbessern konnen. Es gibt Hinweise auf Unterschiede in der Wirk-
samkeit verschiedener Bakterienstdamme, von Einzel- und Kombi-
nationstherapien sowie in Abhdngigkeit von Dosierung und der
Einnahmedauer der Probiotika. Sowohl die Wirksamkeit von Pro-
biotika als auch die teilweise substantiellen Unterschiede zwi-
schen den Ergebnissen der Einzelstudien konnten durch die
Ergebnisse der bis 2017 veroffentlichten randomisierten kontrol-
lierten Studien bestatigt werden.

Die vorhandene Evidenz wurde mit dem Evidenzgrad 1a- bis 2a
bewertet. Es erfolgte eine Abwertung der Qualitdt der Evidenz
aufgrund von schwerwiegenden Studienlimitationen in den syste-
matischen Ubersichten und randomisierten Studien und einer
teilweise substantiellen Heterogenitdt der Ergebnisse der Einzel-
studien.

Fragestellung

Fragestellung 1: Ist bei Patienten mit Reizdarmsyndrom eine
Probiotika-Therapie zur Reduzierung der Symptome wirksamer
als Placebo?

» Tab.1 PICO-Kriterien.

Patienten Erwachsene Patienten mit Reizdarmsymptom

Intervention Therapie mit Probiotika
Kontrolle Placebo oder Standardbehandlung

Zielkriterien
(Out-comes)

Symptome Lebensqualitdt Nebenwirkungen

Studiendesign systematische Ubersichten oder RCTs

Veroffentlichung Volltextveroffentlichung in englischer

oder deutscher Sprache

RCT: Randomisierte kontrollierte Studie
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Methodik

Methodische Bewertung der Qualitat der systematischen
Ubersichten

Fiir alle systematischen Ubersichten erfolgte eine zusammenfas-
sende Bewertung der methodischen Qualitat auf der Grundlage
der AMSTAR-II-Kriterien [6]. Es existierten in der Regel 2 mdgliche
Antworten (ja und nein), fiir einige Fragen existierte eine weitere
Antwortmaglichkeit (teilweise ja, keine Metaanlyse). Die mdogli-
chen Antworten werden hinter den jeweiligen Fragen in Klam-
mern angegeben.

1. Basieren Forschungsfrage und Einschlusskriterien auf den
PICO-Kriterien (ja/nein)?

2. Werden die Methoden der systematischen Ubersicht vorher
in einem Protokoll festgelegt und werden Abweichungen
vom Protokoll beschrieben (ja/teilweise ja/nein)?

3. Begriinden die Autoren die Auswahl des Studiendesigns der
einzuschlieBenden Studien (ja/nein)?

4. Erfolgte eine umfassende Literatursuche
(ja/teilweise ja/nein)?

5. Erfolgte die Auswahl der Studien durch 2 Autoren (ja/nein)?

6. Erfolgte die Datenextraktion durch 2 Autoren (ja/nein)?

7. Existiert eine Liste der ausgeschlossenen Studien unter
Angabe der Ausschlussgriinde (ja/teilweise ja/nein)?

8. Werden die eingeschlossenen Studien detailliert beschrieben
(ja/teilweise ja/nein)?

9. Erfolgte eine Beurteilung des Verzerrungsrisikos mit geeig-
neten Instrumenten (falls notwendig mit Differenzierung
zwischen randomisierten und nicht-randomisierten Studien)
(ja/teilweise ja/nein)?

10. Werden die Interessenkonflikte der eingeschlossenen
Studien beschrieben (ja/nein)?

11. Falls Metaanalysen erfolgten, wurden geeignete Methoden
zur statistischen Zusammenfassung der Ergebnisse ange-
wandt (falls notwendig mit Differenzierung zwischen rando-
misierten und nicht-randomisierten Studien) (ja/nein/keine
Metaanalyse)?

12. Falls Metaanalysen erfolgten, wurde der Einfluss des Verzer-
rungspotentials der Einzelstudien auf das Ergebnis der
Metaanalysen (oder Evidenzsynthesen) untersucht
(ja/nein/keine Metaanalyse)?

13. Wird der Einfluss des Verzerrungsrisikos bei der Diskussion
der Ergebnisse der systematischen Ubersicht beriicksichtigt
(ja/nein)?

14. Wird die auftretende Heterogenitét beschrieben und disku-
tiert (ja/nein)?

15. Falls eine quantitative Synthese der Ergebnisse erfolgte, wird
der mogliche Einfluss eines Publikationsbias auf die Ergeb-
nisse der systematischen Ubersicht diskutiert (ja/nein/keine
Metaanalyse)?

16. Berichten die Autoren potenzielle Interessenkonflikte und
Finanzierung bei der Erstellung der systematischen Ubersicht
(ja/nein)?
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Evidenztabellen und Zusammenfassung der Ergebnisse

Die eingeschlossenen systematischen Ubersichten wurden in
Evidenztabellen beschrieben. Diese wurden in englischer Sprache
erstellt und basieren auf den Vorgaben der Leitliniengruppe. Sie
enthalten Informationen zum Studientyp und Angaben zur syste-
matischen Suche, Population, Interventions- und Vergleichsgrup-
pen, primdren und sekundaren Endpunkten, einer methodischen
Kritik [6] sowie einer Einschatzung der Relevanz und ein Fazit fir
die Leitlinie. Zusatzlich erfolgte eine Bewertung der Qualitdt aller
Studien auf der Grundlage der Oxford-Kriterien 2009 [7]. In die
Bewertung gehen das Design der eingeschlossenen systemati-
schen Ubersichten (1a) ein. Dieser Evidenzgrad konnte aufgrund
von Studienlimitationen, dem Risiko fiir Publikationsbias, die
Genauigkeit und Konsistenz der Effekte, die Ubertragbarkeit
abgewertet werden. Die Beurteilung der Konsistenz der Effekte
basiert auf der Heterogenitat der Einzelstudien, welche auf der
Basis des I2-Wertes als gering (1 <30 %), moderat (12 zwischen
30 und 60 %) oder bedeutsam (1> > 60 %) eingestuft wurde.

AbschlieRend wurden die Ergebnisse aus den systematischen
Ubersichtsarbeiten und den aktuelleren randomisierten Studien
zusammenfassend kurz beschrieben.

Ergebnisse

Einschluss und methodische Bewertung
der systematischen Ubersichten

Im Ergebnis der systematischen Suche und des anschlieBenden
Screenings wurden von der Leitliniengruppe 17 systematische
Ubersichten oder Metaanalysen zur Wirksamkeit von Probiotika
bei Patienten mit Reizdarmsymptom im Vergleich zu Placebo
identifiziert. Unter diesen wurden die aktuellsten Arbeiten ausge-
wdhlt, welche den Suchzeitraum bis Ende 2013 abdecken [8-16].
Von diesen Ubersichten wurden 3 Arbeiten [10, 13, 16] ausge-
schlossen, da sie nicht den in » Tab. 1 zusammengefassten Ein-
schlusskriterien entsprachen (siehe Anhang 3: Liste der ausge-
schlossenen systematischen Ubersichten (mit Griinden)).

Daher wurde die methodische Qualitdt von 6 systematischen
Ubersichten methodisch bewertet (siehe » Tab. 2). Im Ergebnis
dieser Bewertung wiesen 3 systematische Ubersichten eine aus-
reichende methodische Qualitat auf [8, 9, 14] (siehe Anhang 1:
Liste der eingeschlossenen systematischen Ubersichten).

Fir die drei aufgrund ihrer methodischen Qualitat ausge-
schlossenen systematischen Ubersichten [11, 12, 15] fehlte eine
genaue Beschreibung zu den Ein- und Ausschlusskriterien fiir die
untersuchte Population, die Interventions- und Kontrollgruppe
sowie die Endpunkte (Cayzeele-Decherf 2017, Didari 2015, Tie-
qun 2015). Zusatzlich fehlte eine Bewertung der methodischen
Qualitdt der eingeschlossenen Einzelstudien (Cayzeele-Decherf
2017), oder die zur Bewertung verwendeten Instrumente ermdg-
lichen keine Einschdtzung der verblindeten Zuweisung der rando-
misierten Behandlung und der Erfassung der Endpunkte in den
Einzelstudien (Jadad-Score in Didari 2015 und Tiequn 2015). In
der aktuellsten Metaanalyse auf Grundlage individueller Patien-
tendaten (Cayzeele-Decherf 2017) fehlt eine Beschreibung zur
systematischen Suche, sowie des Screenens und der Datenextrak-
tion durch zwei unabhdngige Autoren. In dieser Arbeit kénnen
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Interessenkonflikte der Autoren aufgrund ihrer Affiliation zu Her-
stellern der untersuchten Probiotika nicht ausgeschlossen wer-
den. Zudem fehlen in allen 3 ausgeschlossenen Arbeiten MaR3e
zur Beschreibung oder Untersuchungen zur Erkldrung der auftre-
tenden teilweise substantiellen Heterogenitat zwischen den
Behandlungseffekten der Einzelstudien (siehe » Tab. 2).

Auch die drei eingeschlossenen systematischen Ubersichten
wiesen Mangel der methodischen Qualitdt auf. Nur eine systema-
tische Ubersicht wurde prospektiv registriert (Dimidi 2014), keine
der Arbeiten begriindete die Beschrdnkung auf randomisierte
Studien, die systematische Suche wurde in Ford 2014 und Zhang
2016 teilweise nicht vollstandig bewertet, es fehlen Listen der als
potenziell relevant erachteten, aber final ausgeschlossenen Studi-
en und die eingeschlossenen Studien werden nicht ausreichend
genau beschrieben. Keine systematische Ubersicht beschreibt
die Interessenkonflikte der Autoren der Einzelstudien und nur
eine Arbeit (Ford 2014) beschreibt den Einfluss des Verzerrungs-
potentials auf die Ergebnisse der Metaanalysen (siehe » Tab. 2).

Ergebnisse aus systematischen Ubersichtsarbeiten

Die Ergebnisse werden aufgrund des haufigen Symptomwechsels
ohne Differenzierung zwischen Patientengruppen und aufgrund
der geringen Power ohne Differenzierung zwischen Bakterien-
stammen.

Die systematische Ubersicht von Dimidi 2014 [8] basiert auf
einer systematischen Suche bis Marz 2013. Es wurden 14 Studien
mit insgesamt 1182 Patienten mit chronischer Verstopfung, wel-
che die Einnahme von lebenden Probiotika mit Placebo verglei-
chen, eingeschlossen. Die Ergebnisse zeigen eine Verringerung
der Darmtransitzeit, eine hohere Haufigkeit und verbesserte Kon-
sistenz des Stuhlgangs in der Gruppe mit Probiotika im Vergleich
zu Placebo. Diese Verbesserung betrifft trotz der beschriebenen
teilweise substantiellen Heterogenitdt zwischen den Ergebnissen
der Einzelstudien alle untersuchten Bakterienstimme. Eine Aus-
nahme bildet eine Studie (Mazlyn 2013) zur Wirksamkeit des
Lactobazillus Casei Shirota, welche fiir beide Endpunkte keine Evi-
denz fiir einen Unterschied zu Placebo hinsichtlich der Verbesse-
rung der Symptome nachweisen konnte (siehe » Tab. 3). Die vor-
handene Evidenz wurde mit dem Evidenzgrad 2a bewertet. Die
Abwertung basiert auf der beschriebenen Inkonsistenz der Ergeb-
nisse der Einzelstudien und schwerwiegenden Studienlimitatio-
nen.

Die systematische Ubersicht von Ford 2015 [9] basiert auf
einer systematischen Suche bis Dezember 2013. Es wurden
35 Studien mit insgesamt 3452 Patienten mit Reizdarmsyndrom
oder chronisch idiopathischer Verstopfung, welche die Einnahme
von Prebiotika, Probiotika oder Synbiotika mit Placebo verglei-
chen, eingeschlossen. Die Ergebnisse zeigen eine Abnahme der
Patienten mit persistierenden Symptomen, einen um 20 % verrin-
gerten Symptomscore und weniger Blahungen (bloating, flatu-
lence) in der Gruppe mit Probiotika im Vergleich zu Placebo bei
insgesamt geringer bis moderater Heterogenitdt zwischen den Er-
gebnissen der Einzelstudien. Dabei wurde ein 20 % erhohtes Auf-
treten von (nicht ndher spezifizierten) Nebenwirkungen berichtet.

Es wurden 3 Studien mit insgesamt 245 Patienten mit chro-
nisch idiopathischer Verstopfung (CIC; chronic idiopathic consti-
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pation) eingeschlossen. Beide Studien zeigten ein erh6htes Thera-

g w 5 pieansprechen in der Gruppe mit Probiotika mit bedeutsamen Un-
gé 2 ¢ OO 00 terschieden zwischen den Studien. Zusammenfassend konnte
o £ § E kein Vorteil hinsichtlich des Therapieansprechens, aber eine héhe-
re Anzahl von Stuhlgangen fir die Patienten in der Probiotika-
é‘g gruppe nachgewiesen werden (siehe » Tab. 3). Die vorhandene
% @ ® 00O 0 Evidenz wurde mit dem Evidenzgrad 1a- bewertet. Die Abwertung
w28 basiert auf schwerwiegenden Studienlimitationen.
Die systematische Ubersicht von Zhang 2016 [14] basiert auf
1 i -
?,g ® ® O ©O 4 einer systematischen Suche bis Oktober 2015. Es wurden
2c g . o . o
T 28 : 21 Studien mit insgesamt 1639 Patienten mit Reizdarmsyndrom,
g welche die Einnahme von Probiotika mit Placebo vergleichen, ein-
] 'l
é @ @O0 O s geschlossen. Die Ergebnisse zeigen eine um 80 % verbesserte
Q. .
g = EN g Symptom-Ansprechrate und eine verbesserte Lebensqualitat
ks - nach der Einnahme von Probiotika im Vergleich zu Placebo,
S e % 8 jedoch keinen Einfluss auf das Auftreten von Bauchschmerzen
= ﬁ%a_ @ ® O 0 © g g und Bldhungen. Heterogenitdtsanalysen zeigten eine hohere
o [ = . . . . . . . .
= MEEE < § Wirksamkeit von Einzeltherapien (im Vergleich zu Kombinations-
© g % therapien), geringen Dosierungen und eine Einnahmedauer unter
g ‘m “ T 3 8 Wochen (siehe » Tab. 3). Die vorhandene Evidenz wurde mit
f 10000320 ¢ o ) | |
7 [ES: £ 2. dem Evidenzgrad 1a- bewertet. Die Abwertung basiert auf
E - 228 T ooE schwerwiegenden Studienlimitationen.
2 g £S - Zusammenfassend zeigen die Ergebnisse der systematischen
: V.25 " . . . . .
‘E §3 - ;—é £5°¢ Ubersichtsarbeiten, dass Probiotika verschiedene Symptome
X O o . . . .
_@ gf—_'-:% ©® OO0 © @ & s28 beim Reizdarmsyndrom reduzieren kénnen. Es gibt Hinweise auf
s 2 ES § g § 4 g’ Unterschiede zwischen verschiedenen Bakterienstimmen, Einzel-
E 2 5 §§ und Kombinationstherapien, in Abhangigkeit von der Dosierung
c ©vghd .
c : = g oo und der Einnahmedauer.
g g, @ © OO © O 4 22>
5 _ EE% g ga§
= c - . . . .
£ i g B Einschluss randomisierter Studien
) . a ©LO
:E gy 5 ED 00 ED ® ED o §§ < Insgesamt 28 randomisierte kontrollierte Studien zur Wirksamkeit
g oG :'é g ﬂE o= von Probiotika wurden in den Jahren 2014 bis 2017 veroffentlicht.
[} —~ el
2 S E,%%: E & Von diesen wurden insgesamt 5 Studien in die 3 bewerteten sys-
£ 2 g % = ZE tematischen Ubersichten eingeschlossen [17-21]. Damit Studien
g = o T~ . . .
7 gg'g ® ® OO 0 © E“S 5%3 nicht doppelt gewertet wurden, wurden diese Studien aus der
o=
i > | < W agg %% °é Bewertung ausgeschlossen. Weitere 3 Studien berichteten Ergeb-
3
2 £, $50E2 nisse zum Vergleich von Probiotika zu einer anderen aktiven The-
= [T Y a=20Y a .
g gg g ¢ 0O 06O 9le8s rapie und wurden deshalb aus der Bewertung ausgeschlossen
= &= . . .
<~ o ods 2 g gg% [22-24] (siehe Anhang 3: Liste der ausgeschlossenen Studien
= (=} . -
g L= “ggggg (mit Griinden)).
@) ] = . . . .. .
T §§ (0 OB 6 6 @ £5 EE 27 Die Hauptergebnisse der weiteren 20 randomisierten Studien
E n 82 g e §E-§ % werden in diesem Bericht beschrieben und bewertet [25-44] (sie-
Cz % o s fC:J ‘é’w > % he Anhang 2: Liste der eingeschlossenen randomisierten Studien).
I f © 000 00 gzt
< c =2 . . . .
% : c B @éﬁ §5 Ergebnisse aus randomisierten Studien
e} =) TOR2EE c
% @ ® © [ © © ifgé ‘% “g% Die Hauptergebnisse der eingeschlossenen 20 randomisierten
E ™ @ & &EJ 2 jci E :c: T:i Studien werden in » Tab. 4 zusammengefasst. Diese schlieBen
g S sceggie zwischen 26 und 391 Patienten mit verschiedenen Symptomen
T %2 @ RO iisi: : ymp
2 N = £- 25248 und Schweregraden (Reizdarmsyndrom, Durchfall, Bauchschmer-
3 8= R . . .
£ S ® ®060 00 g cc QE,%‘:’% e zen und Verstopfung) ein. Es werden Ergebnisse zum Vergleich
s 20 v 3 . . . . e
2 -z 528 5,%3@ > von Einzel- oder Kombinationsprdparaten von Probiotika und
2 y55 %é:ﬁ? g % Placebo Uber einen Zeitraum von 4 bis 8 Wochen verglichen. In
[} (=2 =5 . . . .
o ~ < ~ el 2 gg <3228 e 14 der 20 Studien wurden eine verbesserte Linderung verschiede-
] o =S - Bl S oel ? = . . s e . }
2 N5 8 o e "ts53Fohes ner Symptome in der Gruppe mit Probiotika im Vergleich zu Place
- tc R l2 8 T % d5seEsscE . . . o
ol G| & g8 = 8 N 5 @ . SS0r-cc - bo berichtet. Diese Symptome umfassten eine allgemeine Linde-
A 93 86 5 E B T 8 S5&48s589 . .
£z B a8 & &85 Oxs5vcsuen rung von Symptomen des Reizdarmsyndroms, eine Verbesserung
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» Tab.3 Evidenztabelle zu systematischen Ubersichten zum Themengebiet Probiotika.

Autor &
Jahr &
Journal-
Zitat

Dimidi

2014
8]

e502

Studien-
typ

Systema-
tic
Review
Search
1946 to
03/2014

Population
Beschrei-
bung und
Anzahl

Adults 218
years with
functional
chronic con-
stipation
(based on
clinical
symptoms, a
physician’s
opinion, or
the Rome I,
11, or Ill crite-
ria) with no
restriction
for age, se or
ethnicity 14
RCTs, 1182
patients
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Intervention,
Kontrolle|
Vergleich

Any species/
strains/dose/
treatment re-
gimen of live
probiotics
(administered
in tablet,
powder, cap-
sule, softgel,
or fortified
food forms)
vs. Placebo (if
the probiotic
intervention
was a fortified
food, food
without the
probiotic(s))

Primdrer Endpunkt, sekundére Endpunkte|
Ergebnisse (Probiotics vs. Placebo)

Main outcomes:

= stool frequency (10 RCTs, 1060 patients): increa-

sed after probiotics (WMD 1.3 bowel move-

ments/week; 95 %Cl 0.7 to 1.9; p<0.0001) with

substantial heterogeneity between studies

(2=90%)

stool consistency (10 RCTs, 1003 patients): im-

proved consistency after probiotics with less

hard (more soft) stools (SMD 0.55; 95 %Cl 0.27

to 0.82; p=0.001) with substantial heteroge-

neity between studies (1=80%)

= stool quantity (3 RCTs, 169 patients): no diffe-
rence shown (SMD 0.23; 95 %Cl -0.08 to 0.54;
p=0.14) with small heterogeneity between
studies (12=28 %)

= whole gut transit time (2 RCTs, 141 patients):
reduced time after probiotics (WMD -12.4;
95 %Cl -20.3 to -2.5; p=0.01) with small hete-
rogeneity between studies (12=23 %)

= Right qut transit time (2 RCTs, 141 patients): no

difference shown (WMD -4.9; 95 %Cl -10.5 to

0.8; p=0.09) with moderate heterogeneity

between studies (12=43 %)

Left gut transit time (2 RCTs, 141 patients): no

difference shown (WMD -4.9; 95 %Cl -10.2 to

0.3; p=0.07) with no heterogeneity between

studies (12=0%)

rectosigmoid gut transit time (2 RCTs,

141 patients): reduced time after probiotics

(WMD -4.0; 95 %Cl -7.6 to —0.4; p = 0.03) with

small heterogeneity between studies (12=9 %)

Constipation related symptoms:

lower bloating (4 RCTs, 460 patients): SMD -

0.77 (95 %Cl -1.46 to -0.07); p = 0.03 with

substantial heterogeneity between studies

(17=93%)

no difference shown for flatulence (3 RCTs,

158 patients) with moderate heterogeneity

between studies (12=34 %)

less incomplete evacuation: SMD -0.77 (95 %Cl

-1.14 to - 0.39); p<0.0001 with substantial

heterogeneity between studies (12=78 %)

less hard stools (5 RCTs, 280 patients): SMD: —

0.74 (95 %Cl -1.19 to -0.28); p=0.001 with

substantial heterogeneity between studies

(17=61%)

more ease of expulsion: SMD 0.81 (95 %Cl 0.15

to 1.48); p=0.02 with substantial heterogenei-

ty between studies (12 =94 %)

Adverse events (8 RCTs):

= 5 RCTs reported no AEs in both groups

= 1 RCT reported minor AEs in both groups

= 1 RCT reported that both products were well
tolerated

= 1 RCT reported ratings of “good” or “very
good” for 91 vs. 80 % of participants

Compliance (2 RCTs):

both studies reported >95 %compliance with pro-

biotics

Methodische
Kritik

2a

Abwertung auf-
grund von Inkon-
sistenz der Ergeb-
nisse und
schwerwiegender
Studienlimitatio-
nen der systemati-
schen Ubersichts-
arbeit und
Einzelstudien:
Einfluss des Ver-
zerrungspotentials
auf Ergebnisse der
Metaanalysen wur-
de nicht unter-
sucht, die Autoren
der Einzelstudien
berichten doppelte
Verblindung in 10/
14 Studien, aber
Probleme in der
Nachverfolgung,
ITT-Analysen und
ein Risiko einer se-
lektiven Berichter-
stattung.

Relevanz
und Fazit
fiir LL

Probiotika
konnen
i.d.R. Symp-
tome von
Verstopfung
ohne rele-
vante Ne-
benwirkun-
gen reduzie-
ren.



» Tab.3

Autor &
Jahr &
Journal-
Zitat

Ford
2014

[9]

Zhang
2016
[14]

(Fortsetzung)

Studien-
typ

Systema-
tic Re-
view Se-
arch
1946 to
12/2013

Systema-
tic Re-
view Se-
arch until
10/2015

Population
Beschrei-
bung und
Anzahl

Adults 216
years with
Diagnosis of
irritable
bowel syn-
drome (IBS)
or chronic
idiopathic
constipation
(CIC) (based
on a clinici-
an’s opinion,
or specific
diagnostic
criteria as
Manning,
Kruis score,
Rome I, II, or
Ill, supple-
mented by
negative in-
vestigations
where trials
deemed this
necessary)
35 RCTs on
probiotics in
IBS with
3452 pa-
tients, 3
RCTs on pro-
biotics in CIC
with 245 pa-
tients

patients with
irritable
bowel syn-
drome (IBS)
(diagnosed
by Rome Il
criteria) 21
RCTs, 1639
patients

Intervention,
Kontrolle|
Vergleich

Prebiotics,
probiotics, or
synbiotics vs.
placebo mini-
mum duration
of therapy:

7 days mini-
mum duration
of follow-up:
7 days

Probiotics
(different ty-
pes, doses and
treatment du-
rations) vs.
placebo mini-
mum duration
of therapy: 7
days

Primdrer Endpunkt, sekundére Endpunkte/
Ergebnisse (Probiotics vs. Placebo)

Primary outcome:

= Persistence of symptoms (23 RCTs, 2575 pa-
tients with IBS): less patients with probiotics
(55.8) compared to placebo (73.1 %) reported
persistent or unimproved IBS symptoms (RR
0.79; 95 %Cl 0.70 to 0.89; NNT 7; 95 %Cl 4to
12.5) with substantial heterogeneity between
studies (12=27 %), but no heterogeneity bet-
ween subgroups of different bacteria (1>= 0 %)
Global IBS symptoms or abdominal pain (24
RCTs, 2001 patients with IBS): reduced symp-
toms or pain after probiotics (SMD -0.25; 95 %
Cl -0.36 to -0.14 with small heterogeneity
between studies (12=27 %) and no heteroge-
neity between subgroups of different bacteria
(2=0%)

Failure of response to therapy (2 RCTs, 101 pa-
tients with CIC): both trials demonstrated a be-
nefit, but the pooled results showed no diffe-
rence (RR 0.29; 95 %Cl 0.07 to 1.12) with
substantial heterogeneity between studies
(12=71%)

Secondary outcomes:

bloating symptom (17 RCTs, 1446 patients with
IBS): reduced with probiotics (SMD -0.15; 95%
Cl -0.27 to -0.03) with small heterogeneity
between studies (I>= 16 %) and no heteroge-
neity between subgroups of different bacteria
(2=0%)

urgency symptoms (6 RCTs, 635 patients with
IBS): no difference shown with small heteroge-
neity between studies (1>=20 %)

flatulence symptoms (10 RCTs, 741 patients
with IBS): lower flatulence with probiotics (SMD
-0.23; 95 %Cl -0.38 to -0.07) with no hetero-
geneity between studies (1>= 0 %) and modera-
te heterogeneity between subgroups of diffe-
rent bacteria (12=42.1 %)

Number of bowel movements (2 RCTs, 165 pa-
tients with CIC): increased number of stools per
week (MD 1.49; 95 %Cl 1.02 to 1.96)

Adverse events:

24 RCTs, 2407 patients with IBS: more patients
with probiotics (16.5) vs. patients 13.8 % with
placebo experienced any AE (RR 1.21; 95 %Cl
1.02 to 1.44); NNH: 35 (95 %Cl 16-362)

= 2 RCTs, 205 patients with CIC: no AEs reported

Overall symptom response (16 RCTs, 1275 IBS pa-

tients):

= different definitions were used in the studies
(e.g.>50% reduction in IBS pain and discom-
fort or adequate relief of IBS symptoms
for>50% of the time in 7/15 RCTs)

= higher response with probiotics (53.3 %) com-
pared to placebo (27.7 %) (RR 1.82; 95 %Cl 1.27
to 2.60) with substantial heterogeneity bet-
ween studies (12=82 %)

Methodische
Kritik

1a-

Abwertung auf-
grund von Studien-
limitationen der
systematischen
Ubersichtsarbeit
und Einzelstudien:
Es fehlen ein Pro-
tokoll fiir die syste-
matische Uber-
sicht, eine
detaillierte Be-
schreibung der
Einzelstudien (z. B.
Infos zum Alter)
und Ergebnisse der
methodischen Be-
wertung. In Einzel-
studien erfolgte
aufgrund fehlender
Informationen
hédufig die Bewer-
tung der Methodik
unklar.

1a-

Abwertung auf-
grund

von Studienlimita-
tionen der syste-
matischen Uber-
sichtsarbeit und
Einzelstudien:

Es fehlen ein Pro-
tokoll fiir die syste-
matische Uber-
sicht, eine
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Relevanz
und Fazit
fiir LL

Probiotika
konnen bei
IBS globale
Symptome,
Bauch-
schmerzen
und Blahun-
gen reduzie-
ren.

Probiotika
konnen bei
IBS globale
Symptome
reduzieren
und die Le-
bensqualitat
verbessern.
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» Tab.3 (Fortsetzung)

Autor & Studien- Population Intervention,
Jahr & typ Beschrei- Kontrolle|
Journal- bung und Vergleich
Zitat Anzahl

Primdrer Endpunkt, sekundére Endpunkte|
Ergebnisse (Probiotics vs. Placebo)

= higher response with single probiotics (RR 3.54;
95 %Cl 1.48 to 8.45) vs. combination probiotics
(RR 1.41; 95 %Cl 1.04 to 1.91)

= no difference depending on probiotic dose
(<vs.210'° CFU/D)

= higher benefit in studies with short duration
(<8 vs. =8 wks): RR 2.23 (95 %Cl 1.43 to 3.49)
vs. RR 1.31 (95 %Cl 1.27 to 2.60)

Abdominal pain (13 RCTs, 889 IBS patients):

different measurement tools (e.g. 100-mm visual

analogue scale measurement, 5 or 7-point Likert
scale)

no difference shown, no influence of types (single

vs. combination), doses or treatment duration

Bloating (13 RCTs with 890 IBS patients):

no difference shown with substantial heteroge-

neity between studies (12=72 %)

no influence of types, doses or treatment duration

Quality of life (9 RCTs with 629 IBS patients):

= measured with SF-12 or 5-pont Likert scale

= benefit with probiotics (SMD 0.29; 95 %Cl 0.08
to 0.50) with moderate heterogeneity between
studies (12=36 %)

= no influence of types

= higher benefit with lower (<10'° CFU/D) vs.
higher probiotic dose (= 10'° CFU/D): SMD 0.53
(95 %Cl 0.22 to 0.84) vs. 0.18 (95 %Cl -0.04 to
0.40)

= higher benefit in studies with short duration
(<8 vs. =8 wks): SMD 0.57 (95 %Cl 0.32 to 0.82)
vs. RR 0.06 (95 %Cl - 0.15 to 0.26)

Methodische
Kritik

detaillierte Be-
schreibung der
Einzelstudien (z. B.
Infos zum Alter
und Geschlecht),
eine Suche in Re-
gistern und grauer
Literatur, Angaben
zur doppelten Da-
tenextraktion so-
wie Untersuchun-
gen zum Einfluss
des Verzerrungs-
potentials.
Einzelstudien wie-
sen hohe Hetero-
genitdt in Messung
der Endpunkte auf,
fehlende Angaben
zur Methodik der
Randomisierung.

Relevanz
und Fazit
fiir LL

AE: Adverse events; Cl: Confidence interval; CIC: Chronic idiopathic constipation; IBS: Irritable bowel syndrome; NNH: Number needed to harm; NNT:
Number needed to treat; RCT: Randomized controlled trial; RR: Relative risk; SMD: Standardized mean difference; wks: weeks; WMD: Weighted mean

difference

einzelner klinischer Symptome (Magenschmerzen, Lebensquali-

gie, Diagnostik und Therapie intestinaler Motilitdtsstorun-

tat, Haufigkeit und Intensitdt des Stuhlgangs, Verstopfung) oder
eine verbesserte Lebensqualitdt oder Zufriedenheit der Studien-
teilnehmer.

Im Gegensatz dazu konnte in 6 Studien [26, 28, 33, 39, 41, 42]

weder fiir die Gesamtpopulation noch fiir einzelne Subgruppen
eine Verbesserung von Symptomen nachgewiesen werden.

Referenzen

1.

e504

Layer P, Andresen V, Pehl C, et al. [Irritable bowel syndrome:
German consensus guidelines on definition, pathophysiology
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. Keller |, Wedel T, Seidl H, et al. S3-Leitlinie der Deutschen

Gesellschaft fiir Verdauungs- und Stoffwechselkrankheiten
(DGVS) und der Deutschen Gesellschaft fiir Neurogastroen-
terologie und Motilitdt (DGNM) zu Definition, Pathophysiolo-

gen. Z Gastroenterol 2011; 49: 374-390.

. Lynen P, Siegmund B, Nothacker M, et al. Das Leitlinienpro-

gramm. Z Gastroenterol 2017; 55: 39-49.

. Layer P., Andresen V. 5.2. Reizdarmsyndrom und chronische

Obstipation — Medizinische Ubersicht in Weissbuch 2020/21.
Berlin: Lammert F., Lynen Jansen P., Lerch M., 2019.

. Phillips B DM, Ball C, Sackett D, Badenoch D, Straus S, Haynes

B,. Oxford Centre for Evidence-based Medicine - Levels of
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Evidence (March 2009) In: Medicine CfE-B, ed, 2009.

. Dimidi E, Christodoulides S, Fragkos KC, et al. The effect of

probiotics on functional constipation in adults: a systematic
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» Tab.4 Zusammenfassung der Ergebnisse aus eingeschlossenen randomisierten Studien der Jahre 2014-2017.

Autor & Jahr &
Journal Zitat

Choi 2015
[25]

Faghihi 2015*
[26]

Fuke 2017
[27]

Hod 2017
[28]"

Jafari 2014
[29]

Lyra 2016 [30]

Majeed 2016
[31]

Moreira 2017
[33]

Mezzasalma
2016 [32]

Population
Beschreibung
und Anzahl

n=285 with IBS
without diarrhoe

n=139 with IBS
(Rome Il criteria)

n =44 with minor
diarrhoea with
pain and discom-
fort in the abdo-
men

n=107 women
with diarrheapre-
dominant IBS
(Rome IlI criteria)

n=108 with ab-
dominal bloating
(Rome IlI criteria)

n=391 with IBS
(Rome Il criteria)

n=26 newly di-
agnosed diarrhea
predominant IBS
(Rome 1)

n=49 women
with constipation
(Rome 1)

n=150 with IBS
(Rome IlI criteria)
and constipation

Intervention,
Kontrolle|Vergleich

combination of probio-
tics of 4 different doses
(Bacillus subtilis +
Streptococcus faecium)
and mosapride vs.
placebo for 4 weeks

probiotic E. coliNissle
1917 vs. placebo for
4 weeks

co-administration of
Lactobacillus brevis
KB290 and betacarote-
ne vs. placebo for

12 weeks

multispecies probiotic
capsule vs. placebo for
8 weeks

combination multi-
strain probiotics vs.
placebo for 4 weeks

Lactobacillus acidophi-
lus NCFM (active high
dose vs. active low-
dose) vs. placebo for
12 weeks

Bacillus. coagulans
MTCC 5856 vs. placebo
for 90 days

probiotic fermented
milk beverage contai-
ning bifidobacterium
animalis vs. non-pro-
biotic milk over 60 days

2 different probiotic
mixtures vs. placebo for
60 days

Primarer Endpunkt, sekundére Endpunkte|Ergebnisse
(Probiotics vs. Placebo)

benefit for IG with higher adequate relief: 53.7 % vs. 55.0 % vs. 55.2 %
vs. 53.6% vs. 35.1% (CG), p<0.05

higher proportion of patients reporting ‘completely or considerably
relieved’ in subject’s global assessment in 1G vs. CG

abdominal pain/discomfort score in IG with highest dose was more
prominently improved vs. CG

in constipation-predominant IBS improvements in stool frequency
and consistency in 2 1Gs vs. CG

total score (Birmingham IBS symptom questionnaire) showed no sig-
nificant improvement in the symptoms of patients with non-catego-
rized IBS

when IBS patients were re-categorized to subgroups according to
their main symptoms, evaluation of the efficacy of the probiotic on
some individual items in the symptom list showed benefits or harms
after 2,4 or 6 weeks

significant improvement in intensity of abdominal pain and stool fre-
quency in IG vs. CG

significantly higher serum concentration of anti-inflammatory cyto-
kine, interleukin-10 in IG vs. CG

no significant difference between IF and CG in symptom improve-
ment (abdominal pain, frequency of loose stools, stool consistency,
bloating, urgency, frequency and bowel movements)
inflammatory markers (highsensitivity C reactive protein, fecal cal-
protectin levels)

benefit with

more frequent reduction of satisfactory relief of general symptoms in
IG (85 vs. 47 %, p<0.01)

higher reduction in abdominal bloating and painin IG (-=13.0 vs. -3.7,
p<0.01) and -8.2 vs. -2.1, p=0.02

no severe adverse drug reaction in both groups

IBS symptom severity score improved in all groups with non-signifi-
cant higher improvements in IGs with probiotics (48.3 +72.2 vs. 50.8
+82.4vs.44.0£80.2)

no differences in secondary outcomes (individual IBS symptoms, IBS-
related QoL questionnaire, anxiety and depression, defecation fre-
quency, and stool consistency) between treatment groups

a post hoc analysis in patients with moderate to severe abdominal
pain at baseline (VAS >35/100), the treatment significantly reduced
the sensation of abdominal pain: Pain scores fell by 31.2+21.9 vs.
29.4+17.9 vs. 20.8 £ 22.8 (p=0.046 for comparisons between both
IGs and CG)

significant decrease in the clinical symptoms (bloating, vomiting,
diarrhea, abdominal pain and stool frequency) in IG vs. CG (p<0.01)
decreased disease severity and improved quality of life increased in
the patient group receiving B. coagulans in IG vs. CG

improvements in both groups in different symptoms, but no diffe-
rence for the Rome IIl criteria, Bristol scale and single symptoms
between IG and CG

higher response for each symptom (bloating, abdominal pain, con-
stipation, abdominal cramps, flatulence) in 1G vs. CG

probiotics of the formulations increased during the times of treat-
ment and were maintained in IG and not in CG
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» Tab.4 (Fortsetzung)

Autor & Jahr &
Journal Zitat

Nobutani 2017
[34]

Ojetti 2014
[35]

Pineton de
Chambrun
2015 [36]

Pinto-Sanchez
2017 [37]

Ringel-Kulka
2017 [38]

Shavakhi
2014 [39]

Spiller 2016
[40]

Staudacher
2017* [41]

Stevenson
2014 [42]

e506

Population
Beschreibung
und Anzahl

n =34 with IBS
(Rome 1)

n =40 with
functional consti-
pation (Rome IlI
criteria)

n=179 with IBS
(Rome Ill criteria)

n =44 with IBS
and diarrhea or a
mixed-stool pat-
tern (Rome Il cri-
teria) and mild to
moderate anxiety
and/or depressi-
on (Hospital An-
xiety and Depres-
sion scale)
n=275 with
Symptoms of
Abdominal Dis-
comfort and
Bloating

n=132 with IBS

n=379 patients
with IBS (Rome Il
criteria)

n=104 with IBS
(Rome llI criteria)

n=381 with IBS
(Rome I1)

Intervention,
Kontrolle|Vergleich

Lactobacillus gasseri
CP2305 (CP2305) vs.
placebo for 4 weeks

Lactobacillus reuteri
(DSM 17 938) vs. place-
bo for 4 weeks

Saccharomyces cerevi-
siae vs. placebo for
8 weeks

Bifidobacterium lon-
gum NCC3001 vs. pla-
cebo for 6 weeks

Probiotic Bifidobacte-
rivinfantis 35 624 vs.
placebo for 4 weeks

probiotic compound
(containing 7 bacteria
species including Lacto-
bacillus strains, Bifidob-
acterium strains and
Streptococcus thermo-
philes) vs. placebo for

2 weeks

Probiotics (Saccharo-
myces cerevisiae CNCM
1-3856) vs. placebo for
12 weeks

counselling on sham
diet + placebo vs. sham
diet + probiotic vs. low
fermentable carbohy-
drates diet +placebo vs.
low fermentable carbo-
hydrates diet+ probiotic

Lactobacillus plantarum
299v vs. placebo for
8 weeks

Primarer Endpunkt, sekundére Endpunkte|Ergebnisse
(Probiotics vs. Placebo)

IBS-severity index score was significantly improved in 1G vs. CG
this improvement was accompanied by a reduction in health-related
worry and changes in intestinal microbiota

higher mean increase in bowel movements/week during treatment in
IGvs. CG: 2.6+ 1.14 (95% Cl:1.6-3.6) vs. 1.0 £1 (95 % CI:0.12-1.88);
p=0.046

higher mean increase in bowel movements/week at the end of treat-
ment in IG vs. CG: 5.28+1.93 vs. 3.89+1.79 (p=0.023)

no significant difference in the stool consistency between groups

higher proportion of responders (improvement of abdominal pain/
discomfort) in IG vs. CG: 63 % vs 47 %, OR=1.88 (95 %, Cl: 0.99-3.57),
p=0.04 in the last 4 weeks of treatment

no differences between 1G and CG for abdominal pain/discomfort
scales, bloating/distension and bowel movement difficulty scores,
tool frequency and stool consistency

Saccharomyces cerevisiae was well tolerated

after 6 weeks, more patients in IG vs. CG had a reduction in depres-
sion scores of > 2 points on the Hospital Anxiety and Depression scale
(64 vs.32%, p=0.04)

no differences on anxiety or IBS symptoms were shown

quality of life was more increased in IG

similar fecal microbiota profiles, serum markers of inflammation, and
levels of neurotrophins and neurotransmitters

Mean severity symptom scores at the end of intervention showed no
significant differences (p>0.3).

frequency of abdominal bloating-free days was greater in IG vs. CG
(p<0.05).

Both regimens were well tolerated.

no difference between groups after treatment in abdominal pain and
distension severity (p>0.05)

Improvement in bowel habit in 33.3% vs. 36.5% (p=0.910)

no significant difference in QOL after the treatment (p>0.05)

no overall benefit on IBS symptoms and wellbeing and response
(p>0.05)

planned subgroup analyses showed significant effect in subjects with
constipation with slightly higher improvement of gastrointestinal
symptoms (abdominal pain/discomfort and bloating with p=0.03) in
IG vs. CG throughout the study and at the end of the supplementation.

no significant interaction between the interventions in adequate
relief of symptoms (p =0.52) or Bifidobacterium species (p=0.68)
no differences on total mean IBS-Severity Scoring between those
given probiotic (207 £98) or placebo (192+93) (p=0.721)
Abundance of Bifidobacterium species was higher in patients given
probiotic (9.1 rRNA genes/g) vs. placebo (8.8 rRNA genes/g)
(p=0.019)

no significant difference in abdominal pain relief between groups
(p=0.800)
no difference in QoL-IBS scores between groups (p =0.687)
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» Tab.4 (Fortsetzung)

Autor & Jahr & Population Intervention,

Journal Zitat Beschreibung Kontrolle|Vergleich

und Anzahl

Thijssen 2016 n =80 with IBS probiotic (Lactobacillus

[43] (Rome Il criteria) casei Shirota) vs. place-
bo for 8 weeks

Yoon 2014 n =49 with IBS multispecies probiotics

[21] (Rome llI criteria) (a mixture of Bifidob-

acterium longum, B.
bifidum, B. lactis,
Lactobacillus acidophi-
lus, L. rhamnosus, and
Streptococcus thermo-
philus) twice a day vs.
placebo for 4 weeks

Primarer Endpunkt, sekundére Endpunkte|Ergebnisse
(Probiotics vs. Placebo)

After 8 weeks, the mean relative improvement did not reach 30 % for
mean symptom score or any individual symptom score.

After follow-up (week 16), non-significant more patients in IG achie-
ved an improvement of 230 % treatment groups (34 +7 % vs. 13
+8%, p=0.06)

proportion of patients whose IBS symptoms were substantially relie-
ved at week 4 was significantly higher in the probiotics group than in
the placebo group: 68.0 % (17/25) versus 37.5% (9/24) (p<0.05)
improvement in abdominal pain/discomfort and bloating occurred in
IG but not in CG

Fecal analysis revealed that B. lactis, L. rhamnosus, and S. thermo-
philus had increased significantly in the probiotics group after 4
weeks and that B. lactis had increased in the placebo group

CG: Control group: Cl: Confidence interval; CIC: Chronic idiopathic constipation; IBS: Irritable bowel syndrome; IG: Intervention group; n: number of

patients; OR: Odds Ration; QoL: Quality of life; VAS: Visual analogue scale.

" No benefit for probiotics reported.
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Versicherung

6. Eigentiimerinteressen (Patent, Urheberrecht, Aktienbesitz):
Besitz von Geschdftsanteilen, Aktien, Fonds mit Beteiligung
von Unternehmen der Gesundheitswirtschaft

7. Indirekte Interessen: Mitglied von in Zusammenhang mit der
Leitlinienentwicklung relevanten Fachgesellschaften/Berufs-
verbanden, Mandatstrdger im Rahmen der Leitlinienentwick-
lung
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Ulrike
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Berater-|Gut-
achtertatig-
keit

Bayer

Allergan
Shionogi/Hexal

Dr. Falk Pharma

Cemet

Infectopharm
Fa. Milupa
Fa. Ferring

k.A.

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Bayer

Allergan
Kyowa Kirin
Sanofi
Ferring
Bayer
Shionogi
Arena

Amgen

Nestle

Milupa-Nutri-
cia

k.A.

Bezahlte Vor-
trags-/oder
Schulungtatig-
keit

Bayer Falk
Foundation

Falk

Kyowa Kirin
4M-Medical
Shionogi/Hexal
Allergan
Ferring

Medice

Dr. Falk Pharma
Roche Pharma

Falk Fondation

Fa. Infecto-
pharm, Nutri-
cia, NNI,
Alexion, fomf

AbbVie, Nutri-
cia, Vertex,
Milupa

k.A.

Bezahlte For-

Autoren-|  schungs-

oder Co- vorha-

Autoren- ben|

schaft Durchfiih-
rung kli-
nischer
Studien

Falk Foun- keine

dation

= Synformu-
las (da-
mals noch
unter dem
Namen
Fischer
Gesund-
heitspro-
dukte)

Janssen Pfizer

Thieme- Fa. Janssen

Verlag

Elsevier -

Verlag

Springer

Medizin

Thieme

Verlag Falk

Founda-

tion

Vertex

k.A. k.A.

Eigentiimerin-
teressen
(Patent, Urhe-
berrecht,
Aktienbesitz)

keine

k.A.

Indirekte Interessen

Mitglied: DGVS DGEBV DGIM
DKG BDI AGA

Schwerpunkt: -
Federfiihrung: Endoupdate
Personlich: -

Mitglied: Einfaches Mitglied in
der DGVS, der DGNM und der
DGIM

Mitglied: Mitglied der interna-
tionalen Rome Foundation
Schwerpunkt: Epidemiologie,
Pathophysiologie und Therapie
des Reizdarmsyndroms
Federfiihrung: -

Personlich: -

Mitglied: DCCV

Schwerpunkt: -
Federfiihrung: -
Personlich: -

Mitglied: Fachgesellschaften:
DAG, DGEM. DGVS, DGAI,
DGMIM, ESPEN, AGA
Schwerpunkt: Herausgeber der
Zeitschrift ,Aktuelle Erndh-
rungsmedizin“

Federfithrung: -

Personlich: -

Mitglied: GPGE, ESPGHAN,
DCK], BVK], ECCO, DZG
Schwerpunkt: Pddiatrische Gas-
troenterologie, chronisch ent-
ziindliche Darmerkrankungen,
Erndhrung, allgemeine Padiatrie
Federfiihrung: -

Personlich: -

Mitglied: GPGE (Vorsitz), DGK],
ESPGHAN, BVK| (Mitglied)
Schwerpunkt: CED, Erndhrung,
funktionelle gastrointestinale
Stérungen, Nahrungsunvertrag-
lichkeiten, Mukoviszidose
Federfiihrung: -

Personlich: -

Mitglied: k.A.
Schwerpunkt: k.A.
Federfiihrung: k.A.
Personlich: k.A.

Mitglied: -

Schwerpunkt: Stressforschung
Federfiihrung: Universitare Wei-
terbildung und Fortbildung in
Psychotherapie

Personlich: -

e511



& Thieme

Elsen-
bruch,
Sigrid

Engel,
Matthias

Enninger,
Axel

Fischbach,

Wolfgang

Freitag,
Michael

Frieling,
Thomas
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Berater-|Gut-
achtertatig-
keit

DFG

Schwabe
Pharma
Bionorica

Nestle
Danone

Dr. Wilmar
Schwabe
Norgine

keine

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Neurogastro-
enterology
and Motility
(Editorial
Board
Member)

Schwabe
Pharma

Med.-wiss.
Beirat der
DAK Gesund-
heit (Kran-
kenversiche-
rung)

Dr. Willmar
Schwabe
GmbH & Co.
KG Sanofi-
Aventis
Deutschland
GmbH
Takeda

Bezahlte Vor-
trags-/oder
Schulungtitig-
keit

Universitdten,
Fachgesell-
schaften
(Tagungen)

infectopharm
Nutricia

Abbott

Falk

Norgine
Recket Bencki-
ser

Arztekammer
Niedersachsen

Falk Foundation
Medizinisches
Forum Forum
Medizinische
Fortbildung
Promedia

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

Veroffent-
lichung
von Manu-
skripten
und Lehr-
buchkapi-
teln in
diversen
nationalen
und inter-
nationalen
Zeitschrif-
ten

Thieme
Verlag

nur wis-
senschaft-
liche
Publika-
tionen

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

DFG Pro-
jekte im
SFB1280
(Teilpro-
jekte A10,
A12); SFB/
TRR289
(Teilpro-
jekt A04)

BMS

Innofonds

COMET
Studie
Hannover,
Rekonva-
lezenten-
plasma bei
COVID-19

Eigentiimerin-

teressen

(Patent, Urhe-

berrecht,
Aktienbesitz)

Aktien

Indirekte Interessen

Mitglied: Leiterin Arbeitskreis
Viszeraler Schmerz der Dt.
Schmerzgesellschaft
Schwerpunkt: Viszeraler
Schmerz, Reizdarmsyndrom,
Darm-Gehirn Achse, psychologi-
sche Faktoren (Stress, Angst,
Lernen, Erwartung), Entziin-
dungsmechanismen
Federfiihrung: -

Personlich: -

Mitglied: DGVS DGNM
Schwerpunkt: Neurogastroente-
rologie, Neuroinflammation
Federfiihrung: -

Personlich: -

Mitglied: Beirat Offentlichkeits-
arbeit Gesellschaft Pad. Gastro-
enterologie (GPGE)
Schwerpunkt: —

Federfiihrung: -

Personlich: keine

Mitglied: DGVS

Mitglied: DGIM

Schwerpunkt: Gastrointestinale
Lymphome Gastroenterologi-
sche Onkologie Helicobacter
pylori Refluxkrankheit
Federfiihrung: Gastro Update
Praxis Update

Personlich: -

Mitglied: DEGAM (Deutsche
Gesellschaft fiir Allgemeinmedi-
zin und Familienmedizin), Man-
datstrager fiir LL Reizdarm
DNEbM (Deutsches Netzwerk
Evidenzbasierte Medizin)
DGSMP, DGEpi

Schwerpunkt: Arzneimittelthera-
pie, Versorgung von Patienten im
Bereitschaftsdienst und Notauf-
nahme, Pflegeheimbewohner
Federfiihrung: -

Personlich: -

Mitglied: DGVS, ALCK, Gastro-
Liga, BDI, DGIM, RWGIM, Gas-
tro-NRW, DGNM

Schwerpunkt: Gastroenterolo-
gie, Erndhrung, Neurogastroen-
terologie

Federfiihrung: zahlreiche lokale
Fortbildungen Tagungsprésident
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Gebhard,
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Stengel,
Miriam

Gschoss-
mann,
Juirgen

Gundling,
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Berater-|Gut-
achtertatig-
keit

Apontis, (UCB)
Riemser

LEO
Rottapharm
Intercept

Yakult

Synformulas
Roche

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Pharma Ver-
triebs GmbH
& Co. KG

Schwabe
Sanofi

Shire Takeda
Mylan

Dr. Schwabe

Norgine
AbbVie

Bezahlte Vor-
trags-/oder
Schulungtatig-
keit

Viatris
Norgine
Merz

Dr. Schwabe

Synformulas
Fortbildungs-
kolleg, RG, Esa-
num, Medical
Tribune, Medi
Bayern, Fleisch-
man Hillard,
Isgro Expo
Pharm, Meusel,
Themessen-
gers, Hippocra-
tes consult

Norgine Abb-
Vie Merz Gilead

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

Recordati
Apontis
Mylan

Synformu-
las

For- Eigentiimerin-
schungs- teressen
vorha- (Patent, Urhe-
ben| berrecht,
Durchfith-  Aktienbesitz)
rung kli-

nischer

Studien

DFG -

Indirekte Interessen

Gastro-NRW, RWGIM, Gastro-
Liga, Promedia
Personlich: keine

Mitglied: Deutsche Gesellschaft
fiir Pathologie — Mitgliedschaft
Mitglied: Hartmannbund -
Landesvorstand

Schwerpunkt: -

Federfiihrung: -

Personlich: -

Mitglied: DGVS

Mitglied: DGIM

Mitglied: DGEM

Mitglied: DAEM

Mitglied: AFG - Miinster
Mitglied: GG-NRW

Mitglied: AKWL — Akademie fiir
Med. Fortbildung. Vorstand
Mitglied: VV der KVWL
Mitglied: -

Schwerpunkt: Diagnostik und
Therapie seltener Lebererkran-
kungen

Schwerpunkt: Diagnostik und
Therapie der Refluxkrankheit
Schwerpunkt: Diagnostik und
Therapie Nahrungsmittelallergie
Federfiihrung: Mitglied im Len-
kungsausschuss der Akademie
fiir Medizinische Fortbildung der
AKWL und KVWL Mi
Personlich: -

Mitglied: Vorstand DGNM
Schwerpunkt: -
Federfiihrung: -
Personlich: -

Mitglied: u. a. DGVS, DGNM
Schwerpunkt: u. a. funktionelle
Magen-Darm-Erkrankungen
Federfiihrung: -

Personlich: -

Mitglied: DGVS

Schwerpunkt: Endoskopie,
Hepatologie Gastroenterologie
Federfiihrung: -

Personlich: -
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Haag,
Sebastian

Helwig,
Ulf

Holler-
bach,
Stephan

Holtmann,
Gerald

Hauser,
Winfried

Karaus,
Michael
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Berater-|Gut- Mitarbeit in

achtertatig- einem Wis-

keit senschaftli-
chen Beirat
(advisory
board)

keine keine

Servatus NHMRC

- Nein

Schlichtungs- -
stelle der nord-
deutschen
Arztekammer

Leitlinienreport zu denvan Leeuwen P et al. Leitlinienreport zu den

Bezahlte Vor-
trags-/oder
Schulungtitig-
keit

Regionale und
iberregionale
Arzte-Fortbil-
dungen

Bayer

Bioevents (Kon-
gressorganisa-
tion)

Falk Founda-
tion, Janssen,
Allergan,
Sanofi, ASC
Goéttingen

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

Wissen-
schaftliche
Artikel

Multiple,
siehe Auf-
stellung

Ecomed
Verlag

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

Multicen-
terstudien
des Visze-
ral-Zen-
trums
Celle

Roche
Atmo
Bioscioen-
ces Bayer
Gilead
Janssen
Bristol-
Myers
Squibb
Servatus
Genetech
Lilly Take-
da Allakos
Arena
Pharma-
ceuticals
Celgene
Regene-
ron There-
vance

Keine

Eigentiimerin-
teressen
(Patent, Urhe-
berrecht,
Aktienbesitz)

keine

Aktien: Bayer,
Thyssen-Krupp,
ETF DAX, QSu-
per, UniSuper,
StatewideSuper

Hypnos Verlag

Aktienbesitz:
Bayer, Amgen,
Fresenius Medi-
cal Care

Indirekte Interessen

Mitglied: -
Schwerpunkt: —
Federfiihrung: -
Personlich: -

Mitglied: -
Schwerpunkt: -
Federfiihrung: -
Personlich: -

Mitglied: NDGG, DGVS, DKG
Schwerpunkt: Endoskopie,
Endosonografie, Sonografie
Federfiihrung: PJ-Ausbildung,
Studenten-Kurse RUB
(unbezahlt)

Personlich: keine

Mitglied: Vorstand Gastro-Liga
Schwerpunkt: Neurogastroente-
rologie, gastrointestinales
Mikrobiome, Health Service
Research

Federfiihrung: Falk Symposium
Gastrointestinales Mikrobiome,
2017, Brisbane

Personlich: keine

Mitglied: Beirat der Deutschen
Schmerzgesellschaft

Mitglied: -

Mitglied: -

Mitglied: Mitherausgeber der
Pain Palliative and Supportive
Care Group der Cochrane Colla-
boration

Schwerpunkt: Versorgungsfor-
schung; Systematische Uber-
sichtsarbeiten; Patienten-Sur-
veys

Federfiihrung: Nein
Personlich: Nein

Mitglied: Vorsitzender von CED
Nord e. V. (versorgt CED-SHG)
Schwerpunkt: —

Federfithrung: -

Personlich: -
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Berater-|Gut-
achtertatig-
keit

keine

EMA

keine

Fa. Coloplast

Ev Krankenhaus

Kalk gGmbH

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

keine

Allergan

GE Helathcare
Develco
Mundiphar-
ma

keine

Takeda

keine

Bezahlte Vor-
trags-/oder
Schulungtatig-
keit

keine

Falk
Nordmark
Standard In-
struments
Covidien/Med-
tronic

Kyowa Kirin
Novo Nordisc
Mylan

Takeda

Vortrage Dr.
Schwabe, Mi-
crobiotika, Falk
foundation, Ar-
deypharm, Syn-
formula

Coloplast

Falk Foundation
Johnson &
Johnson
Janssen

Takeda

AbbVie Ardey-
pharm Institut
AllergoSan, Falk
Foundation
Ferring Nikkiso
Otsuka Kompe-
tenznetz Darm-
erkrankungen
Gastro ORGA/
DGVS Gastro
Liga

Firma Promedia

Bezahlte For-

Autoren-|  schungs-

oder Co- vorha-

Autoren- ben|

schaft Durchfiih-
rung kli-
nischer
Studien

keine keine

Interview: Ja, NIS

Synformu-  LP299V

la, Micro-

biotica

keine Takeda

- Dr. Falk-
pharma

Eigentiimerin-
teressen
(Patent, Urhe-
berrecht,
Aktienbesitz)

keine

keine

keine

keine

Indirekte Interessen

Mitglied: Vorsitzender des
Landesverbandes Bremen im
Berufsverband Deutscher Inter-
nisten

Schwerpunkt: keine
Federfiihrung: Vorsitzender/Pra-
sident des Arztlichen Vereins zu
Bremen

Personlich: keine

Mitglied: DGVS, ALGK, BVGD
Schwerpunkt: Gastrointestinale
Funktionsstérungen einschlieR3-
lich exokriner Pankreasinsuffi-
zienz

Federfiihrung: DGVS Zertifikats-
seminar Neurogastroenterolo-
gie und Motilitdt

Personlich: -

Mitglied: Beiratsmitglied bng,
BCD, Gastroliga
Schwerpunkt: Funktionelle
Darmerkrankungen
Federfiihrung: keine
Personlich: nein

Mitglied: Vorsitzender Deutsche
Gesellschaft fiir Koloproktologie
Mitglied: Vorsitzender Berliner
Chirurgische Gesellschaft
Mitglied: 2. Vorsitzender Berli-
ner Krebsgesellschaft
Schwerpunkt: postoperativer
lleus chronisch entziindliche
Darmerkrankungen Chirurgi-
sche Onkologie postoperative
Funktionsstérungen
Federfiihrung: Neine
Personlich: Nein

Mitglied: DGVS DCCV Vorsitzen-
der des Sprecherrates (ehren-
amtlich)

Schwerpunkt: Chronisch ent-
ziindliche Darmerkrankungen
Reizdarm Mikrobiom/Probiotika
Divertikelkrankheit
Federfiihrung: DGVS
Personlich: keine

Mitglied: -
Schwerpunkt: —
Federfithrung: -
Personlich: -
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Berater-|Gut- Mitarbeit in Bezahlte Vor- Bezahlte For- Eigentiimerin-  Indirekte Interessen
achtertatig- einem Wis- trags-/oder Autoren-|  schungs- teressen
keit senschaftli- Schulungtdtig-  oder Co- vorha- (Patent, Urhe-
chen Beirat keit Autoren- ben| berrecht,
(advisory schaft Durchfiih-  Aktienbesitz)
board) rung kli-
nischer
Studien
Langhorst,  Medizin Verlag - Falk Foundation  nein Dr. Will- nein Mitglied: Leitlinienbeauftragter
Jost Stuttgart Arktibiotic mar der Gesellschaft fiir Phytothera-
Dr. Willmar Repha GmbH Schwabe pie und der Deutschen Gesell-
Schwabe Celgene Falk Foun- schaft ftr Naturheilkunde, Spre-
Repha GmbH Dr. Wllmar dation cher der AG Psychosomatik in
Ferring Schwabe Steiger- der Gastroenterologie der Deut-
Sanofi AbbVie waldArz- schen Gesellschaft fiir Gastroen-
Takeda nei- terologie, Deutsche Schmerzge-
mizttel- sellschaft, Deutsches Kollegium
werke/ fir Psychosomatische Medizin
Bayer Schwerpunkt: Mind/Body Medi-
Techlab cine/Ordnungstherapie klassi-

sche Naturheilkunde und tradi-
tionelle europdische
Heilverfahren ganzheitliche Pra-
vention Phytotherapie chronisch
entziindliche Darmerkrankun-
gen (CED) Reizdarmsyndrom Fi-
bromyalgiesyndrom non-invasi-
ve diagnostische Verfahren in
der Gastroenterologie
Federfiihrung: Zusatzbezeich-
nung Naturheilkunde an den Kli-
niken Essen-Mitte EXPERTE IM
FACHGEBIET im Bereich KOM-
PLEMENTARMEDIZIN und Psy-
chosomatik fiir die ZERTIFIZIE-
RUNG CHRONISCH
ENTZUNDLICHE DARMERKRAN-
KUNGEN der DEUTSCHEN GE-
SELLSCHAFT FUR VERDAUUNG
UND STOFFWECHSELERKRAN-
KUNGEN - DGVS

Personlich: nein

Layer, keine Allergan Falk keine Synformu-  keine Mitglied: DGVS
Peter Sanofi las Schwerpunkt: Pankreas, Darm-
Medice krankheiten
Nordmark Federfiihrung: Gastro Update
Personlich: keine
LynenJan-  nein nein Lehrauftrag Leitlinien- nein keine Mitglied: nein
sen, Petra RWTH Aachen publikatio- Schwerpunkt: Leitlinien
nen der Federfiihrung: nein
DGVS Personlich: nein
Madisch, Bayer Vital Schwabe Kyowa Kirin JanssenCi- Falk - Mitglied: Stellvert. Landesvorsit-
Ahmed GmbH JanssenCilag Bayer Vital lag Pharma zende BDI
Pfizer FA Schwabe - Mitglied: -
Vifor Medical - Mitglied: -
ReckittBen- Tribune Mitglied: Wissenschaftlicher
ckiser Falk Foundation Beirat NDGG
Luvos Mitglied: Vorstand Arztekam-
JanssenCilag mer NDS Bezirksstelle Hannover
Norgine Mitglied: Mitglieder Kammer-
ReckittBencki- versammlung Arztekammer
ser NDS
Synformulas Schwerpunkt: Wissenschaftliche

Schwerpunkte und Publika-
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Berater-|Gut- Mitarbeit in Bezahlte Vor- Bezahlte For- Eigentiimerin-  Indirekte Interessen

achtertatig- einem Wis- trags-/oder Autoren-|  schungs- teressen
keit senschaftli- Schulungtdtig-  oder Co- vorha- (Patent, Urhe-
chen Beirat keit Autoren- ben| berrecht,
(advisory schaft Durchfiih-  Aktienbesitz)
board) rung kli-
nischer
Studien
tionen: - Funktionelle Magen-
Darm-Stérungen — Mikroskopi-
sche Kolitis — Eosinophile Oso-
phagitis — Gastrodsophageale
Refluxkrankheit
Federfiihrung: Wissenschaftli-
che Leitung Organisation zahl-
reicher Fobis
Personlich: -
Matthes, Weleda AG Kommission - - Ardey- 3 Aktien der Mitglied: Beiratsmitglied der
Harald Schweiz Medizin der pharm Firma Weleda DCcV
Deutschen Software AG Schweiz Schwerpunkt: CED, Onkologie,
Krankenhaus- AG Stif- Reizdarm
gesellschaft tung Federfiihrung: DAHN (Dt. Aka-
Hufelandge- demie fiir Naturheilverfahren
sellschaft und Homdopathie)
Wissenschaft- Personlich: nein
licher Beirat
der DCCV
Menge, - - - - - - Mitglied: -
Daniela Schwerpunkt: -
Federfiihrung: -
Personlich: -
Miehlke, - Dr. Falk Dr. Falk Phar- - Dr. Falk - Mitglied: DGVS
Stephan Pharma ma/Falk Foun- Pharma Mitglied: EUREOS
Celgene dation Mitglied: bng
Esocap Reckitt-Benki- Schwerpunkt: Eosinophile
Reckitt Benki-  ser AOophagitis
ser Federfiihrung: Satellitensympo-
sien Eosinophile Osophagits
Personlich: -
Monnikes, - Pharm-Aller- Falk Foundation - Symbio- - Mitglied: -
Hubert gan GmbH e. V. Pharm Schwerpunkt: Gastrointestinale
Microbiota Symbio- Funktionsstérungen
GmbH Pharm Federfiihrung: -
Personlich: -
Miiller- Sanofi Sanofi BDI - - - Mitglied: BDI, DGVS
Lissner, Schwerpunkt: Therapie-Hand-
Stefan buch
Federfiihrung: EbM Kurs der
Arztekammer Berlin
Personlich: keine
Niesler, Nein Nein Nein Nein Nein Nein Mitglied: -
Beate Schwerpunkt: -
Federfiihrung: -
Personlich:-
Pehl, Steigerwald - Falk Foundation - PohlBos- - Mitglied: DGVS (AG Neurogas-
Christian Arzneimittel- Gate Miinchen kamp troenterologie, Kommission fiir
werk GmbH eV Proktologie) DGNM (fritherer
- DGVS Seminar langjahriger Vorstand) Dt. Ges.
Sanofi fiir Koloproktologie
Lilly
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Pohl,
Daniel

Polidori-
Nelles,
Maria
Cristina

Posovszky,
Carsten
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Berater-|Gut-
achtertatig-
keit

Medtronic
Sanofi

k.A.

Nestle Health
Science
Deutschland
GmbH, Frank-
furt

Shire Deutsch-
land GmbH

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Arena Phar-
maceutical

k.A.

Takeda
Deutschland
Shire
Deutschland
Shire
Deutschland
GmbH

Bezahlte Vor- Bezahlte For-

trags-/oder Autoren-|  schungs-

Schulungtdtig-  oder Co- vorha-

keit Autoren- ben|

schaft Durchfiih-

rung kli-
nischer
Studien

Permamed - -

Schwabe

Pharma

k.A. k.A. k.A.

Firma Abbie Dr. Falk Shire

Deutschland Pharma Deutsch-

GmbH, Wies- GmbH land

baden; Shire GmbH

Firma Nutricia Deutsch-

GmbH, Erlan- land

gen; GmbH

Technomatix- Cogitando

Medical Gmbh GmbH

Pharmacosmos

GmbH Wiesba-

den

Shire Austria
GmbH part of
Takeda Group
Takeda Pharma
AG, Schweiz
Glattpark-Opfi-
kon

RG Gesellschaft
fur Information
und Organisati-
on mbH, Gra-
felfing

Di-Text Frank
Digel

AbbVie
Deutschland
GmbH

AbbVie
Deutschland
GmbH

AbbVie
Deutschland
GmbH

Eigentiimerin-

teressen

(Patent, Urhe-

berrecht,
Aktienbesitz)

k.A.

Indirekte Interessen

Schwerpunkt: Neurogastroente-
rologie (u. a. Reflux, NUD, RDS,
Inkontinenz, Obstipation)
Federfiihrung: Lehrtatigkeit an
der TU Miinchen

Personlich: -

Mitglied: Schatzmeister Europa-
ische Gesellschaft Neurogastro-
enterologie und Motilitdt
Schwerpunkt: IBS, FD, Nah-
rungsmittelintoleranzen, Oso-
phagusmotilitdts-Stérungen,
Gastroparese

Federfiihrung: Universitar an
ETH und Universitdt Zirich
Personlich: Takeda (I1BD -
Inflammatory Bowel Disease)

Mitglied: k.A.
Schwerpunkt: k.A.
Federfiihrung: k.A.
Personlich: k.A.

Mitglied: 2. Vorstand der Gesell-
schaft fiir padiatrische Gastro-
enterologie (GPGE) e. V.
Mitglied: Deutsche Morbus
Crohn und Colitis Ulzerosa Ver-
einigung (DCCV) e. V.

Mitglied: Deutsche Gesellschaft
fur Kinder- und Jugendmedizin
(DGK])

Mitglied: Deutsche Gesellschaft
fur Ultraschall in der Medizin
(DEGUM)

Mitglied: Deutsche Gesellschaft
fiir Verdauung und Stoffwechsel
(DGVS)

Mitglied: Europdische Gesell-
schaft fiir padiatrische Gastro-
enterologie, Hepatologie und
Erndhrung (ESPGHAN)
Schwerpunkt: entziindliche
Darmerkrankungen, Immunde-
fekte mit Darmbeteiligung,
chronisches Darmversagen,
seltene Darmerkrankungen,
Lebendimpfung unter Immun-
suppression, gastrointestinale
Hormone, akute Gastroenteritis,
chronische Bauchschmerzen,
Endoskopie in der Pddiatrie
Federfiihrung: Leiter Qualitdts-
zirkel padiatrische Gastroente-
rologie

Personlich: keine
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Preil3, Jan

Raithel,
Martin

Rohrig-
Herzog,
Gabriele
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Berater-|Gut-
achtertatig-
keit

Steigerwald
Arzneimittel-
werk Medexo
Zentrum far
Bildung und
Beruf Michaels-
hoven

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Takeda
Biogen
Amgen
Janssen-Cilag

nein

Bezahlte Vor-
trags-/oder
Schulungtatig-
keit

AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH
AbbVie
Deutschland
GmbH

DSAI e.v.
Dr.Schar
Deutschland
GmbH

DSAl e.V.

DGVS

DCCV

bng

CED Services
Arztekammer
Berlin

Deutsche Ge-
sellschaft fir
Alterszahnme-
dizin (DGAZ)
Vifor Pharma
MD Horizonte
Europdische
Fachhochschu-
le EUFH

Bezahlte

Autoren-|

oder Co-
Autoren-
schaft

W. Zuck-
schwerdt
Verlag

nein

For- Eigentiimerin-
schungs- teressen
vorha- (Patent, Urhe-
ben| berrecht,
Durchfith-  Aktienbesitz)
rung kli-

nischer

Studien

Klinik fir nein

Parodon-

tologie der

Universitat

zu Koln

Indirekte Interessen

Mitglied: DGVS, DCCV, BNG,
DGIM, ECCO, Kompetenznetz
Darmerkrankungen, DEGUM,
Marburger Bund, DNEbM,
GGHBB

Schwerpunkt: CED
Federfiihrung: -

Personlich: -

Mitglied: -
Schwerpunkt: -
Federfiihrung: -
Personlich: -

Mitglied: Deutsche Gesellschaft
fiir Geriatrie

Schwerpunkt: Geriatrie, Geron-
topsychosomatik, interdiszipli-
ndre Alterszahnmedizin
Federfiihrung: nein

Personlich: nein
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Schaefert,
Rainer

e520

Berater-|Gut-
achtertatig-
keit

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Wissenschaft-
licher Beirat
der Schweize-
rischen Aka-
demie fir
Psychosoma-
tische und
Psychosoziale
Medizin
(SAPPM)

Bezahlte Vor-
trags-/oder
Schulungtitig-
keit

Basler Institut
fiir Psychoso-
matik (BIPM)
Basler Regio-
nalnetz Weiter-
bildung Psy-
chiatrie &
Psychotherapie

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

Rainer
Schaefert,
Winfried
Hauser
Reizdarm-
syndrom
und weite-
re funktio-
nelle gas-
trointesti-
nale Sto-
rungen
2020, Ul-
rich T.
Egle;
Christine
Heim;
Bernhard
Strauss;
Roland
von Kanel,
Psychoso-
matik.
Neurobio-
logisch
fundiert
und evi-
denzba-
siert, 344-
35

Gaby
Bleich-
hardt, Rai-
ner Schae-
fert Soma-
tische Be-
lastungs-
stérung
und funk-
tionelle
Syndrome
2020,
Wolfgang
Senf; Mi-
chael Bro-
da; Dunja
Voos; Mar-
tin Neher,
Praxis der
Psycho-
therapie.
Ein inte-
gratives
Lehrbuch

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

Gesund-
heits-For-
derung
Schweiz
Krebsliga
Schweiz
Stanley
Thomas
Johnson
Stiftung,
Bangerter
Rhyner
Stiftung
Stanley
Thomas
Johnson
Stiftung,
Bangerter
Rhyner
Stiftung

Eigentiimerin-

teressen
(Patent, Urhe-
berrecht,
Aktienbesitz)

Indirekte Interessen

Mitglied: Deutsches Kollegium
fir Psychosomatische Medizin
(DKPM)

Mitglied: Deutsche Gesellschaft
fiir Psychosomatische Medizin
und drztliche Psychotherapie
(DGPM)

Mitglied: Schweizerische Akade-
mie flir Psychosomatische und
Psychosoziale Medizin (SAPPM)
Mitglied: Deutsche Balint-Ge-
sellschaft, Balint-Gruppenleiter
Mitglied: Schweizerische Arzte-
gesellschaft fiir Hypnose (SMSH)
Mitglied: Sprecher der Arbeits-
gruppe Konsil- und Liaison-Psy-
chosomatik von DKPM und
DGPM

Schwerpunkt: Berens S, Engel F,
Gauss A, Tesarz |, Herzog W,
Niesler B, Stroe-Kunold E,
Schaefert R. Patients with Multi-
ple Functional Gastrointestinal
Disorders (FGIDs) Show Increa-
sed lllness Severity: A Cross-
Sectional Study in a Tertiary
Care FGID Specialty Clinic. Gas-
troenterol Res Pract. 2020 Jan
28;2020:9086 340. doi:
10.1155/2020/9086 340. PMID:
32411207; PMCID:

PMC7204 123.

Schwerpunkt: Berens S, Stroe-
Kunold E, Kraus F, Tesarz |, Gauss
A, Niesler B, Herzog W, Schae-
fert R. Pilot-RCT of an integrative
group therapy for patients with
refractory irritable bowel syn-
drome (ISRCTN02 977 330). |
Psychosom Res. 2018
Feb;105:72-79. doi: 10.1016/].
jpsychores.2017.12.00
Schwerpunkt: Roenneberg C,
Sattel H, Schaefert R, Henning-
sen P, Hausteiner-Wiehle C:
Functional Somatic Symptoms.
Dtsch Arztebl Int 2019; 116:
553-560.

Federfiihrung: Basler Institut fiir
Psychosomatische Medizin
(BIPM)

Personlich: -
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Sche-
mann,
Michael

Schmidt-
Choudhu-
ry, Anjona

Schmie-
del, Stefan

Schwand-
ner, Oliver

Schwein-
lin, Anna

Schwille-
Kiuntke,
Juliane
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Berater-|Gut-
achtertatig-
keit

Bionorica
HiPP

keine

regelmaRig
Gutachtertatig-
keit fiir diverse
Zeitschriften
im Rahmen des
Peer Review
Verfahrens -
meist unbe-
zahlt oder mit
sehr geringer
Aufwandsent-
schadigung

Mitarbeit in Bezahlte Vor-

einem Wis- trags-/oder

senschaftli- Schulungtatig-

chen Beirat keit

(advisory

board)

danone nutricia

keine keine

./ Takeda Med-
tronic

- regelmaRige

und fortlaufen-
de Unterrichts-
tatigkeit an
einer Schule
fiir med. Fach-
berufe

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

keine

Siehe
PubMed.
Zudem
Bucharti-
kel zu Psy-
chothera-
pie, Reiz-
darmsyn-
drom
(2017)

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

Dr. Will-
mar
Schwabe
GmbH &
Co.KG

nuticia Kli-
fo/Dr. Falk
GmbH

Symbio-
pharm
GmbH
GlaxoS-
mithKline
BioFortis

Krank-
heitskon-
zepte bei
Reizdarm-
syndrom
(Betroffe-
ne und Be-
handler)

Eigentiimerin-  Indirekte Interessen
teressen

(Patent, Urhe-

berrecht,

Aktienbesitz)

- Mitglied: -

Schwerpunkt: Neuronale Kont-
rolle von Magen-Darmfunktio-
nen

Federfiihrung: -

Personlich: -

- Mitglied: GPGE-LL-Beauftragte
AG Erndhrung Leitung
Schwerpunkt: -
Federfiihrung: -
Personlich: -

- Mitglied: Leitlinienkoordinator
der Deutschen Gesellschaft fiir
Tropenmedizin (DTG)
Schwerpunkt: klinische Infektio-
logie und Tropenmedizin, HIV-
Versorgung
Federfiihrung: keine
Personlich: keine

[ Mitglied: CACP der DGAV
(CACP-Vorsitzender 2016-
2019) Deutsche Gesellschaft fiir
Koloproktologie (DGK) Deut-
sche Kontinenz Gesellschaft
(Mitglied Expertenrat, Mitglied
Zertifizierungskommission) Mit-
glied DGCH
Schwerpunkt: Proktologie
Federfiihrung: Fortbildungen
der CACP (DGAV) und DGK
Personlich:. /.

- Mitglied: -
Schwerpunkt: -
Federfiihrung: -
Personlich: -

- Mitglied: Mitglied im Deutschen
Kollegium fiir Psychosomatische
Medizin (DKPM), DKPM-Man-
datstrdgerin Reizdarm-Leitlinie.
Keine finanzielle Verbindung.
Weitere Mitgliedschaften u. a.:
Deutsche Gesellschaft fiir Neu-
rogastroenterologie, Deutsches
Netzwerk Versorgungsfor-
schung (seit 2020), Deutsches
Netzwerk Evidenzbasierte Medi-
zin (seit 2020), in Ausbildung bei
der Deutschen Psychoanalyt.
Vereinigung.

Schwerpunkt: Wissenschaftliche
Tatigkeit v. a. zu den Themenbe-
reichen: Reizdarm, Versor-

gungsforschung, Epidemiologie,
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Seidl,
Holger

Skoetz,
Nicole

Stengel,
Andreas

Storr,
Martin
Alexander

e522

Berater-|Gut-
achtertatig-
keit

AbbVie

Cochrane, Edi-
torial Board

analyze &
realize
Takeda

Gutachter:

1) verschiedene
Fachjournale,
2) Sozialgerich-
te

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Scientific
Committee
Cochrane

Schwabe

Dr. Schwabe,
GE Healthca-
re, Bayer, He-
xal Reckitt
Benkieser

Bezahlte Vor-
trags-/oder
Schulungtitig-
keit

MAGDA

Synformulas,
Dr. Kade, Lu-
vos, Falkfoun-
dation, Micro-
biotica, Medice,

Bayer, Dr.
Schwabe, Sa-
lus, Klinge, HIH

Biopharma, He-
xal, KyowaKirin,
Nordmark, Dr.
Schar, Pfizer,
Fresenius Bun-
desweit Medi-
caltribune, Fo-
rum Med.
Fortbildung

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

CaraCare
CME on-
line Syn-
formulas
wissen-
schaftliche
Publikatio-
nen, Kom-
mentare,
Editorials
und Inter-
viewpart-
nerin
Fachma-
gazinen
und Publi-
kums-
Tages-/
Wochen-/
Monats-
presse He-
rausgeber
Gastro-
News

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

BMBF,
Deutsche
Krebshilfe,
WHO,
Cochrane,
DFG

DFG

Alpina
Symbio-
pharm/
Prosym-
bioflor
Cross/
Rifamycin
STW5/
Bayer

Eigentiimerin-

teressen

(Patent, Urhe-

berrecht,
Aktienbesitz)

Sachbuchau-
tor/Patienten-
ratgeber

Indirekte Interessen

Psychosomatik. Keine finanziel-
len Verbindungen.
Schwerpunkt: Erhalt des Martin-
Wienbeck-Reisestipendiums,
Deutsche Gesellschaft fiir Neu-
rogastroenterologie und Motili-
tat

Federfiihrung: -

Personlich: -

Mitglied: -
Schwerpunkt: —
Federfiihrung: -
Personlich: -

Mitglied: EbM Netzwerk,
Mitglied DGHO, Mitglied
Schwerpunkt: Systematic
Reviews, Cochrane Reviews,
GRADE Methodik, Methodik
living reviews
Federfiihrung: -

Personlich: -

Mitglied: DGNM, 2. Vorsitzender
Schwerpunkt: somatoforme
Stérungen stressassoziierte
Erkrankungen Essstérungen
Federfiihrung: -

Personlich: -

Mitglied: Vorstandsmitglied
DGNM

Mitglied: Mitglied DGVS
Schwerpunkt: Reizdarm, funk-
tionelle GI Erkrankungen, Darm-
barriere

Federfiihrung: -

Personlich: -
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Berater-|Gut-
achtertatig-
keit

Tesarz, -
Jonas

Timmer, -
Antje

Universitdts-
medizin der Jo-
hannes-Guten-
berg-Universi-
tat Mainz
Deutsche Ge-
sellschaft fir
Psychosomati-
sche Medizin
und Arztliche
Psychotherapie
Klinik ftr Psy-
chosomatik
und Psychothe-
rapie Gesell-
schaft fur Pa-
diatrische
Nephrologie
Deutsche Ge-
sellschaft fir
Pneumologie
und Beat-
mungsmedizin
e. V. Klinik ftr
Psychosomatik
und Psychothe-
rapie Martha-
Maria Kranken-

Unver-
zagt,
Susanne
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Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

Bezahlte Vor-
trags-/oder
Schulungtatig-
keit

EMDRIS

DANSAC

Arbeitsgemein-
schaft der Wis-
senschaftlichen
Medizinischen
Fachgesell-
schaften e. V.
Universitdt
Leipzig

Bezahlte
Autoren-|
oder Co-
Autoren-
schaft

Bucharti-
kel und
Herausge-
berschaf-
ten

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

DFG,
BMBF

Laboratoi-
res Ser-
vier, Paris
Hersteller-
konsorti-
um i.V. Ei-
senprapa-
rate in
Europa

Eigentiimerin-  Indirekte Interessen
teressen

(Patent, Urhe-

berrecht,

Aktienbesitz)

- Mitglied: Fachgesellschaften fiir
Psychosomatische Medizin
DGPM/DKPM
Mitglied: Fachgesellschaften
Schmerz (Dt. Schmerzgesell-
schaft/IASP)

Schwerpunkt: Schmerzfor-
schung, Therapieforschung;
EMDR, Forschung zu Krank-
heitsangst, Lebensqualitat, psy-
chischen Komorbiditaten, Virtu-
al Reality

Federfiihrung: Wissenschaftli-
cher Arbeitskreis fiir EMDR in
der Behandlung chronischer
Schmerzen

Personlich: -

- Mitglied: Cochrane Collaboration
Schwerpunkt: Wissenstransfer,
Reproduzierbarkeit und Integri-
tat, Klinische Epidemiologie,
Patientenzufriedenheit u. a.
Federfithrung: -

Personlich: -

- Mitglied: Deutsche Gesellschaft
fiir evidenzbasierte Medizin
Schwerpunkt: Systematische
Ubersichten zu verschiedenen
Fachbereichen der Allgemein-
medizin, Kardiologie und Onko-
logie
Federfiihrung: -
Personlich: -
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Voderhol-
zer, Win-
fried

Wedel,
Thilo
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Berater-|Gut-
achtertatig-
keit

haus Halle-
Ddlau gemein-
niitzige GmbH
Klinik ftir Pneu-
mologie OE
6870 Medizini-
sche Hoch-
schule Hanno-
ver Klinik fiir
Psychosomatik
und Psychothe-
rapie, Hanno-
ver Deutsche
Gesellschaft fir
Pneumologie
und Beat-
mungsmedizin
e.V. Deutsche
Gesellschaft fiir
Gastroentero-
logie e. V. Uni-
versitdt Dres-
den, Institut ftr
Arbeits- und
Sozialmedizin
Klinik ftr Psy-
chosomatik
und Psychothe-
rapie Medizini-
sche Hoch-
schule Hanno-
ver Deutsche
Gesellschaft far
Pneumologie
und Beat-
mungsmedizin
e.V

nein

Mitarbeit in
einem Wis-
senschaftli-
chen Beirat
(advisory
board)

nein

Bezahlte Vor- Bezahlte

trags-/oder Autoren-|

Schulungtdtig-  oder Co-

keit Autoren-
schaft

Allergosan nein

Fa. Intuitive Thieme

Falk Fa. Johnson  Verlag De

& Johnson Me- Gruyter

dical Fa. Olym- Verlag

pus Medical Fa.

Johnson &

Johnson Medi-

cal Chirurgi-

sche Universi-
tatsklinik Erlan-
gen European
Society of Co-

For-
schungs-
vorha-
ben|
Durchfiih-
rung kli-
nischer
Studien

nein

Eigentiimerin-
teressen
(Patent, Urhe-
berrecht,
Aktienbesitz)

keine

Indirekte Interessen

Mitglied: DGVS, DGNGM, der-
zeit ohne spezielle Funktionen
Schwerpunkt: Chronische Obsti-
pation, Kapselendoskopie
Federfiihrung: nein

Personlich: keine

Mitglied: Deutsche Gesellschaft
fiir Neurogastroenterologie und
Motilitat

Mitglied: Deutsche Gesellschaft
fiir Chirurgie

Mitglied: Deutsche Gesellschaft
fiir Allgemeine und Viszeralchi-
rurgie

Mitglied: Anatomische Gesell-
schaft

Schwerpunkt: Klinisch-chirurgi-
sche Anatomie
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Berater-|Gut- Mitarbeit in Bezahlte Vor- Bezahlte For- Eigentiimerin-  Indirekte Interessen
achtertatig- einem Wis- trags-/oder Autoren-|  schungs- teressen
keit senschaftli- Schulungtdtig-  oder Co- vorha- (Patent, Urhe-
chen Beirat keit Autoren- ben| berrecht,
(advisory schaft Durchfiih-  Aktienbesitz)
board) rung kli-
nischer
Studien
loproctology, Federfiihrung: Postgraduierten-
Colorobotica Fortbildungen in klinisch-chirur-
Group Fa. gischer Anatomie
Coloplast Personlich: -
van Leeu- nein nein nein nein nein nein Mitglied: keine
wen, Pia Schwerpunkt: nein
Federfiihrung: nein
Personlich: nein
van der - - - - - - Mitglied: DGVS
Voort, Ivo Mitglied: Deutsche Gesellschaft
fiir Neurogastroenterologie und
Motilitat
Schwerpunkt: Buchbeitrag
Endoskopie
Federfiihrung: -
Personlich: -
von Boy- - - AbbVie - - - Mitglied: Mitglied der DGVS
en, Georg CED Service Schwerpunkt: -
Federfiihrung: -
Personlich: -
von Gerichte und nein Forum Hepato-  Zeitschrift  kein Ko- Aktienbesitz Mitglied: DGVS DEGUM BDI
Schénfeld,  Staatsanwalt- Gastroentero- Gastroen- operati- BASF Sono Akademie Rheinland Fo-
Jiirgen schaften logie e.V. Sono  terologie onspart- rum Hepato-Gastroenterologie
Akademie ner, Aus- Koln
Rheinland e. V. wertung Schwerpunkt: Endoskopie, Vor-
der eige- sorge kolorektales Karzinom
nen En- Federfithrung: Sono Akademie
doskopie Rheinland Forum Gepato-Gas-

Interessenkonflikt-Erklarungen -
Tabellarische Zusammenfassung (Stand 2018)

1.
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Berater- bzw. Gutachtertatigkeit oder bezahlte Mitarbeit in
einem wissenschaftlichen Beirat eines Unternehmens der
Gesundheitswirtschaft (z. B. Arzneimittelindustrie, Medizin-
produktindustrie), eines kommerziell orientierten Auftragsin-
stituts oder einer Versicherung

. Honorare fiir Vortrags- und Schulungstdtigkeiten oder bezahl-

te Autoren- oder Co-Autorenschaften im Auftrag eines Unter-
nehmens der Gesundheitswirtschaft, eines kommerziell orien-
tierten Auftragsinstituts oder einer Versicherung

. Finanzielle Zuwendungen (Drittmittel) fiir Forschungsvorha-

ben oder direkte Finanzierung von Mitarbeitern der Einrich-
tung vonseiten eines Unternehmens der Gesundheitswirt-
schaft, eines kommerziell orientierten Auftragsinstituts oder
einer Versicherung

troenterologie Koln beides als
gemeinnlitzig anerkannte Verei-
ne, die Fortbildungsveranstal-
tungen organisieren

Personlich: keine

. Eigentiimerinteresse an Arzneimitteln/Medizinprodukten

(z. B. Patent, Urheberrecht, Verkaufslizenz)

. Besitz von Geschaftsanteilen, Aktien, Fonds mit Beteiligung

von Unternehmen der Gesundheitswirtschaft

. Personliche Beziehungen zu einem Vertretungsberechtigten

eines Unternehmens der Gesundheitswirtschaft

. Mitglied von in Zusammenhang mit der Leitlinienentwicklung

relevanten Fachgesellschaften/Berufsverbdanden, Mandatstra-
ger im Rahmen der Leitlinienentwicklung

. Politische, akademische (z. B. Zugehdrigkeit zu bestimmten

»Schulen®), wissenschaftliche oder persénliche Interessen, die
maogliche Konflikte begriinden kénnten

letzten 3 Jahre

. Gegenwartiger Arbeitgeber, relevante friihere Arbeitgeber der
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Allescher, Hans-Dieter

ja: Steigerwald Bayer

ja: Falk Foundation Olym-
pus Europe Steigerwald
Bayer

nein

nein
nein
nein

ja: DGVS DGEBV BDI DGIM

nein

Klinikum Garmisch-
Partenkirchen

Buderus, Stephan

ja: Mitglied des Milupa -
Gutachtergremiums
,Sauglings- und Kleinkin-
derndhrung“ Medizinisch-
wissenschaftliche Exper-
ten-Stellungnahme zum
aktuellen Stand der Wis-
senschaft (September
2015) beziiglich des dia-
tetischen Managements
von Sduglingskoliken mit
ibermdRigem Schreien
bei gestillten Sduglingen
mit Lactobacillus reuteri
(DSM 17 938) (Auftragge-
ber Firma Infectopharm)
Ferring Expertenkreis
Mikrobiota

ja: Wissenschaftliche
Vortragstatigkeit zu
padiatrisch-gastroentero-
logischen Themen wie
nicht-lgE-vermittelte
Nahrungsmittelallergie,
Bauchschmerzen, Obsti-
pation, CED, Erndhrung
und Erndhrungstherapie
mit Honorierung durch
AbbVie, Alexion, Hipp,
Infectopharm, MSD, NNI,
Norgine, Nutricia

nein
nein
nein
nein

ja: GPGE, DGK], ESPGHAN

Andresen, Viola

ja: Berater-Tatigkeiten (Advisory
Board) fiir die Firmen Allergan,
Bayer, Ferring, Kyowa-Kirin, Nord-
mark, Shionogi

ja: Allergan, Boehringer Ingel-
heim, Kyowa-Kirin, Sanofi

nein

nein
nein
nein

ja: Deutsche Gesellschaft fiir Gas-
troenterologie, Verdauung- und
Stoffwechselkrankheiten Deut-
sche Gesellschaft fiir Neurogas-
troenterologie und Motilitdt

nein

Israelitisches Krankenhaus in
Hamburg (seit 11 Jahren)

ClaRen, Martin

ja: Nutricia Advisory board

ja: Nutricia, Infectopharm, Abb-
Vie, MSD, Falk, Nestlé und MSD

ja: Janssen
nein
nein
nein

ja: Mitglied GPGE, DGK], ESPGHAN,
BVK], Mukoviszidose e. V.

Andus, Tilo

nein

ja: Vortragshonorare

nein

nein
nein
nein

ja: Mitglied DGVS

nein

Stadt Stuttgart

Cuntz, Ulrich

nein

nein

nein
nein
nein
nein

ja: DGPM

Bischoff, Stephan C.

ja: Hexal Nestle Symbiopharm

ja: Honorare fiir Vortragstatigkei-
ten: zahlreiche. Bezahlte Autoren-
schaften: keine.

ja: Ardeypharm Symbiopharm
Bodymed

nein
nein
nein

ja: DGVS DGEM

nein

Universitdt Hohenheim, Stuttgart

Ehlert, Ulrike

nein

nein

nein
nein
nein
nein

nein
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nein

GFO-Kliniken Bonn,
St. Marien-Hospital
Elsenbruch, Sigrid

nein

nein

nein

nein

nein

nein

ja: Mitglied in der Deut-
schen Schmerzgesell-
schaft; Leiterin des AKs
Viszerale Schmerzen der

Deutschen Schmerzge-
sellschaft Mitglied

in der Dt. Ges. f. Neurogas-
troenterologie & Motilitat
Mitglied in der Deutschen
Gesellschaft fiir Medizini-
sche Psychologie Mitglied
in der Deutschen Gesell-
schaft fiir Psychologie

nein

Universitat Duisburg-
Essen

Freitag, Michael

ja: Med.-wiss. Beirat der
DAK-Gesundheit
(Krankenversicherung)

nein

nein

nein

nein

nein

ja: Mitglied der Standigen
Leitlinienkommission der

DEGAM (Deutsche Gesell-
schaft fir Allgemeinmedi-
zin und Familienmedizin)

nein

Universitdt Oldenburg,
Hasuarztpraxis

Drs. Bosenberg/Abt,
Oldenburg

nein

Gesundheit Nord gGmbH Bremen

Engel, Matthias

ja: Honorare als Referent oder
Berater der Firmen Dr. Willmar
Schwabe & Co. KG, Bayer AG,
Steigerwald und Mundipharma
GmbH.

nein

nein
nein
nein
nein

ja: Mitglied der DGNM

nein

Universitatsklinikum Erlangen

Frieling, Thomas

ja: Almirall, Shire, Steigerwald

ja: Almirall, Shire, Steigerwald,
Boehringer-Mannheim, AbbVie,
Falk Foundation, Bayer

nein
nein
ja: Bayer, Fresenius, Merck
nein

ja: DGVS, DGNM, Gastro-Liga,
RWGIM, Gesellschaft fiir Gastro-
enterologie in NRW, BDI, DGIM,
ALGK

nein

HELIOS Klinikum Krefeld

nein

Schon Klinik Roseneck Prien am
Chiemsee

Enninger, Axel

ja: Beratergremium Sauglings-/
Kindererndhrung: Danone, Nestlé

ja: Vortrage und Erstellung von In-
formationsmaterial fir: | fecto-
pharm, Falk, Nutricia, Nestlé, Mi-
lupa,

nein
nein
nein
nein

nein

nein

Klinikum Stuttgart — Olgahospital,
Eigenbetrieb der Stadt Stuttgart

Gebhard, Maximilian

nein

nein

nein

nein

nein

nein

ja: Mitgliedschaften in Deutscher
Gesellschaft fiir Pathologie und

Berufsverband Pathologie. Kein
erkennbarer Interessenkonflikt.

nein

gegenwartig Gemeinschaftspraxis
fiir Pathologie Hamburg Prof.
Schroder, Gunther, Venzke, Kalin-
ski. Bis August 2015 Universitdts-
klinikum Schleswig-Holstein,
Liibeck.
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nein

Universitdt Zdrich

Fischbach, Wolfgang

ja: Boehringer Ingl-heim; Norgine;
Pfizer

ja: Abbott; Abbie; Bio Merieux;
Boehringer Ingelheim; Falk; Kibion;
Norgine; Pfizer; Reckst Benckiser

ja: Pfizer
nein
nein
nein

ja: DGVS

nein

Klinikum Aschaffenburg-Algenau
bis 30.6.2018

Gillessen, Anton

ja: Meda, Riemser, Schwabe, UCB

ja: Abbott, AbbVie, Falk, Gilead,
Merck, Meda, MSD, Norgine,
Novartis, Olympus, Riemser,
Schwabe, UCB

nein
nein
nein
nein

nein

nein

Herz-Jesu-Krankenhaus GmbH
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Goebel-Stengel, Miriam

ja: Beratertatigkeit ftr
Yakult

ja: Vortragshonorare von
Dr. Schwabe GmbH und
Heel

nein

nein
nein
nein

nein

nein

gegenwadrtig HELIOS,
davor PaulGerhardt-
Diakonie

Helwig, UIf

ja: Wissenschaftlicher Bei-
rat bei Abbvie Beratung
und Mitwirkung der
Studien EPIC, TRUST CD
und TRUST UC

ja: Vortragshonorare er-
halten von AbbVie, Vifor,
MSD, Pfizer, Mundiphar-
ma, Shield, Ferring, Falk,
Takeda

nein

nein

nein

nein

ja: Mitgliedschaft: DGVS,
BDI, BNG, DGIM, BNFI

nein

selbstandig

Gschossmann, Jiirgen

ja: advisory board

ja: Vortragstatigkeit; Autoren-
schaft Kasuistik

nein

nein
nein
nein

ja: DGVS, Deutsche Gesellschaft
fiir Neurogastroenterologie

nein

Klinikum Forchheim

Hollerbach, Stephan

nein

nein

nein

nein

nein

nein

ja: DGVS, DGEBV

nein

AKH Celle

Gundling, Felix

nein

ja: Honorare fiir Vortragstatigkeit
bei Fortbildungsveranstaltungen
sowie

Advisory Boards von Norgine,
Merz, Abbvie

ja: DFG gesponserte Studie
(WET-Studie, Weight Loss
Endoscopy Trial)

nein
nein
nein

ja: DGVS, DDG, Bdl

nein

Klinikum Bogenhausen, Stadt-
isches Klinikum Miinchen GmbH

Holtmann, Gerald

Servatus, Queensland: Mikrobiom

nein

Bayer, Allergan Sekretagoga, Anti-
diarrhoika

nein

Bayer: Phytotherapie

nein

k.A.

k.A.

Haag, Sebastian

ja: AbbVie, Takeda, Janssen-Cilag

ja: AbbVie, Takeda, Janssen-Cilag,
Falk

nein

nein
nein
nein

nein

nein

Selbstandig

Hauser, Winfried

nein

nein

nein

nein

ja: Ich besitze einige Mischfonds,
die Aktien von Unternehmen der
Gesundheitswirtschaft enthalten
kénnen. Ich wahle die Misfonds
nicht unter dem Kriterium des
Vorhandenseins von Aktien von
Unternehmen der Gesundheits-
wirtschaft aus und tGiberpriife auch
die Zusammensetzung der Fonds
nicht regelmaRig.

nein
ja: DGVS; Deutsche Schmerzge-
sellschaft; Deutsche Gesellschaft

fiir Psy hosomatische Medizin und
Psychotherapie

nein

Klinikum Saarbriicken MVZ
Schmerzmedizin und seelische
Gesundheit Saarbriicken

St. Johann
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Karaus, Michael

nein

ja: Vortrdge fiir AbbVie zu
CED

nein
nein
ja: Bayer, FMC
nein
nein
nein

Evangelisches Kranenhaus
Gottingen-Weende

Krammer, Heiner

ja: MIC Proktologie &
Endoskopie Honorar
3000 personlich 1. Dr.
Willmar Schwabe GmbH &
Co KG 2. Bencard Allergie
3. Tillots Pharma GmbH 1.
Verdauungs-rankheiten 2.
Probiotika 3. Lymphozyta-
re Colitis Honorar 1. 1500
2.1250 3. 1500 person-
lich

ja: 1. MSD Sharp & Dohme
GmbH 2. Microbiotica
GmbH 3. Dr. Willmar
Schwabe GmbH & Co. KG
4. Bencard Allergie 5. He-
xal AG 6. Kreussler & Co.
KG 7. Norgine GmbH 8.
AbbVie Deutschland
GmbH & Co. KG 9. Takeda
Pharma Vertrieb GmbH &
Co. KG 2018 1. CED 2.
Probiotica 3. Verdauungs-
krankheiten 4. Probiotika
& Allergien 5. Reflux-
krankheit 6. Himorrhoi-
dalleiden 7. Endoskopie 8.
CED 9. CED Honorar 1.
1000 2. 2x 1200 3. 1200
4.12005. 600 6. 1000 7.
500 8. 750 9. 2x 1400
personlich Georg Thieme
Verlag 2018 Krank-
heitsbilder in der Gastro-
enterologie Honorar

200 personlich

ja: Takeda Pharma Ver-
trieb GmbH & Co. KG
2018 Phase 4 Beobach-
tungsstudie Vedolizumab
Honorar 1000 personlich

nein

Katschinski, Martin

nein

nein

nein
nein
nein
nein
nein
nein

DIAKO Bremen

Kreis, Martin

nein

ja: Honorare im Rahmen von Fort-
bild-ungsveranstaltungen fiir Vor-
trage von der Fa. Abbott, Fa. Falk,
Fa. AbbVie, Fa. Takeda, Fa. Colo-
plast, Fa. Merck, Fa. Pfizer, Fa.
Covidien, Fa. Johnson & Johnson

nein

nein
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Keller, Jutta

ja: Sucampo (Advisory Board, Amitizia) Astra Zeneca (Advisory Board,
Naloxegol) Allergan (Advisory Board, Eluxadoline, Relamorelin) Develco
(Advisory Board, Naloxon)

ja: Falk (Vortragstatigkeit) Medtronic (Vortragstatigkeit und Ausrichtung
Fort-ildungsveranstaltung) Standard Instruments (Vortragstatigkeit und
Ausrichtung Fortbildungsveranstaltung) Nordmark (Vortragstatigkeit)
Kyowa Kirin (Vortragstatigkeit) Abbott (Vortragstatigkeit) Novo Nordisc
(Vortragstatigkeit)

nein
nein
nein
nein
ja: DGVS, DGNM
nein

Israelitisches Krankenhaus in Hamburg

Kruis, Wolfgang Kuhlbusch-Zicklam, Rita
nein nein
ja: Dr Falk Pharma Ferring nein

Deutschland Abbott Deutschland
Ardeypharm Deutschland Allergo-
san Osterreich

nein nein

nein nein
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nein
nein

nein

nein

Praxis fiir Gastroenterolo-
gie und Erndhrungsmedi-
zin (End- und Dickdarm-
zentrum Mannheim)
Bismarckplatz 1
Mannheim 68 165
krammer@magen-darm-
zentrum.de

Langhorst, Jost

ja: Medizinverlage Stutt-
gart; Steigerwald Arznei-
mittelwerke GmbH; Repha
GmbH; Ferring Arzneimit-
tel GmbH; Sanofi

ja: Falk Foundation; MSD
Sharp & Dohme GmbH;
Repha GmbH biologische
Arzneimittel; Ardeypharm
GmbH; Celgene GmbH;
Dr. Willmar Schwabe

ja: Steigerwald Arzneimit-
telwerke GmbH, Falk
Foundation; TechLab, Dr.
Willmar Schwabe; Repha
GmbH biologische Arznei-
mittel

nein
nein
nein

ja: Leitlinienbeauftragter
der Gesellschaft fiir Phy-
totherapie und der Deu
schen Gesellschaft fiir
Naturheilkunde, Sprecher
der AG Psychosomatik in
der Gastroenterologie der
Deutschen Gesellschaft
fur Gastro-Enterologie,
Deutsche Schmerzgesell-
schaft, Deutsches Kollegi-
um fiir Psychosomatische
Medizin

ja: Leitlinienbeauftragter
der Gesellschaft fiir Phy-
totherapie und der Deut-
schen Gesellschaft fiir
Naturheilkunde, Sprecher
der AG Psychosomatik in
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nein

nein

ja: Deutsche Gesellschaft fiir Chi-
rurgie Deutsche Gesellschaft fiir

Allgemein- und Viszeralchirurgie
Deutsche Gesellschaft fiir Kolo-

proktologie Deutsche Gesellschaft

fiir Neurogastroenterologie und
Motilitat

nein

Charité Universitdtsmedizin Berlin

Layer, Peter

ja: Allergan, Advisory Board: IBS

ja: Falk, Vortragshonorar CED

nein

nein
nein
nein

nein

nein

nein
nein

nein

nein

Evangelische Krankenhaus Kalk
gGmbH

Lynen Jansen, Petra

nein

nein

nein

nein
nein
nein

nein

nein

nein
nein

nein

nein

Helios Kliniken Krefeld

Madisch, Ahmed

ja: Berater fur die FA Steigerwald,
Schwabe, Norgine, Falk, Almirall

ja: Vortrdge fiir FA Steigerwald,
Schwabe, Norgine, Falk, Almirall

nein

nein
nein
nein

nein

nein
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der Gastroenterologie der
Deutschen Gesellschaft
fiir Gastroenterologie,
Deutsche Schmerzgesell-
schaft, Deutsches Kollegi-
um fiir Psychosomatische
Medizin

Kliniken Essen-Mitte, Am
Deimelsberg 34a, 45276
Essen

Matthes, Harald

ja: Verwaltungsratsmit-
glied der Weleda AG
Schweiz

ja: Vortragstatigkeit fir
Ardeypharm, Weleda und
Falk-Foundation.

nein
nein
nein
nein

nein

nein

Gemeinschaftskranken-
haus Havelh6he, Kladower
Damm 221

14089 Berlin

Niesler, Beate

nein

Almirall, Lilly;

Bayer

Israelitisches Krankenhaus Ham-
burg

Miehlke, Stephan

ja: Honorare fiir Be-ratertdtigkeit:
Tillots, Dr. Falk Pharma, Celgene,
Jansen-Cilag, Reckitt-Benkiser,

Schwabe, EsoCap, Kibion, Mayoly

ja: Honorare fiir Vortrage: Dr. Falk
Pharma, Allergan, Schwabe,
Microbiotica, Reckitt Benkiser,
Kibion

nein
nein
nein
nein

ja: BNG

nein

selbstandig Magen-Darm-Zen-
trum, Facharztzentrum Eppendorf

Eppendorfer LandstraRe 42
20249 Hamburg
prof.miehlke@mdz-hamburg.de

Pehl, Christian

ja: Gutachtertétigkeit
(Fa. Steigeald)

ja: Vortragshonorar (Fa. Shire)

nein

DGVS, RWTH Aachen

Monnikes, Hubert

ja: Honorare fiir wissenschaftliche
Beratung in Advisory Boards:
Pharm-Allergan GmbH, Biologi-
sche Heilmittel Heel GmbH,
Reckitt Benckiser Deutschland
GmbH, SymbioPharm GmbH

ja: Honorare flr Vortragstatigkeit:
Microbiota GmbH, Pharm-Aller-
gan GmbH, Biologische Heilmittel
Heel GmbH, Reckitt Benckiser
Deutschland GmbH, Symbio-
Pharm GmbH, Steigerwald GmbH

nein
nein
nein
nein

ja: Deutsche Gesellschaft fiir
Verhaltensmedizin und Verhal-
tensmodifikation e.V

nein

Martin-Luther-Krankenhaus Berlin

Pohl, Daniel

ja: Gutachter Sanofi, Allergan,
Almirall, Takeda

ja: Vortragstatigkeit Allergan,
Permamed

nein
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Klinikum Region Hannover

Miiller-Lissner, Stefan

ja: Beratervertrag Sanofi bzgl.
Studienplanung bei funktionellen
Bauchschmerzen

ja: zwei Fortbildungsvortrage tiber
Therapie der chronischen Obstipa-
tion, gesponsort von Falk Founda-
tion

nein
nein
nein
nein

ja: Mitglied DGVS

nein

Rentner

Posovszky, Carsten

ja: Mitglied im Natio-alen Advisory
Board fiir chronisch entziindliche
Darmerkrankungen der Firma
MSD Sharp & Dohme GmbH Advi-
sory Board fiir Kurzdarmsyndrom
bei Kindern Shire Deutschland

ja: Vortrage fiir die Firma AbbVie
Deutschland GmbH, Wiesbaden;
Firma Nutricia GmbH, Erlangen;
Firma Ibsen Pharma GmbH, Ettlin-
gen; Firma Falk Foundation e. V.,
Freiburg; Fa. Technomatix-Medical
GmbH; Firma MSD Sharp & Dohme
GmbH; Firma Bibliomed Medizini-
sche Verlagsgesellschaft mbH,
Melsungen; Omnimed Verlagsge-
sellschaft, Hamburg; Shire
Deutschland GmbH

ja: DCCV Forschungspreis der Fa.
Falk-Foundation
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nein
nein
nein

k.A.

k.A.

Preif3, Jan

ja: MSD, Biogen, Takeda,
Pfizer

ja: Falk, MSD, Pfizer,
Janssen-Cilag, Vifor

nein

nein
nein
nein

ja: DGVS, DNEbM, DGIM,
ECCO, DEGUM, Kompe-
tenznetz CED

nein

Vivantes Netzwerk fiir
Gesundheit

Schemann, Michael

ja: Beratertatigkeit ftr
Bionorica

nein

ja: F&E Vertrdge mit Boh-
ringer, Steigerwald und
Dr. Willmar Schwabe

nein

nein

nein
nein
nein

ja: Mitglied Fachgesellschaft und
Berufsverband (DGVS, DGNM)

nein

Landshuter Kommunalunterneh-
men flir Medizinische Versorgung
Raithel, Martin

ja: Fa. BOWA Electronics GmbH,
Gomaringen Fa. Boehringer-Ingel-
heim, Ingelheim

ja: Fa. Falk Foundation GmbH,
Freiburg Fa. Thermo-Fischer
GmbH, Freiburg

ja: Fa. Thermo-Fischer GmbH,
Freiburg

nein
nein
nein

ja: Deutsche Gesellschaft fiir klini-
sche Immunologie und Allergolo-
gie (DGAKI) Bayerische Gesell-
schaft fiir Gastroenterologie

nein

Malteser Waldkrankenhaus Erlan-
gen (Gastroenterologie, Interven-
tionelle Endoskopie, Himato-
Onkologie, Diabetes- und
Stoffwechselerkrankungen)

Schmidt-Choudhury, Anjona

nein

ja: AbbVie, Nutrizia, MSD, Milupa,
Falk, alle ohne Bezug zu Gastroen-
teritis

nein

nein

nein

nein
nein
nein

ja: President SwissNGM, Treasurer
Elect ESNM

nein

Universitdtsspital Zirich

Rohrig-Herzog, Gabriele

nein

nein

nein

nein

nein

nein

ja: Ich bin Mandatstrdgerin fiir die
Deutsche Gesellschaft fir Geria-

trie (DGG) und Mitglied dieser
Fachgesellschaft.

nein

aktuell: MVZ Medicum Kéln Ost,
Zentrum fir spezialisierte geriatri-
sche Diagnostik letzten 3 Jahre:
Uniklinikum Koln/Schwerpunkt fiir
Klinische Altersforschung sowie

Klinik fiir Geriatrie am St.-Marien-
Hospital, Kéln

Schmiedel, Stefan

nein

ja: arztliche, von der LAK zertifi-
zierte Fortbildungen unterstiitzt
durch Pharmakonzerne ViV,
Janssen, MSD, GILEAD

nein

nein

nein

nein
nein
nein

ja: Mitglied in der GPGE, der DGK],
dem BVK] und der DGVS

nein

Universitdtsklinikum Ulm

Schaefert, Rainer

nein

nein

nein

nein
nein
nein

ja: — Mitglied in DKPM, DGPM,
SAPPM, voraussichtlich auch DGVS
= Mitherausgeber der S3-Leitlinie
Funktionelle Kérperbeschwer-
den (AWMF LL 051-001) -
Mandatstrager (DKPM, DGPM)
bei den Leitlinien Kutane Lyme
Borreliose (AWMF LL 013-044)
und Neuroborreliose

(AWMF LL 030-071)

Mitarbeit an der Leitlinie Konsi-
liar-Liaisonversorgung fiir
Patienten mit psychischen/psy-
chosomatischen Stérungen
oder Belastungen im Kranken-
haus (AWMF LL 051-021)

nein

bis 01.02.2017 Universitdtsklini-
kum Heidelberg seit 01.02.2017
Universitat und Universitdtsspital
Basel

Schwandner, Oliver

nein

ja: Fa. Takeda, Honorar fiir
Vortragstatigkeit

nein

nein

nein
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nein

ja: Deutsche Gesellschaft
fiir Neurotgasroenterolo-
gie und Motilitat

nein

Technische Universitat
Miinchen

Schweinlin, Anna
nein

nein

nein
nein
nein
nein

nein

nein

Universitdt Hohenheim,
Institut fir Erndhrungs-
medizin und ZKES
(Zentrum fir klinische
Erndhrung Stuttgart)
GmbH. Beide Institu-
tionen befinden sich unter
einem Dach: Wollgrasweg
49b 70599 Stuttgart

Storr, Martin Alexander
ja: Pfizer, Bayer, Allergan,
Bionorica, Repha,
Nordmark

ja: Falk, Bayer, Pfizer,

Dr Schwabe, Dr Schar,
Microbiotica, Medical
Tribune, Kyowakirin, Aller-
gan, Falk Foundation

nein

nein

nein

nein

ja: DGNM (Deutsche
Gesellschaft fir Neuro-

gastroenterologie und
Motilitat) DGVS

nein

ja: GPGE

nein

Kinik fir Kinder- und Jugendmedi-
zin der Ruhr-Uni-Bochum

Schwille-Kiuntke, Juliane
nein

nein

nein
nein
nein
nein

ja: Deutsches Kollegium fiir Psy-
chosomatische Medizin (DKPM)
Deutsche Gesellschaft fiir Neuro-
modulation e. V. (DGNM)

nein

Universitdtsklinikum Ttbingen,
Abteilung fiir Psychosomatische
Medizin und Psychotherapie
Osianderstr. 5 72076 Tiibingen
Tel. 07071/29-86719

Institut fir Arbeitsmedizin, Sozial-
medizin und Versorgungsfor-
schung, Universitdtsklinikum
Tubingen, WilhelmstraRe 27,
72074 Tiibingen

Tesarz, Jonas

nein

ja: Autorentatigkeit fiir
Fachverlage: KlettCotta Verlag,
Springer Verlag

nein

nein
nein
nein

ja: Mandatstrdger des Deutschen
Kollegiums fiir Psychosomatische
Medizin (DKPM)/Psychosomatik
und Psychotherapie, Deutsche
Gesellschaft fiir Psychosomatische
Medizin und Arztliche Psychothe-
rapie (DGPM)/Psychosomatik und

nein

ja: Mitglied im Vorstand der Dt.
Gesellschaft fiir Tropenmedizin
und Internationale Gesundheit

nein

UKE Hamburg

Seidl, Holger
ja: Advisory-Board AbbVie

ja: Vortragstatigkeiten: AbbVie,
MSD, Falk

nein
nein
nein
nein

nein

nein

Isarklinikum GmbH

Timmer, Antje

nein

nein

ja: Pharmakoepide-miologische
Projekte im Rahmen von Aufla-
genstudien der EMA

1. ALIVAL: Finanzierung: Servier
Laboratoires

2. ANAVAL: Finanzierung: Europa-
isches Herstellerkonsortium fur i.
v. Eisen

nein
nein
nein

nein
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nein

ja: CACP, DGAV, DGK, DGCH

nein

Krankenhaus Barmherzige Briider
Regensburg, Priifeninger Str. 86,
93 049 Regensburg

Stengel, Andreas
nein

nein

nein
nein
nein
nein

ja: Vorstand DGNM

nein

Charité Berlin UKT Tiibingen
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