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Included Medications

Q‘é\
. P\
Docusate calcium N\
Docusate sodium @Qf O
_actulose o"’%@"»‘\

%)
_ubiprostone (Amitizgg‘@}%\é\‘
Polyethylene glycd%@@ 0 (PEG 3350)

Psyllium R

Tegaserod (\&@Irg)é‘??n@))*

*Marketing sucs&@%ed arch 2007 because of increased risk of

serious cardidvvascular adverse events
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I Included Populations

o\
Q\
®$

Pediatric and adult pat|e@$s with

* Chronic functional cogsﬁg&%on (Rome I
criteria: symptoms@c\gﬁfrmg at least 12

weeks in past 1@%@1 hs)

e Irritable bOW@k\)sOﬁ]‘Elrome with constipation
(IBS-C)

o
Q"’@
O

Q&
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Included Outcomes

e ———
e

e Health outcomes Q‘O\
— Quality of life $
— Relief of specific gastrointes@ (Gl) symptoms (e.g.
bloating, straining...) (O% O
— Number of spontaneougbo@ movements
— Time to eﬁectlveneséb O\é\'
« Adverse events (<‘/\ RS
— Overall rate QBQUQG} e events
— Wlthdrawa.@b@‘ause of adverse events

— SpeC|f se events (e.g. electrolyte abnormalities,
% dehydration...)

Q‘OQ
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=Rat|ng the Strength of the Evidence:
Modified GRADgo\

e HIGH: future research is very u%lfkely to change the
confidence in the estimate of effe‘c(go

 MODERATE: future res@\rgj@ls likely to have an
Important impact on ougeé’ogﬁ]dence and may change
the estimate @9 <2°

e LOW: Future r@\eea\r*@h is very likely to have an
Important im sct BN our confidence and is likely to

change th%é}s Imate

RTI-UNC EPC



{11} Key Questions/Included Design

o))
1. General and comparafive
effectiveness (efficaty)
Any prospective ng%r\gﬂed study
" .
2. Influence of treataent duration on
. S O
effectlvene%& OQ\
Any progﬁég{u\?e controlled study

N
3. Compadtiye safety
: %Q’Ersogﬁ\dy design except case reports

4. S \broups
4

Q" Any prospective controlled study
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Sl Results .
s
o N
o 33 studies included $Q\O
— 7 head-head trials @A\e
— 16 placebo controlled trials %%@ N
_ _ ' P X
1 meta-analysis @Q\\\‘Q\»

— 7 observational studies A0\9
— 2 pooled data analyseéfs/\ \\

e Remarkable lack th)@h quality evidence
e 78 percent of gﬁ@é‘s received poor quality ratings
. Smenﬂﬁc&ﬁ‘dence on some drugs entirely missing
O
Q&
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Key Question 1 .
Q‘é\@
1a: What is the general effiga?i?y and
effectiveness of drugs usgaQT\\g\treat chronic
constipation and I1BS-G¥ ;>
& P

@
S ¢

1b: Given the g@ﬁ%ﬁ%ﬁ efficacy, what is the
compar ativg\»eﬁié‘acy and effectiveness of
constipatien drugs?

&
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LIl Chronic Constipation - Adults:
General Efficagy”
Q

)
l\
<

- No prospective, controifed@vidence on:
. S .
docusate calcium, g@féé@&te sodium,

lactulose @ O
. N\
o All studies or@m ostone have been

published&@gg‘b"stracts only

&
&
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LIl chronic Constipation - Adults:
General Efflcaczyp\

e PEG 3350 A\Q

— 3 RCTs (1 poor) provide mggé\ﬁé‘te strength
evidence that PEG 3350dS rg@}e efficacious than

placebo (210 patlen@o Q\%
— None of these stugféé\@ad a follow-up of more than

2 weeks 0&
— No mfererle‘ﬁ% @35P Iong -term efficacy can be drawn
L
Q‘OQ

RTI-UNC EPC



=)

LIl chronic Constipation - Adults:

General Efflcaczyp\

e Psyllium &

— 2 studies (1 poor) provide Igw &ﬁ*ength evidence
that psyllium is more ef@é‘a@{ﬁus than placebo (201

patients) Q\g
— Smaller study (22\>@ ts) had an 8 week follow-
up O\O«
— No mfererl@% @}9 long-term efficacy can be drawn
L
Q‘OQ
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LIl chronic Constipation - Adults:
General Efflca(;zyp\

A\Q

Q.
 Tegaserod & &

— Multiple well- Conducte&eiQStgtﬁD les provide evidence
of the general efflc@? oftegaserod (3234 patients)

YR
R
%\000\&0&
S
0
(&
%)
Q
®
Q&
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ILIl'chronic Constipation - Aédults:

Comparative Efficaty

Q

.\@

 Docusate sodium vs. psyl@@z\n

— 1 poor, 2-week RCT did ngf-a%’t@ct any differences
INn subjective outcome (&@ag@?es (170 patients)

(@) \S
 Lactulose vs. PECQ/@Q@@

— 1 poor ,4-week, genlabel RCT found less
Improvement é%\s)"score) for lactulose than for
PEG 3350@%@aﬂents)

&
Stren@@%f evidence for both comparisons is low
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ILll'Chronic Constipation - Aédults:
Comparative Efficaty
Q

+ PEG 3350 vs. Psyllium,e"

— 1 fair, 2-week, open-lg\b@l\\}{@%T reported a
higher rate of imprg\@é@@nts in patients on
PEG 3350 thangﬁf@lium (126 patients)

SYRY
S h of 9&\};?18 IS |
trengt 05\%@3’6 ce is low
N
Q@
Q®
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lllichronic Constipation - Children:
General Efflcachp\
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LIl Chronic constipation- -children:
comparative efflcgﬁy

e Lactulose vs. PEG 335@\®

— 1 poor, 8-week RCT rgﬁo@é\d no
differences in efflca@\ (@O patients)

,\Q) > QP
<& S
Strength of e\/{)d&mé IS low

RTI-UNC EPC



| I

e ———
e

IBS-C In Adults: Gener%chfficacy
N

2
* NO prospective, controll@evidence on:
docusate calcium, dogt?%fﬁ% sodium,
lactulose, PEG 33@@?51ﬁd psyllium
\S

* One study on I@?cp)\@tone has been

published a&&lqaﬁstract only
* 5RCTs s@@%é?t the general efficacy of
tegasg{é\d <

%)
&S
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Il IBS-C in Adults: Compagative
Efficacy &

&Qﬁ
R
No evidepee.o
M
RN
O \
,s\@ ‘ Q
< W
™ <
®® 6\‘\0
N
o
B
R
Q&
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LIl I1BS-Cin Children: General

Efficacy oo
o
Q\
. QL
* No prospective, controlleg egidence on:
: %) .
docusate calcium, dogsisate sodium,

lactulose, Iubipros[i@fa‘\e@@EG 3350, and

i A\
psyllium RS

e 1 RCT suppoﬁqz,‘t%e general efficacy of
tegaserod 5™ o
S
Q@
Q®
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IlBS-C in Children: Comparative
Efficacy Q«o\

$
Q\
No evide gﬁe\o‘\
C}\AQ‘ \(g\g\
,s\@ ‘ Q
<V
™ <
®® 6\‘\0
S
O
B
Q
®
Q\
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1A} Key Question 2
Q‘é\@

Does treatment duration inﬁﬁence the

: <
effectiveness of drugs?® o
9° O

N

O AS)
When should t(;)@%\@&oents be switched In
patients notresponding?
&

%)
Q@Q No evidence
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{181} Key Question 3
<2‘°\

What is the comparative toleraﬁblllty and
safety of constipation drgcgozi%o

\.

S g\*@
‘{\Q)C) Q\
< W
REYR
) aQ
& 6\‘\0
N
O
S
R
Q&
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[Licom parative Tolerability and Safety

In Adults Q«o\

&Qﬁ

* Evidence is limited to 4 pg@rtﬁals comparing:
— Lactulose vs. PEG 335@:?13@? patients)

— Lactulose vs. psyll@ﬁ(gﬁrlals 518 patients)

— PEG 3350 vs. F@)ﬁ@ﬁ] (126 patients)
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[Licom parative Tolerability and Safety
In Adults Q«o\

e No substantial differences In garms
e Study durations are betw%e’n @%\nd 4 weeks

e Serious methodologlcgj%w%lems
((,/s\@
‘O
Stren ewdence IS low
e
@
Q‘OQ
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[Licom parative Tolerability and Safety
in Children Q«o\

1 poor study compared IactuIQ§e with PEG
3350 2

Q
@9 P

e No substantial dlfferen\\c\%s@ harms
e Better palatablllty tgaulose

& <2°

O&O&

Str@ﬁgﬁﬁ’ of evidence is low
(\
&
Q®
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Key Question 4
Q‘é\@
Are there subgroups of patientg@gr which one

treatment Is more efficacigu%;\gr assoclated

with fewer adverse eveS2s

N %

SIS
N
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Subgroups

Q‘é\@

e 1 study on lubiprostone, publgsﬁed as abstract
only, did not detect any digﬁg;r\gqﬂces between
)

d N
men and women. \A@ \g\‘O

O AP :
e Tegaserod has not Qg@q\(&pproved for men with
IBS-C Q@%KQ&’
* No evidence@?@“g, race or ethnicity, and
comorbid(i})@é)s
&
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— Summary &
Q¥
» Existing evidence is pog#tin quantity
and quality ol

"O% .OQ
e For some drugs,gﬁg{e‘*’?\\ce on the
general efficagyiscEntirely missing

S
R
,\\Q@Q&‘\Oﬁ
RS
o
&
%)
Q
o
Q&
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Ll Summary &

2

e

e Evidence is insufficient t% aw
conclusions about the gomparative

efficacy and safety gﬁﬁ@ﬁstipaﬂon drugs
.

P Q
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The information in this slide show is ased on the
drug class review report \A‘gﬁ’cten by

Q~

"c \}OQ

Gerald Gartlemﬁe(gﬁ\/lD MPH

Daniel J&h%@ MD, MPH
<§t al.

RTI-UNC g\%@éhce based Practice Center

(\
Q‘OQ
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