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24 Introduction: 2 (S
25 . L . oS3
2% Constipation is one of the most common gastrointestinal symptoms in postpartum 8@_%
27 mothers. The choice of treatments for postpartum constipation remains a challenging 22
->—<'- - —
;g clinical problem. Chinese herbal medicine has become increasingly popular as an g’uﬁag
30 alternative therapy for constipation. This systematic review aims to evaluate the ::,m =
31 efficacy and safety of Chinese herbal medicine for postpartum constipation. g ' 2
32 s g
Methods and analysis: s 32
33 S5 o
34 We will search PubMed (1946 to present), EMBASE (1974 to present), Cochrane 5; }E
g 2 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to o g
o =
37 present), Chinese Biomedical Literatures database (CBM, 1978 to present), China 2 8
38 National Knowledge Infrastructure (CNKI, 1979 to present) to identify any eligible i §
39 N . .
40 study. No language, publication date or status will be restricted. § ;,
41 The primary outcome is the spontaneous bowel movement. Secondary outcomes 3 3
o B
jé include stool consistency, quality of life, transit time, relief of constipation symptoms, % «S
[
44 and adverse events. % §
45 We will perform the meta-analysis when the comparisons and outcomes are s ’i
46 . .. . . .. ., Q
47 similar across eligible studies. If the heterogeneity is not significant statistically (P > 2 E
48 0.10 or I* < 50%), the fixed-effect model will be built to estimate the overall ®
o
gg intervention effects. Otherwise, the random-effect model will be used to provide more S
51 conservative results. «3
Q
gg Ethics and dissemination: E;
. . . . D
54 No ethical issues are foreseen because no primary data will be collected. The s
55 results will be published in a peer-reviewed scientific journal. %
56 m
57 2
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This protocol has been registered on PROSPERO (CRD42018093741).

Strengths and limitations of this study

B This is the first systematic review to evaluate the efficacy and safety of Chinese
herbal medicine for postpartum constipation.

B This study will only consider parallel-group randomized controlled trials (RCTs)
to provide unbiased estimates of treatment effects.

B The Prefered Reporting Items for Systematic reviews and Meta-Aanlyses
guidelines for protocols (PRISMA-P) 2015 is followed.

B A large degree of heterogeneity in terms of methodological quality and outcome

measures will likely pose challenges for study comparisons.

Introduction

Constipation is one of the most common gastrointestinal symptoms in postpartum
mothers''. A prospective study showed that the prevalence of constipation was 24%
with 95% confidence interval 13-36% at three months postpartum in the united
states?]. A survey found that 25% and 11.6% of women suffered from constipation at
three and twelve months postpartum in China, respectively!.

The aetiology of postpartum constipation is multifactorial. The mode of delivery
and pelvic floor injury may largely contribute to defecation disorders during the
postpartum period™. Local trauma could be responsible for the anal sphincter spasm
Furthermore, taking painkillers, a lack of adequate dietary fibre, vegetable, fruit and
water, irregular meals due to baby-care and many other situations could also lead to
constipation™®.

Postpartum constipation can lead to abdominal distension, abdominal pain,
insomnia, inappetence, and so forth!”). These symptoms have negative impacts on
postpartum recovery, breastfeeding, newborn health, and so forth!®].

Conventional therapies for constipation include stool softener, prokinetic agent,
osmotic and stimulant laxative, dietary manipulation, and so forth®™. They may be
associated with unwanted side effects, such as bloating, dehydration, a high
recurrence rate after ceasing drugs, and abdominal pain''®. According to clinical
guidelines, no clinical recommendations have be provided for the management of
postpartum constipation™'""'?. The choice of treatments for postpartum constipation
remains a challenging clinical problem.

Chinese herbal medicine (CHM) is defined as a preparation derived from plants

13,14

or parts of plants[ ] CHM includes a single herb or complex formula consisting of

herbal ingredients[ls]. The forms of CHM include tablet, pill, decoction, oral liquid,

powder, injection liquid, and so forth!'®,

2
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3 CHM has become increasingly popular as an alternative therapy for constipation. 2
gly pop 197 p
g A randomized double-blind trial showed that a hemp seed pill significantly increased ﬁ
6 the responder rate in complete spontanecous bowel movement when compared with E
; placebom]. A multi-center randomized controlled trial found that a CHM decoction &
) o
9 had a beneficial effect on reducing the cleveland constipation score and improving S %
9]
10 quality of life!™. 2 E
1 . . . . . . q
A 2009 systematic review examined the effectiveness of CHM interventions for § 8
12 y g
[y
13 functional constipation[w]. It showed that CHM was effective for functional g &
=l N
12 constipation. However, no studies associated with postpartum constipation were = §
«Q
16 included. Whether the evidence is transferrable to women diagnosed with postpartum Z 5
_ =}
17 constipation remains unclear. 3 5
18 . 5 . . . <
19 Quite a few clinical trials found CHM could have a role to play in the s §
. . . . . =
20 management of postpartum constipation. For example, a clinical trial found that Lg» 3
;; Xiaoyao powder significantly increased the effective rate when compared with é ]
=y
23 polyethylene glycol™. Another trial suggests that a CHM enema treatment is more % g
. N . . . @
24 effective for relieving constipation symptoms of postpartum mothers than glycerine » 2
25 ®©Cc S
2% enemal”'’, g'g S
. . .0
27 A 2014 Cochrane systematic review assessed the efficacy and safety of T 22
;g interventions for treating postpartum constipation'”?. Because of strict criteria, no ggg
30 eligible RCTs were included. Unfortunately, the potentially eligible studies from gmg
31 China could be missing as no Chinese medical databases were searched. And it has g' id
32 s g
33 not been updated so far. s 32
> @]
34 To sum up, the evidence of the efficacy and safety of Chinese herbal medicine for 5; §
; 2 postpartum constipation still remains inconclusive due to the lack of well-performed = g
o =
37 systematic reviews on this topic. 2 8
38 This systematic review aims to evaluate the efficacy and safety of CHM for i §
39 ..
40 postpartum constipation. § ;
41 3 a3
o B
42 Methods %, L
43 . , , , . g N
44 This protocol is developed following the Prefered Reporting Items for Systematic % N
45 reviews and Meta-Aanlyses guidelines for protocols (PRISMA-P) 2015, s ’i»
46 S a
47 & 9
48 Inclusion criteria ®
49 . @
50 Types of studies S
51 Parallel-group randomized controlled trials (RCTs) will be included. «3
Q
gg Quasi-randomized controlled trials, cross-over trials and non-randomized controlled E;
. . . . . . D
54 trials will be excluded. No language, publication date or status will be restricted. s
55 ®
56 m
57 2
58 3 ‘g
59 ®
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Types of participants

Women with constipation during the postpartum period will be included
regardless of age, race, nationality, history of prenatal constipation, frequency of
delivery, mode of delivery (vaginal delivery or caesarean section), gastrointestinal
diseases and so forth.

The postpartum period ranges from an hour after the delivery of placenta to six
weeks".

Participants should be clinically diagnosed with constipation according to the

Rome II/III diagnostic criteria, clinical guidelines or defined by trialists.

Types of interventions
Experimental interventions

The experimental interventions include a CHM alone and a combination of CHM
and another active treatment (pharmacological or non-pharmacological intervention).
Any CHM preparation (such as decoction, granula, ointment and capsule) will be
considered.

Comparator interventions
The control interventions include no treatment, placebo and another active
treatment. The route of delivery (such as oral and enema), dosage, frequency and
duration will not be restricted.
The following comparisons will be considered if available:
(1) CHM alone versus no treatment;
(2) CHM alone versus placebo;
(3) CHM alone versus another active treatment;
(4) CHM plus another active treatment versus another active treatment alone;

(5) CHM plus another active treatment versus placebo plus another active treatment.

Types of outcome measures
Primary outcomes

The primary outcome is spontaneous bowel movement (SBM). We will consider
the incidence and frequecy of SBM in 24 hour or per week, the mean number or the
change of SBM per week from baseline!! %261,
Secondary outcomes

Secondary outcomes include stool consistency (measured by Bristol Stool Form
Scale or other tools), proportion of patients using rescue medication (such as laxatives,
rectal evacuants), quality of life [measured by Maternal postpartum quality of life

(MAPP-QOL) questionnaire or other tools], transit time (the time from the first

4
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3 perception of wanting to defaecate to the finish of defaecation), relief of constipation 2

g symptoms (such as sensation of straining, bloating, abdominal pain)[24’27’28]. We will ﬁ

6 also consider other outcomes reported by the investigators when possible. E

; Data on adverse events (AEs) will be extracted and the incidence of AEs will be &

) o

9 estimated if possible. S %

10 3

11 @ 3

12 Search methods for identification of studies g §

13 Electronic searches g &

=l N

12 We will search PubMed (1966 to present), EMBASE (1974 to present), Cochrane = §
«Q

16 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to Z 5

_ =}

17 present), Chinese Biomedical Literatures database (CBM, 1978 to present), China 3 5
1 . . . . . <

8 National Knowledge Infrastructure (CNKI, 1979 to present) to identify any eligible S g

19 g 2

20 study. s 2

e search strategy is develope a senior librarian ased on previous c ]

;; Th h strategy is developed by lib JHS) based on p c N

=y

23 systematic reviews!'*??. The detailed search strategy for the PubMed database is % g
[©)

24 attached (appendix 1). The terms will be modified for other databases if necessary. No » 2

25 o . . Te3

2% language, publication date or status will be restricted. 8-‘3 S

28 Searching other resources >3

29 . . . : . 2a®3

30 Reference lists of primary studies and relevant reviews will be manually searched o g =3

31 to identify additional references. g' id

32 . o . 2 g

33 We will also conduct a search of ClinicalTrials.gov, the World Health 3, %_
=}

34 Organization International Clinical trials Registry platform (ICTRP) and Chinese 5; }E

; 2 Clinical Trial Registry (ChiCTR) to identify additional ongoing or unpublished = g

o =

37 studies. 2 8

38 e 3

39 ) ) 5 3

Data collection and analysis a o

40 =

41 Selection of studies E

o B

jé Two review authors (JBZ and YL) will independently run search strategy to % «S
[

44 identify potentially eligible studies. The results of the literature searches will be % §

45 imported to the EndNote X7 software. Duplicates will be omitted using the EndNote. s ’i»
46 . . . . . Q

47 The irrelevant studies will be removed by scanning titles and abstracts of 2 E

48 references identified by the literature searches according to the inclusion criteria. ®

o

gg Then full-text articles will be screened to identify eligible studies. A PRISMA S

51 diagram will be used to illustrate the selection process[zg]. Any disagreement will be «3

Q

gg resolved through consensus or discussion with a third reviewer (JHZ). E;

Qo

54 o

55 ®
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Data extraction and management

A predetermined form will be used to extract data. The pilot test will be
conducted to ensure consistency before performing the review. Two reviewers (JYL
and SD) will independently extract the following information:
(1) General information (title, first author, year of publication, funding);
(2) Study characteristics (design, randomization, allocation. blinding, inclusion and
exclusion criteria, sample size);
(3) Participant characteristics (age, ethnicity, diagnosis criteria, number in each group,
history of prenatal constipation, frequency of delivery, mode of delivery);
(4) Intervention characteristics (experimental intervention, comparator intervention,
route of delivery, dosage, frequency and duration);
(5) Outcomes (primary and secondary outcomes, time points, methods of outcome
assessments, blinding of outcome assessment, adverse events).

If necessary, we will contact authors of included studies for providing further

details or clarification.

Assessment of risk of bias in included studies

Two reviewers (JBZ and YL) will independently conduct the risk of bias
assessment of included references using the Cochrane ‘risk of bias’ tool®”. The
following seven domains will be assessed: random sequence generation, allocation
concealment, blinding of participants and personnel, blinding of outcome assessment,
incomplete outcome data, selective outcome reporting, and other potential sources of

3% The risk of bias for each domain will be graded as low, high or unclear for

[30

bias
each included study®”’. The overall risk of bias of a study will be estimated low only
if all seven domains are rated to be at low risk of bias. Otherwise, the overall risk of
bias for the study is high. We will summarize the results of the risk of bias
assessments with a ‘risk of bias graph’ and ‘risk of bias summary’ figure. Any

disagreement will be resolved by discussion or involving a third reviewer (JHZ).

Measures of treatment effect
For the continuous outcomes, we will calculate the mean differences (MDs) with
95% confidence intervals (CIs) *°

scales, the standardized mean difference (SMD) with 95% CI will be used to express

I If the same outcome is measured using different

intervention effects”"\. Risk ratio (RR) with 95% CI will be used to present results for

dichotomous outcomes®",

6

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

b
Page 6'of 21

‘salbojouyoa) Jejiwis pue ‘Buiurey |y ‘Buluiw elep pue 1xal 01 palejal sasn 1oy Buipnjoul ‘1ybliAdoo Aq paloslold

" (s3gv) Jnsuadng
juawaublasug | ap anbiydeiboljqig aouaby e Gzoz ‘0T aunr uo ywoo [wquadolwg//:diy woi papeojumoq '6T0Z Arenuer GT UO T¥6E£Z0-8T02-uadolwag/9eTT 0T Se paysiiqnd 1si


http://bmjopen.bmj.com/

O
)
Page 7 of 21 BMJ Open a4
=
°
1 5
2 [z
=0
3 Dealing with missing data S
4 We will contact original authors for requesting the missing data if possible. Only &
> o
6 available data will be included in the primary analysis. However, extreme worst-case P
; and best-case analysis will be used to assess the potential impact of the missing data &
) o
in sensitivity analysis[3 H, s 3
9 g o
10 8 3
— )
11 @ 3
12 Assessment of heterogeneity z §
13 Statistical heterogeneity across included studies will be tested using Chi-square g &
=l N
12 test and I° statistic. The heterogeneity is significant statistically when the P value = §
«Q
16 based on Chi’ test less than 0.10 or I* more than 50%P**. If so, exploratory S
[ =}
17 sensitivity or subgroup analyses will be performed to identify possible reasons®*!. 3 5
18 5 §
19 > >
c
20 Assessment of reporting biases L; 3
;; The reporting bias will be investigated using visual funnel plots if more than ten é ]
=y
23 RCTs are included in a meta-analysis®®’. If the reporting bias is identified, we will % g
. . . . . @
24 explore possible reasons using the subgroup analysis or meta-regression analysis®>®), 2 ‘é’%
25 oS5
26 o=8
27 Data synthesis g2
;g We will perform the meta-analysis when the comparisons and outcomes were ggg
30 similar across eligible studies. If the statistical heterogeneity is not identified, the gmg
=5
31 fixed-effect model will be built to estimate the overall intervention effects". g d
32 . . . . =
33 Otherwise, the random-effect model will be used to provide more conservative s 32
> @]
34 results®®. When multiple intervention groups are used in a study, we will make 5; }E
; 2 pair-wise comparisons by combining groups if possible””.. All statistical analyses will = g
o =
37 be performed by the RevMan 5.3 software. The statistical significance is defined as P 2 8
38 < 0.05. If the meta-analysis is not feasible, we will provide a narrative description of i §
39
40 the results. § ;
41 3 a3
42 . . . L. . 2 5
43 Subgroup analysis and investigation of heterogeneity =
[
44 If possible, subgroup analyses will be conducted based on the following % §
45 variables: s =&
46 . o e 2
47 (1) History of prenatal constipation; g o
48 (2) Frequency of delivery; ®
o
gg (3) Mode of delivery (vaginal delivery or caesarean section); =
51 (3) History of gastrointestinal diseases; «3
Q
gg (4) Type of comparisons; E;
54 (5) Type of preparations (such as decoction, granula, ointment and capsule); S
55 (6) Different diagnostic criteria of constipation (Rome II/IIl diagnostic criteria, %
56 m
=}
> ]
58 7 S
59 ®
60 For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml g
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clinical guidelines or defined by trialists);
The difference of intervention effects across subgroups will be compared by

Chi-square test with P < 0.05 indicating statistical significance.

Sensitivity analysis

We will investigate the robustness of the pooled effects using sensitivity analyses
according to the following variables if possible:
(1) Impact of sample size: removing one or two studies in which sample size is more
than 80% of participants in a meta-analysis[35];
(2) Impact of high risk of bias: removing studies in which overall risk of bias is high;
(3) Impact of selected models: fixed-effect models versus random-effect models;

(4) Impact of missing data: extreme worst-case analysis and best-case analysis?®>’.

Summary of findings’ tables

Two review authors (JBZ and YL) will evaluate the quality of evidence for each
outcome using the Grading of Recommendations Assessment, Development and
Evaluation (GRADE) system®".. It will be categorized as high, moderate, low, or very
low®®. We will present the findings with a ‘summary of finding’ table. It will include
all important outcomes, absolute and relative magnitude of effects, number of
participants, and a grade of the overall quality of the body of evidence for each
outcome®. Any discrepancy will be resolved by discussion or a consultation of a

third review author (JHZ).

Amendments
If the protocol is modified, the change, the rationale and the date of any

amendment will be described in the final report.

Ethics and dissemination

No ethical issues are foreseen because no primary data will be collected. This
systematic review will provide a comprehensive review of the efficacy and safety of
Chinese herbal medicine for postpartum constipation. It will contribute to the
development of revelant clinical guidelines.

The final report of this systematic review will be published in a peer-reviewed

scientific journal, and data set will be made freely available.

Protocol registration:
This protocol has been registered on PROSPERO (CRD42018093741).

8
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2 Appendix 1. i
5 PubMed Search strategy: g
6 1. EXP ‘Medicine, Chinese Traditional’/ @
; 2. (‘Traditional Chinese Medicine’ OR ‘Chung | Hsueh’ OR ‘Zhong Yi Xue’ OR g
5 ‘Chinese Traditional Medicine’ OR TCM).tw &
10 3. EXP "Drugs, Chinese Herbal"/ >
11 4. (‘Chinese Herbal Drugs’ OR ‘Chinese Plant Extracts’ OR ‘Chinese herbal g
:g medicine’ OR CHM).tw ]
14 5. OR/1-4 g 3
15 6. EXP Postpartum Period/ g 2
1? 7. Premature Birth/ % §
18 8. Postnatal Care/ 3 B
19 9. Pregnancy Complications/ & B
;‘1) 10. (postpartum OR Puerperium OR post-partum OR “post partum’ OR postnatal OR i S
2 post-natal OR ‘post delivery” OR “after delivery’ OR puerperal OR puerperium o Q
23 OR post-labour OR pregnancy OR pregnant OR gestation OR fetation OR 5 3
24 conception OR maternity OR conceive OR breastfeeding OR ‘breast feeding” OR g g
;g breast-feed OR breast-fed OR Lactation sucking OR “after birth” OR childbirth é N
27 OR child-birth OR Childbed OR childbad).tw % o
28 11. OR/6-10 2.
;g 12. Constipation/ 853
31 13. (constipation OR constipated OR astriction OR costive OR costiveness OR %5%
32 defecation OR defecatory OR defecate OR belly-bound OR oppilated OR f,”;g"
gi oppilate OR oppilation OR Cacation OR ‘bowel movement’ OR ‘hard stool’ OR aﬁﬂi
35 ‘lumpy stool” OR constipat* OR ‘impacted stool’ OR ‘rock-like stool” OR ii@g
36 Impaction OR obstipation OR evacuation).tw 3 3
37 14. delayed bowel movement.tw 2 2
gg 15. (bowel AND (function* OR habit* OR movement* OR symptom* OR motility E; §
40 OR stool*)).tw 5 3
41 16. colon transit.tw 2 8
fé 17. intestinal motility.tw s §
44 18. OR/12-17 § 2
45 19. randomized controlled trial.pt 3 3
j? 20. controlled clinical trial.pt 2 5
48 21. randomized.tw S 8
49 22. placebo.tw 3 o
50 23. clinical trials as topic/ S 2z
g; 24. randomly .tw 2 %
53 25. trial.tw o]
54 26. OR/19-25 =
gg 27. Animals/ NOT humans/ §
57 28. 26 NOT 27 s
58 29. 5AND 11 AND 18 AND 28 ®
59 2
60 r:—n
n

L(.;D.
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° PRISMA-P 2015 checklist

8 Section and topic | Item No Page Checklist item

9 Administrative

1(1) information

12 Title

13 Identificati { { Chinese herbal medicine for postpartum constipation: a protocol of systematic review and
entification a

1 g meta-analysis

16 Update 1b No

17 Registration 2 2 This protocol has been registered on PROSPERO (CRD42018093741).

12 Authors:

20 Jingbo Zhai'", Yan Li*', Jingyi Lin', Shuo Dong', Jinhua Si*", Junhua Zhang'"

21 "Research institute of Traditional Chinese Medicine, Tianjin University of Traditional Chinese

;; Medicine, 312 Anshanxi Road, Nankai District, Tianjin 300193, China;

24 2School of Nursing, Tianjin University of Traditional Chinese Medicine, 312 Anshanxi Road, Nankai

;2 Contact 3a 1 District, Tianjin 300193, China;

27 3 Library, Tianjin University of Traditional Chinese Medicine, 312 Anshanxi Road, Nankai District,

28 Tianjin 300193, China;

2

33 T ingbo Zhai and Yan Li contributed equally.

31 *Correspondence to Junhua Zhang, zjhtcm@foxmail.com; Jinhua Si, sjh665@163.com

;; JBZ, JHS and JHZ conceived the study. JBZ, JHS and JHZ provided general guidance to the drafting

34 Contributi 3b 9 of the protocol. JBZ and YL drafted the protocol. JHS designed the search strategy. JBZ, YL, JYL,
ontributions

:2 SD, JHS and JHZ drafted the manuscript. JBZ, YL, JYL, SD, JHS and JHZ reviewed and revised the

37 manuscript. All authors have read and approved the final version of the manuscript.

38

39

40

41

42
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7 If the protocol is modified, the change, the rationale and the date of any amendment will be described
Amendments 4 8 )

8 in the final report.

? 0 Support:

11 g s g This study is supported by the Tianjin Education Commission ‘‘Innovative Team Training Program”

ources a

12 [No. TD13-5047] and the National Natural Science Foundation of China [grant number 81703936].

13

14 Sponsor 5b 9 JBZ, JHS and JHZ are sponsors.

15 Role of JBZ, JHS and JHZ conceived the study. JBZ, JHS and JHZ provided general guidance to the drafting

1? ozrofufl%(:rlsor 5c 9 of the protocol. JHS designed the search strategy. JBZ, JHS and JHZ drafted the manuscript. JBZ,

18 JHS and JHZ reviewed and revised the manuscript.

19 Introduction

;? Constipation is one of the most common gastrointestinal symptoms in postpartum mothers. The

22 choice of treatments for postpartum constipation remains a challenging clinical problem. Chinese

23 Rationale 6 2-3 herbal medicine has become increasingly popular as an alternative therapy for constipation. The

24 evidence of the efficacy and safety of Chinese herbal medicine for postpartum constipation still

;2 remains inconclusive due to the lack of well-performed systematic reviews on this topic.

27 Objectives 7 3 This systematic review aims to evaluate the efficacy and safety of CHM for postpartum constipation.

28 Methods

;g Types of studies:

31 Parallel-group randomized controlled trials (RCTs) will be included. Quasi-randomized

32 controlled trials, cross-over trials and non-randomized controlled trials will be excluded. No

;i Eligibility criteria 8 3-5 language, publication date or status will be restricted.

35 Types of participants:

;? Women with constipation during the postpartum period will be included regardless of age, race,

38 nationality, history of prenatal constipation, frequency of delivery, mode of delivery (vaginal delivery

39

40

41

42
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1

2

3

4

5

6 . . ; ;

7 or caesarean section), gastrointestinal diseases and so forth.

8 The postpartum period ranges from an hour after the delivery of placenta to six weeks.

? 0 Participants should be clinically diagnosed with constipation according to the Rome II/III
11 diagnostic criteria, clinical guidelines or defined by trialists.

g Types of interventions:

14 Experimental interventions

15 The experimental interventions include a CHM alone and a combination of CHM and another
16 . . . . . .
17 active treatment (pharmacological or non-pharmacological intervention). Any CHM preparation
18 (such as decoction, granula, ointment and capsule) will be considered.

;g Comparator interventions:

21 The control interventions include no treatment, placebo and another active treatment. The route
22 of delivery (such as oral and enema), dosage, frequency and duration will not be restricted.

23 . . . . . .

2 The following comparisons will be considered if available:

25 (1) CHM alone versus no treatment;

;? (2) CHM alone versus placebo;

28 (3) CHM alone versus another active treatment;

29 (4) CHM plus another active treatment versus another active treatment alone;

30 . .

31 (5) CHM plus another active treatment versus placebo plus another active treatment.

32 Types of outcome measures:

g i Primary outcomes

35 The primary outcome is spontaneous bowel movement (SBM). We will consider the incidence
36 and frequecy of SBM in 24 hour or per week, the mean number or the change of SBM per week from
37 .

38 baseline.

39

40

41

42
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4

5

6

7 Secondary outcomes

8 Secondary outcomes include stool consistency (measured by Bristol Stool Form Scale or other
?O tools), proportion of patients using rescue medication (such as laxatives, rectal evacuants), quality of
11 life [measured by Maternal postpartum quality of life (MAPP-QOL) questionnaire or other tools],
g transit time (the time from the first perception of wanting to defaecate to the finish of defaecation),
14 relief of constipation symptoms (such as sensation of straining, bloating, abdominal pain)***"2*]. We
15 will also consider other outcomes reported by the investigators when possible.

1? Data on adverse events (AEs) will be extracted and the incidence of AEs will be estimated if
18 possible.

;g We will search PubMed (1966 to present), EMBASE (1974 to present), Cochrane Central Register of
21 Controlled Trials (CENTRAL, all years), Web of science (1900 to present), Chinese Biomedical
22 Literatures database (CBM, 1978 to present), China National Knowledge Infrastructure (CNKI, 1979
2 . B . . . . .
22 Information 9 s to present) to identify any eligible study. Reference lists of primary studies and relevant reviews will
25 sources be manually searched to identify additional references. We will also conduct a search of
;? ClinicalTrials.gov, the World Health Organization International Clinical trials Registry platform
28 (ICTRP) and Chinese Clinical Trial Registry (ChiCTR) to identify additional ongoing or unpublished
29 studies.

30

31 We will search PubMed (1966 to present), EMBASE (1974 to present), Cochrane Central
32 Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to present), Chinese
33 Biomedical Literatures database (CBM, 1978 to present), China National Knowledge Infrastructure
34 Search strategy 10 5 ) ) o

35 (CNKI, 1979 to present) to identify any eligible study.

g? The search strategy is developed by a senior librarian (JHS) based on previous systematic
38 reviews. The detailed search strategy for the PubMed database is attached (appendix 1). The terms
39

40

41

42
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1

2

3

4

5

6

7 will be modified for other databases if necessary. No language, publication date or status will be

8 restricted.

?O Reference lists of primary studies and relevant reviews will be manually searched to identify

11 additional references.

g We will also conduct a search of ClinicalTrials.gov, the World Health Organization International

14 Clinical trials Registry platform (ICTRP) and Chinese Clinical Trial Registry (ChiCTR) to identify

15 additional ongoing or unpublished studies.

1? Study records

18 The results of the literature searches will be imported to the EndNote X7 software. Duplicates will be
Data management 11a 5 ] .

19 omitted using the EndNote.

20

21 Two review authors (JBZ and YL) will independently run search strategy to identify potentially

22 eligible studies. The irrelevant studies will be removed by scanning titles and abstracts of references

23 _ identified by the literature searches according to the inclusion criteria. Then full-text articles will be

24 Selection process 11b 5 o o _ _ ) _ )

25 screened to identify eligible studies. A PRISMA diagram will be used to illustrate the selection

;? process. Any disagreement will be resolved through consensus or discussion with a third reviewer

28 (JHZ).

29 A predetermined form will be used to extract data. The pilot test will be conducted to ensure

g? Data collection 1 6 consistency before performing the review. Two reviewers (JYL and SD) will independently extract

c

32 process the information. If necessary, we will contact authors of included studies for providing further details

; i or clarification.

35 (1) General information (title, first author, year of publication, funding);

36 Data items 12 6 (2) Study characteristics (design, randomization, allocation. blinding, inclusion and exclusion criteria,

37 .

38 sample size);

39

40

41

42
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1

2

3

4

5

7 (3) Participant characteristics (age, ethnicity, diagnosis criteria, number in each group, history of

8 prenatal constipation, frequency of delivery, mode of delivery);

?O (4) Intervention characteristics (experimental intervention, comparator intervention, route of delivery,

11 dosage, frequency and duration);

g (5) Outcomes (primary and secondary outcomes, time points, methods of outcome assessments,

14 blinding of outcome assessment, adverse events).

15 The primary outcome is spontaneous bowel movement (SBM). We will consider the incidence

16 .

17 and frequecy of SBM in 24 hour or per week, the mean number or the change of SBM per week from

18 baseline.

;g Secondary outcomes include stool consistency (measured by Bristol Stool Form Scale or other

21 o q tools), proportion of patients using rescue medication (such as laxatives, rectal evacuants), quality of
utcomes an . . . . . o .

22 prioritization 13 4-5 life [Maternal postpartum quality of life (MAPP-QOL) questionnaire], transit time (the time from the

23 Z . . . . . S

24 first perception of wanting to defaecate to the finish of defaecation), relief of constipation symptoms

25 (such as sensation of straining, bloating, abdominal pain). We will also consider other outcomes

;? reported by clincial trialists if possible.

28 Data on adverse events (AEs) will be extracted and the incidence of AEs will be estimated if

29 possible.

30 . 1 - ; ; .

31 Two reviewers (JBZ and YL) will independently conduct the risk of bias assessment of included

32 references using the Cochrane ‘risk of bias’ tool. The following seven domains will be assessed:

;i Risk of bias in 1 6 random sequence generation, allocation concealment, blinding of participants and personnel, blinding

35 individual studies of outcome assessment, incomplete outcome data, selective outcome reporting, and other potential

g? sources of bias. The risk of bias for each domain will be graded as low, high or unclear for each

38 included study. The overall risk of bias of a study will be estimated low only if all seven domains are

39

40

41

42
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1
2
3
4
5
6
7 rated to be at low risk of bias. Otherwise, the overall risk of bias for the study is high. We will
8 summarize the results of the risk of bias assessments with a ‘risk of bias graph’ and ‘risk of bias
?O summary’ figure. Any disagreement will be resolved by discussion or involving a third reviewer
11 (JHZ).
12 . We will perform the meta-analysis when the comparisons and outcomes were similar across eligible
13 Data synthesis 15a 7 )
14 studies.
15 For the continuous outcomes, we will calculate the mean differences (MDs) with 95%
16 . . . . .
17 confidence intervals (Cls). If the same outcome is measured using different scales, the standardized
18 mean difference (SMD) with 95% CI will be used to express intervention effects. Risk ratio (RR)
;g with 95% CI will be used to present results for dichotomous outcomes.
21 15b 6-7 If the statistical heterogeneity is not identified, the fixed-effect model will be built to estimate
2; the overall intervention effects. Otherwise, the random-effect model will be used to provide more
2
24 conservative results. When multiple intervention groups are used in a study, we will make pair-wise
25 comparisons by combining groups if possible. All statistical analyses will be performed by RevMan
;? 5.3 software. The statistical significance is defined as P < 0.05.
28 If possible, subgroup analyses will be conducted based on the following variables:
gg (1) History of prenatal constipation;
31 (2) Frequency of delivery;
32 15 _ (3) Mode of delivery (vaginal delivery or caesarean section);

C -
gi (3) History of gastrointestinal diseases;
35 (4) Type of comparisons;
;? (5) Type of preparations (such as decoction, granula, ointment and capsule);
38 (6) Different diagnostic criteria of constipation (Rome II/IIl diagnostic criteria, clinical guidelines
39
40
41
42
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1

2

3

4

5

6 T

7 or defined by trialists);

8 The difference of intervention effects across subgroups will be compared by Chi-square test with
? 0 P < 0.05 indicating statistical significance.

11 We will investigate the robustness of the pooled effects using sensitivity analyses according to
g the following variables if possible:

14 (1) Impact of sample size: removing one or two studies in which sample size is more than 80% of
15 participants in a meta-analysis;

1 . . . . . . . N

1? (2) Impact of high risk of bias: removing studies in which overall risk of bias is high;

18 (3) Impact of selected models: fixed-effect models versus random-effect models;

;g (4) Impact of missing data: extreme worst-case analysis and best-case analysis.

21 15d 7 If the meta-analysis is not feasible, we will provide a narrative description of the results.

2; The reporting bias will be investigated using visual funnel plots if more than ten RCTs are included
24 Meta-bias(es) 16 7 in the same meta-analysis. If the reporting bias is identified, we will explore possible reasons using
25 the subgroup analysis or meta-regression analysis.

;? Two review authors (JBZ and YL) will evaluate the quality of evidence for each outcome using
28 the Grading of Recommendations Assessment, Development and Evaluation (GRADE) system. It
gg Confidence in will be categorized as high, moderate, low, or very low. We will present the findings with a
31 cumulative 17 8 ‘summary of finding’ table. It will include all important outcomes, absolute and relative magnitude of
32 evidence effects, number of participants, and a grade of the overall quality of the body of evidence for each
;2 outcome. Any discrepancy will be resolved by discussion or a consultation of a third review author
35 (JHZ).

36

37

38

39

40

41

42
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©
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> g 2
o ABSTRACT s &
N
26 Introduction: § E
(%] h
27 Constipation is one of the most common gastrointestinal symptoms in postpartum 3 O
28 & g
29 mothers. The choice of treatments for postpartum constipation remains a challenging g_‘é’ el
o
2(1) clinical problem. Chinese herbal medicine has become increasingly popular as an ° %%’
O c
32 alternative therapy for constipation. This systematic review aims to evaluate the 5%;
o
gi efficacy and safety of Chinese herbal medicine for postpartum constipation. 5&3
35 Methods and analysis: S
g ? We will search PubMed (1946 to present), EMBASE (1974 to present), Cochrane § s
38 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to a ??D
. . . . . > 5
ig present), Chinese Biomedical Literatures database (CBM, 1978 to present), China = g
o 2
41 National Knowledge Infrastructure (CNKI, 1979 to present) and WANFANG data 2 B
jé (1998 to present) to identify any eligible study. No restriction will be put on the E:J §
>
44 language, publication date or status of the study. o ;
22 The primary outcome will be the spontaneous bowel movement. Secondary 3 é
Q
47 outcomes will be stool consistency, quality of life, transit time, relief of constipation = S
O o
jg symptoms, and adverse events. g o
= 2
50 We will perform the meta-analysis when more than one trial examines the same S »
51 . . . . .. . o 8
s intervention and outcomes with comparable methods in similar populations. If the @ 3
53 heterogeneity is not significant statistically (P > 0.10 or I? < 50%), the fixed-effect %
o
gg model will be built to estimate the overall intervention effects. Otherwise, the §
56 random-effect model will be used to provide more conservative results. 8
0
g; Ethics and dissemination: =
@
59 No ethical issues are foreseen because no primary data will be collected. The o
60 o
=}
(7]
o}
1 Q
®
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results will be published in a peer-reviewed scientific journal.
This protocol has been registered on PROSPERO (CRD42018093741).

Strengths and limitations of this study

B This is the first systematic review to evaluate the efficacy and safety of Chinese
herbal medicine for postpartum constipation.

B This study will only consider parallel-group randomized controlled trials (RCTs)
to provide unbiased estimates of treatment effects.

B The Preferred Reporting Items for Systematic reviews and Meta-Analyses
guidelines for protocols (PRISMA-P) 2015 is followed.

B A large degree of heterogeneity in terms of methodological quality and outcome

measures will likely pose challenges for study comparisons.

Introduction

Constipation is one of the most common gastrointestinal symptoms in postpartum
motherst'l. A prospective study showed that the prevalence of constipation was 24%
with 95% confidence interval 13-36% at three months postpartum in the United States
(21, A survey found that 25% and 11.6% of women suffered from constipation at three
and twelve months postpartum in China, respectivelyll.

The aetiology of postpartum constipation is multifactorial. The mode of delivery

and pelvic floor injury may largely contribute to defecation disorders during the

postpartum period*l. Local trauma could be responsible for the anal sphincter spasmbl.

Furthermore, taking painkillers, a lack of adequate dietary fibre, vegetable, fruit and
water, and irregular meals due to baby-care as well as many other situations could
also lead to constipationl®.. Obviously, some factors account for both functional
constipation in adults and postpartum constipation. Others are only associated with
postpartum constipation.

Postpartum constipation can lead to abdominal distension, abdominal pain,
insomnia, inappetence, and so forth!”). These symptoms have negative impacts on
postpartum recovery, breastfeeding, newborn health, and so forthl®].

Conventional therapies for constipation include stool softener, prokinetic agent,
osmotic and stimulant laxative, dietary manipulation, and so forth®). They may be
associated with unexpected side effects, such as bloating, dehydration, a high
recurrence rate after ceasing drugs, and abdominal painl!?l. According to clinical
guidelines, no clinical recommendations have be provided for the management of
postpartum constipation!®!!-121, The choice of treatments for postpartum constipation
remains a challenging clinical problem.

Chinese herbal medicine (CHM) is defined as a preparation derived from plants

2
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z or parts of plants!!3!4l, CHM includes a single herb or complex formula consisting of 7}

©

5 herbal ingredients!'?]. The forms of CHM include tablet, pill, decoction, oral liquid, 5

? powder, injection liquid, and so forth[1°], >

8 CHM has become increasingly popular as an alternative therapy for constipation. ;

?O A randomized double-blind trial showed that a hemp seed pill significantly increased o

[y

11 the responder rate in complete spontaneous bowel movement when compared with Q

:g placebol'”). A multi-center randomized controlled trial (RCT) found that a CHM 3 3

14 decoction had a beneficial effect on reducing the Cleveland constipation score and 3’ ?QD

[¢°] S

12 improving quality of lifel!8], ;, §

17 A 2009 systematic review examined the effectiveness of CHM interventions for g &

© N

12 functional constipation!!]. It showed that CHM was effective for functional = §
«Q

20 constipation. However, no studies associated with postpartum constipation were = 5

;; included. Whether the evidence is transferrable to women diagnosed with postpartum § &

(&

23 constipation remains unclear. < %
«

;2’ Many clinical trials found that CHM was beneficial for the management of =) 2

o .. . . N

26 postpartum constipation. For example, a clinical trial found that Xiaoyao powder § =

nw ©

;é significantly increased the effective rate when compared with polyethylene glycoll?%l, s 9
. . . ®

29 Another trial suggested that a CHM enema treatment was more effective for relieving g_‘é’ §

o

2(1) constipation symptoms of postpartum mothers than glycerine enemal?!l, = %%’

O c

32 A 2014 Cochrane systematic review assessed the efficacy and safety of 5%;

o

3 interventions for treating postpartum constipation(??]. Because of strict criteria, no e

34 a0z

35 eligible RCTs were included. Unfortunately, the potentially eligible studies from 5.5

g ? China could be missed as no Chinese medical databases were searched. And it has not § §’

38 been updated so far. a ??D

. . . . > 5

z g To sum up, the evidence of the efficacy and safety of Chinese herbal medicine for = g

L =

41 postpartum constipation still remains inconclusive due to the lack of well-performed =R

. . : . @ 3

fé systematic reviews on this topic. » o
>

44 This systematic review aims to evaluate the efficacy and safety of CHM for 2 ;

45 T 3 3

ostpartum constipation. 3 @

46 postp p 5 o

47 T o

48 SR

Methods 5 o

49 o o

50 This protocol is developed following the Preferred Reporting Items for S >

)

g; Systematic reviews and Meta-Analyses guidelines for protocols (PRISMA-P) & %

53 20151231, ;2

54 %

55 Q

56 Inclusion criteria 3

0

g; Types of studies 8

@

59 Parallel-group RCTs will be included. No restriction will be put on the language, 2

60 =

=}

)

: e

@
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publication date or status of the study.

Types of participants

Women with constipation during the postpartum period will be included
regardless of age, race, nationality, history of prenatal constipation, frequency of
delivery, mode of delivery (vaginal delivery or caesarean section), gastrointestinal
diseases and so forth.

The postpartum period ranges from an hour after the delivery of placenta to six
weeks!®l,

Participants should be clinically diagnosed with constipation according to the
Rome II or III diagnostic criteria, Bristol stool form scale, clinical guidelines or
defined by trialists. The Rome II Criteria for constipation should include at least two
of the following symptoms lasting for 12 weeks or more over the period of a year: (1)
Straining with more than 25% of defecations, (2) Hard stool with more than 25% of
defecations, (3) Feeling of incomplete evacuation with more than 25% of defecations,
(4) Sensation of anorectal obstruction with more than 25% of defecations, (5) Manual
maneuvers to facilitate more than 25% of defecations, (6) Fewer than three bowel
movements per week, (7) Insufficient criteria for irritable bowel syndromel®*. The
Rome III Criteria for functional constipation should include two or more of the
following: (1) Straining during defecation for at least 25% of bowel movements, (2)
Lumpy or hard stools in at least 25% of defecations, (3) Sensation of incomplete
evacuation for at least 25% of defecations, (4) Sensation of anorectal
obstruction/blockage for at least 25% of defecations, (5) Manual maneuvers to
facilitate at least 25% of defecations, (6) Fewer than 3 defecations per week, (7)
Loose stools are rarely present without the use of laxatives, (8) There are insufficient
criteria for irritable bowel syndromel?3]. These symptoms should start for at least 6
months prior to diagnosis and be present for the past three months[?>,

Types of interventions
Experimental interventions

The experimental interventions include a CHM alone and a combination of CHM
and another active treatment (pharmacological or non-pharmacological intervention).
Any CHM preparation (such as decoction, granula, ointment and capsule) will be

considered.

Comparator interventions

The control interventions include no treatment, placebo and another active
treatment. The route of delivery (such as oral and enema), dosage, frequency and
duration will not be restricted.

The following comparisons will be considered if available:

(1) CHM alone versus no treatment;

4
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2 (2) CHM alone versus placebo; )

. ©

5 (3) CHM alone versus another active treatment; &

? (4) CHM plus another active treatment versus another active treatment alone; %

8 (5) CHM plus another active treatment versus placebo plus another active treatment. ;

9 =

10 o

11 Types of outcome measures @

g Primary outcomes 23

. . . . o ©

14 The primary outcome is spontaneous bowel movement (SBM). We will consider 8 s

[¢°] S

12 the incidence and frequency of SBM in 24 hour or per week, the mean number or the o N

< P

17 change of SBM per week from baselinel!0-26-281, g &

© N

:g Secondary outcomes < §
«Q

20 Secondary outcomes include stool consistency (measured by Bristol Stool Form = 5

;; Scale or other tools), proportion of patients using rescue medication (such as laxatives, § &

(&

23 rectal evacuants), quality of life [measured by Maternal postpartum quality of life § %

;2’ (MAPP-QOL) questionnaire or other tools], transit time (the time from the first 5) 2

26 perception of wanting to defaecate to the finish of defaecation), relief of constipation § =

nw ©

;é symptoms (such as sensation of straining, bloating, abdominal pain)[2%2%301. We will s 9
. . : . ®

29 also consider other outcomes reported by the investigators when possible. g_‘é’ §

o

2(1) Any adverse event of the intervention on both the mother and baby (such as o %%’

O c

32 influence of milk production, milk rejection, et al.) will be extracted and the incidence 5 ’;? 2

o

gi will be estimated if possible. 2% il

on=

35 5. S

g? Search methods for identification of studies § g

38 Electronic searches a ??D

. > 3

ig We will search PubMed (1966 to present), EMBASE (1974 to present), Cochrane = g

L =

41 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to g: =

jé present), Chinese Biomedical Literatures database (CBM, 1978 to present), China E:J §
>

44 National Knowledge Infrastructure (CNKI, 1979 to present) and WANFANG data 2 ;

22 (1998 to present) to identify any eligible study. 3 é
Q

47 The search strategy is developed by a senior librarian (JHS) based on previous 5 ;

48 systematic reviewsl!%22], The detailed search strategy is available at appendix 1. The 3 &

49 y gy pp 3 ¢

50 terms will be modified for other databases if necessary. No language, publication date S >

)

g ; or status will be restricted. & 3

@

53 @

o

gg Searching other resources é

56 Reference lists of primary studies and relevant reviews will be manually searched 8

0

;73 to identify additional references. =

@

59 We will also conduct a search on the website of ClinicalTrials.gov, the World o

60 =

=}

(7]

5 &

=}

@
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Health Organization International Clinical trials Registry platform (ICTRP) and
Chinese Clinical Trial Registry (ChiCTR) to identify additional ongoing or
unpublished studies.

Data collection and analysis
Selection of studies

Two review authors (JBZ and YL) will independently run search strategy to
identify potentially eligible studies. The results of the literature searches will be input
to the EndNote X7 software. Duplicates will be omitted by using the EndNote.

The irrelevant studies will be removed by scanning titles and abstracts of
references identified by the literature searches according to the inclusion criteria.
Then full-text articles will be screened to identify eligible studies. A PRISMA
diagram will be used to illustrate the selection processB!l. Any disagreement will be

resolved through consensus or discussion with a third reviewer (JHZ).

Data extraction and management

A predetermined form will be used to extract data. The pilot test will be
conducted to ensure consistency before performing the review. Two reviewers (JYL
and SD) will independently extract the following information:
(1) General information (title, first author, year of publication, funding);
(2) Study characteristics (design, randomization, allocation. blinding, inclusion and
exclusion criteria, sample size);
(3) Participant characteristics (age, ethnicity, diagnosis criteria, number in each group,
history of prenatal constipation, frequency of delivery, mode of delivery);
(4) Intervention characteristics (experimental intervention, comparator intervention,
route of delivery, dosage, frequency and duration);
(5) Outcomes (primary and secondary outcomes, time points, methods of outcome
assessments, blinding of outcome assessment, adverse events).

If necessary, we will contact authors of the studies included for providing further

details or clarification.

Assessment of risk of bias in included studies

Two reviewers (JBZ and YL) will independently conduct the risk of bias
assessment of included references using the Cochrane ‘risk of bias’ tool3%. The
following seven domains will be assessed: random sequence generation, allocation
concealment, blinding of participants and personnel, blinding of outcome assessment,

incomplete outcome data, selective outcome reporting, and other potential sources of

6
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1 o

2 5

z biasB2l, The risk of bias for each domain will be graded as low, high or unclear for )

. . . . . °

5 each included studyB?l. If a study described that it was a randomized controlled trial 5

? without reporting randomization method, we will contact authors for providing further =

: . : : : 8

8 details or clarification whenever possible. If the information about the sequence ®

?O generation process is insufficient to permit judgment of ‘Low risk’ or ‘High risk’, this )

[y

A study will still be included in this systematic review and the risk of selection bias will @

:g be graded as ‘unclear’. 2 g

14 The overall risk of bias of a study will be estimated low only if all seven domains 8 ?QD

) >

:2 are rated to be at low risk of bias. Otherwise, the overall risk of bias for the study is o N

< P

17 high. We will summarize the results of the risk of bias assessments with a ‘risk of bias g &

=l N

12 graph’ and ‘risk of bias summary’ figure. Any disagreement will be resolved by = §
«Q

20 discussion or involving a third reviewer (JHZ). = 5

21 ER

22 c o

23 Measures of treatment effect 5 5
«

;2’ For the continuous outcomes, we will calculate the mean differences (MDs) with 5) 2

. . . . N

26 95% confidence intervals (CIs) [*21. If the same outcome is measured using different § =

nw ©

;é scales, the standardized mean difference (SMD) with 95% CI will be used to express s 9

29 intervention effects!32]. Risk ratio (RR) with 95% CI will be used to present results for 5o 5

p o<

o

30 dichotomous outcomes*2l. 538

31 522

32 =53

33 . . . . o % o

Dealing with missing data am3

34 a0z

35 We will contact original authors for requesting the missing data if possible. Only 5.5

g ? available data will be included in the primary analysis. However, extreme worst-case § g

38 and best-case analysis will be used to assess the potential impact of the missing data a ??D

39 . e - lvsigi33] > 2

40 In sensitivity analysist->J. g- g

41 2 3

fé Assessment of heterogeneity i §
>

44 Statistical heterogeneity across the studies included will be tested using 2 ;

22 Chi-square test and I? statistic. The heterogeneity is significant statistically when the P 3 é
Q

47 value based on Chi? test less than 0.10 or I? more than 50%034331, If so, exploratory = 2

O o

jg sensitivity or subgroup analyses will be performed to identify possible reasons3¢l. 3 &

e =

50 & 2

o1 Assessment of reporting biases G 2

52 ) . . . . ) . . 3

53 The reporting bias will be investigated using visual funnel plots if more than ten w

o

gg RCTs are included in a meta-analysisB2l. If the reporting bias is identified, we will g

56 explore possible reasons using the subgroup analysis or meta-regression analysis!32]. 8

57 B

58 o

59 2

60 =

=}

(7]

o}

7 Q

®
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Data synthesis

We will perform the meta-analysis when more than one trial examines the same
intervention and outcomes with comparable methods in similar populations. If the
statistical heterogeneity is not identified, the fixed-effect model will be built to
estimate the overall intervention effectsB2l. Otherwise, the random-effect model will
be used to provide more conservative results®2. When multiple intervention groups
are used in a study, we will make pair-wise comparisons by combining groups if
possible32l. All statistical analyses will be performed by the RevMan 5.3 software.
The statistical significance is defined as P < 0.05. If the meta-analysis is not feasible,

we will provide a narrative description of the results.

Subgroup analysis and investigation of heterogeneity
If possible, subgroup analyses will be conducted based on the following
variables:
(1) History of prenatal constipation;
(2) Frequency of delivery;
(3) Mode of delivery (vaginal delivery or caesarean section);
(3) History of gastrointestinal diseases;
(4) Type of comparisons;
(5) Type of preparations (such as decoction, granula, ointment and capsule);
(6) Different diagnostic criteria of constipation (Rome II /III diagnostic criteria,
clinical guidelines or defined by trialists);
(7) Language or publication date;
(8) The aetiology of postpartum constipation (pelvic floor injury, taking painkillers, a
lack of adequate dietary fibre, vegetable, fruit and water, irregular meals, et al.);
The difference of intervention effects across subgroups will be compared by

Chi-square test with P < 0.05 indicating statistical significance.

Sensitivity analysis

We will investigate the robustness of the pooled effects using sensitivity analyses
according to the following variables if possible:
(1) Impact of sample size: removing one or two studies in which sample size is more
than 80% of participants in a meta-analysisi37];
(2) Impact of high risk of bias: removing studies in which overall risk of bias is high;
(3) Impact of selected models: fixed-effect models versus random-effect models;

(4) Impact of missing data: extreme worst-case analysis and best-case analysisB7],

Summary of findings’ tables

8
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2 Two review authors (JBZ and YL) will evaluate the quality of evidence for each 7}

5 outcome using the Grading of Recommendations Assessment, Development and &

? Evaluation (GRADE) system(3°], It will be categorized as high, moderate, low, or very %

8 low!3%, We will present the findings with a ‘summary of finding’ table. It will include ;

?O all important outcomes, absolute and relative magnitude of effects, number of =)

[y

11 participants, and a grade of the overall quality of the body of evidence for each @

:g outcomeB3%. Any discrepancy will be resolved by discussion or a consultation of a 23

14 third review author (JHZ). g 3

15 g 2

16 < R

17 Patient and Public Involvement g &

=l N

12 Patients and public were not involved in development of the research question = §
«Q

20 and outcome measures, the design of this study, or the recruitment to and conduct of = 5

;; the study. There are no plans to disseminate the results to study participants. The § &

(&

23 burden of the intervention was not assessed by patients themselves for randomised 5 §
«

;2’ controlled trials. 5) 2

c N

2% 5 5

;é Amendments 3 9

29 If the protocol is modified, the change, the rationale and the date of any ;ﬁ_‘é’g

o

2(1) amendment will be described in the final report. o %%’

[CE =Y

32 =53

>0

gi Ethics and dissemination a %i

on=

35 No ethical issues are foreseen because no primary data will be collected. 5.5

36 The final report of this systematic review will be published in a peer-reviewed S g

37 = 5

38 scientific journal, and data set will be made freely available. @ B

39 > 3

- o

40 s 3

41 Discussion 2 8

g This systematic review will provide a comprehensive review of the efficacy and f §

44 safety of Chinese herbal medicine for postpartum constipation. The evidence from a 2

45 this review may benefit patients with postpartum constipation and clinicians. It will % %

46 also contribute to the development of relevant clinical guidelines. However, a large 2 5

j; degree of heterogeneity in terms of methodological quality and outcome measures § §

49 will likely pose challenges for study comparisons. 3 o

50 & 2

) e

@

53 Protocol registration: @

54 ) . =

55 This protocol has been registered on PROSPERO (CRD42018093741). 8

56 3

57 =

58 o

59 %

60 m

(7]

@

9 “_E,-

@
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Appendix 1.

PubMed Search strategy:

1. EXP ‘Medicine, Chinese Traditional’/

2. (‘Traditional Chinese Medicine’ OR ‘Chung | Hsueh’ OR ‘Zhong Yi Xue’ OR

‘Chinese Traditional Medicine’ OR TCM).tw

3. EXP "Drugs, Chinese Herbal"/

4. (‘Chinese Herbal Drugs’ OR ‘Chinese Plant Extracts’ OR *‘Chinese herbal

medicine’ OR CHM).tw

OR/1-4

EXP Postpartum Period/

Premature Birth/

Postnatal Care/

Pregnancy Complications/

10. (postpartum OR Puerperium OR post-partum OR “post partum’ OR postnatal OR
post-natal OR “post delivery” OR “after delivery’ OR puerperal OR puerperium
OR post-labour OR pregnancy OR pregnant OR gestation OR fetation OR
conception OR maternity OR conceive OR breastfeeding OR ‘breast feeding” OR
breast-feed OR breast-fed OR Lactation sucking OR “after birth” OR childbirth
OR child-birth OR Childbed OR childbad).tw

11. OR /6-10

12. Constipation/

13. (dyschezia OR obstipation OR constipation OR constipated OR astriction OR
costive OR costiveness OR defecation OR defecatory OR defecate OR
belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR “‘bowel
movement’ OR “hard stool’ OR ‘lumpy stool” OR constipat* OR ‘impacted stool’
OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation).tw

14. delayed bowel movement.tw

15. (bowel AND (function* OR habit* OR movement* OR symptom* OR motility
OR stool*)).tw

16. colon transit.tw

17. (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR

movement OR emptying )).tw

18. OR /12-17

19. randomized controlled trial.pt

20. controlled clinical trial.pt

21. randomized.tw

22. placebo.tw

23. clinical trials as topic/

24. randomly .tw

25. trial.tw

26. OR/19-25

27. Animals/ NOT humans/

28. 26 NOT 27

29. 5AND 11 AND 18 AND 28

© o No O
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o8}

g

!
z EMBASE Search strategy: g
5 #1 Chinese medicine/exp %
? #2 (‘Traditional Chinese Medicine’ OR ‘Chung I Hsueh’ OR “Zhong Yi Xue’ OR %
8 ‘Chinese Traditional Medicine’ OR TCM): ti,ab,kw o
9 #3 herbaceous agent/exp g
1(1) #4 ( ‘herbaceous drug’ OR “herbaceous plant’ OR ‘herbal agent’ OR “herbal material E
12 product’ OR ‘herbal preparation’ ) .ti,ab,kw T %
I #5 1-4/0R s 3
15 #6 Puerperium/exp g 2
16 g <
17 #7 postnatal care/ E §
18 #8 pregnancy/ S 8
;g #9 (postpartum OR Puerperium OR post-partum OR ‘post partum’ OR postnatal OR “53; f
21 post-natal OR ‘post delivery” OR “after delivery’ OR puerperal OR puerperium 3 ;
;g OR post-labour OR pregnancy OR pregnant OR gestation OR fetation OR § %‘?
24 conception OR maternity OR conceive OR breastfeeding OR ‘breast feeding” OR ‘; §
;g breast-feed OR breast-fed OR Lactation sucking OR ‘“after birth” OR childbirth c S
27 OR child-birth OR Childbed OR childbad) .ti,ab,kw g g
i #10 6-9/OR 232
30 #11 Constipation/ 555
31 #12 (dyschezia OR obstipation OR constipation OR constipated OR astriction OR 828
gg costive OR costiveness OR defecation OR defecatory OR defecate OR §§§
34 belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR ‘bowel am=
35 movement’ OR “hard stool’ OR ‘lumpy stool” OR constipat* OR ‘impacted stool’ §v§
g? OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation) .ti,ab,kw g; _§
38 #13 delayed bowel movement. ti,ab,kw a ??D
39 #14 (bowel AND (function* OR habit* OR movement* OR symptom* OR motility z 2
j? OR stool*)). ti,ab,kw 2 2
) #15 colon transit. ti,ab,kw g §
43 #16 intestine motility/ 2 9
44 #17 (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR 5 £
45 . . 3 2
46 movement OR emptying )). ti,ab,kw = 2
47 #18 11-17/OR RS
48 #19 randomized controlled trial/epx S8
gg #20 'randomized controlled trial (topic)/exp g2
51 #21 randomized. ti,ab,kw g ©
52 #22 placebo. ti,ab,kw T3
gi #23 randomly . ti,ab,kw >
55 #24 trial. ti,ab,kw g
56 #25 19-24/ OR 3
57 #26 (exp animal/ or exp animal experiment/ or nonhuman/) not exp human/ .g
o #27 25NOT 26 2
60 #28 #5 AND #10 AND #18 AND #27 AND [embase]/lim =
«Q
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Cochrane Central Register of Controlled Trials (CENTRAL) Search strategy:

#1 'MeSH descriptor: [Medicine, Chinese Traditional] explode all trees'

#2 MeSH descriptor: [Drugs, Chinese Herbal] explode all trees

#3 (Traditional Chinese Medicine):ti,ab,kw OR (Chung | Hsueh):ti,abkw OR
(Zhong Yi Xue):ti,ab,kw OR (Chinese Traditional Medicine):ti,ab,kw OR
("TCM"):ti,ab,kw

#4 (Chinese Herbal Drugs) :ti,ab,kw OR (Chinese Plant Extracts) :ti,ab,kw OR
(Chinese herbal medicine OR CHM) :ti,ab,kw

#5 OR/1-4

#6 MeSH descriptor: [Postpartum Period] explode all trees

#7 MeSH descriptor: [Premature Birth] explode all trees

#8 MeSH descriptor: [Postnatal Care] explode all trees

#9 MeSH descriptor: [Pregnancy Complications] explode all trees

#10 (postpartum OR Puerperium OR post-partum OR “post partum’ OR postnatal
OR post-natal OR ‘post delivery” OR *after delivery’ OR puerperal OR
puerperium OR post-labour OR pregnancy OR pregnant OR gestation OR
fetation OR conception OR maternity OR conceive OR breastfeeding OR ‘breast
feeding’ OR breast-feed OR breast-fed OR Lactation sucking OR “after birth’
OR childbirth OR child-birth OR Childbed OR childbad) :ti,ab,kw

#11 OR /6-10

#12 MeSH descriptor: [Constipation] explode all trees

#13 (dyschezia OR obstipation OR constipation OR constipated OR astriction OR
costive OR costiveness OR defecation OR defecatory OR defecate OR
belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR ‘bowel
movement” OR “hard stool’ OR ‘lumpy stool’ OR constipat* OR ‘impacted stool’
OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation) :ti,ab,kw

#14 delayed bowel movement:ti,ab,kw

#15 (bowel AND (function* OR habit* OR movement* OR symptom* OR motility
OR stool*)):ti,ab,kw

#16 colon transit:ti,ab,kw

#17 (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR
movement OR emptying )) :ti,ab,kw

#18 OR /12-17

#19 MeSH descriptor: [Randomized Controlled Trial] explode all trees

#20 MeSH descriptor: [Randomized Controlled Trials as Topic] explode all trees

#21 randomized. ti,ab,kw

#22 placebo. ti,ab,kw

#23 MeSH descriptor: [Controlled Clinical Trials as Topic] explode all trees

#24 randomly ti,ab,kw

#25 trial. ti,ab,kw

#26 OR/19-25

#27 #5AND #11 AND #18 AND #26
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o8}
g
!
431 Web of science Search strategy: g
5 #1 TS=( Chinese Medicine OR Chung | Hsueh OR Zhong Yi Xue OR TCM OR g
? Chinese Herbal Drugs OR Chinese Plant Extracts OR Chinese herbal medicine %
8 OR CHM ) o
?o #2 TS=(Postpartum OR Premature Birth OR Postnatal Care OR Pregnancy o
11 Complications OR postpartum OR Puerperium OR post-partum OR ‘post partum’ Q
:g OR postnatal OR post-natal OR “post delivery” OR “after delivery” OR puerperal 3 g
14 OR puerperium OR post-labour OR pregnancy OR pregnant OR gestation OR g §,
) >
1 2 fetation OR conception OR maternity OR conceive OR breastfeeding OR “breast > N
<
17 feeding’ OR breast-feed OR breast-fed OR Lactation sucking OR ‘after birth’ 8 §
13 OR childbirth OR child-birth OR Childbed OR childbad ) % %
«Q
20 #3 TS=(Constipation OR dyschezia OR obstipation =~ OR constipation OR ? 5
;; constipated OR astriction OR costive OR costiveness OR defecation OR § &
23 defecatory OR defecate OR belly-bound OR oppilated OR oppilate OR oppilation 5 B
«Q c
;‘; OR Cacation OR “bowel movement” OR “hard stool” OR “lumpy stool” OR ) 2
26 constipat* OR ‘impacted stool” OR ‘rock-like stool” OR Impaction OR § g
27 obstipation OR evacuation) = o
28 ey g
29 #4 TS=( delayed bowel movement ) an
o
2(1) #5 TS=(bowel AND (function* OR habit* OR movement* OR symptom* OR E{%%
32 motility OR stool*)) %f;g
o
gi #6 TS= (colon transit) iai
35 #7 TS=(intestin* AND (motility OR mobility OR peristalsis OR propulsion OR 535
g? movement OR emptying )) % g
38 #8 3-7/0R a ?S’D
23 #9 TS=Random* > %
41 #10 #1 AND #2 AND #8 AND #9 S 3
42 & 3
43 8 9
44 g <
45 ER
46 2 5
47 T 0~
48 S R
49 3 o
50 S >
52 ) o
53 o
54 g—’
55 Q
56 =
57 .
58 %
59 3
60 m
4 )
«Q
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Chinese Biomedical Literatures database (CBM) Search strategy:
#1 77 )5 OR 73fi)5 OR 745

#2 o] = o 4 ) 3R ALY ]

#3 o] = A ) 4 ) 3R AN I ALY ]

#4 #1~#3/0OR

#5 4 OR HEE OR AKf# OR F4ifEK OR MM

#6 L ABUTR] = (S A/ 4 P8 ) 2 AU [ AN AL ]

#7 #5~#6/0OR

#8 i) = rp R 24 4 ) 2R [N ALY ]

#9 ] =P R4 4 S R 3R] [N ALY ]

#10 =R =05 70/ 4 S B 3 RO AN IR ]

#11 < OR H124 OR 2y OR 1P 2y OR HHEE 455 OR 2559774 OR 144¢
7% OR ¥f1J7 OR I/ 3%

#12 #8~#11/0R

#13 BEHL OR HiL OR 2/

#14 ] = REATLGS IR () /4 ) 3280 AN B3 RE]
#15 - BUA=FEHL > BC[AS B ]

#16 LA =R L0 RIS ALY E]

#17 #13~#16/0OR

#18 #4 AND #7 AND #12 AND #17

China National Knowledge Infrastructure (CNKI) Search strategy:
(SU=/"J5 OR SU=%r#)5 OR SU=/#%) AND (SU={fif} OR SU=HF{f§ OR SU=
KM OR SU=Fh%s SU=JENik OR SU=J5J#) AND (SU=FEHL OR FT=FfH1)

WANFANG data Search strategy:
TR Sa A IS AR A (AR + A+ 25 + I+ i) * B AL
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T N
s 38
S B
S
1 o &
2 5 §
3 @ §
4 g 2
5 PRISMA-P 2015 checklist c N
g Section and topic | Item No Page Checklist iteth  ©
8 Administrative % " g
. . ®c>S
9 information 252
1? Title g 5"%
12 . . Chinese herbal medicine for postpartum COl’lStlpatIOEj% F protocol of systematic review and
Identification la 1 Sw3
13 meta-analysis ams
14 =
15 Update 1b No 2 <
16 Registration 2 2 This protocol has been registered on PROSPERO (CRD @0]_% 093741).
1; Authors: @ é
19 Jingbo Zhai'f, Yan Li?f, Jingyi Lin!, Shuo DQﬂglUJmhua Si%*, Junhua Zhang!*
;? nstitute of Traditional Chinese Medicine, Tianjin Unlv%rsrgy of Traditional Chinese Medicine, 312
22 Anshanxi Road, Nankai District, Tianjin 300193, Chlna, » g
=}
;Z 2School of Nursing, Tianjin University of Traditional Chﬁles:é Medicine, 312 Anshanxi Road, Nankai
25 Contact 3a 1 District, Tianjin 300193, China; % i
;? 3Library, Tianjin University of Traditional Chinese Med—écnfe, 312 Anshanxi Road, Nankai District,
O o
28 Tianjin 300193, China; S §
;g Jingbo Zhai and Yan Li contributed equally. g ;
31 *Correspondence to Junhua Zhang, zjhtem(@foxmail. conf’ J 1%1ua Si, sjh665@163.com
;; JBZ, JHS and JHZ conceived the study. JBZ, JHS and JHZ gowded general guidance to the drafting
34 . of the protocol. JBZ and YL drafted the protocol. JHS desighed the search strategy. JBZ, YL, JYL,
35 Contributions 3b 10 ) = . .
36 SD, JHS and JHZ drafted the manuscript. JBZ, YL, JYL, S% JHS and JHZ reviewed and revised the
37 manuscript. All authors have read and approved the final ver§ion of the manuscript.
38 o
39 @
40 m
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If the protocol is modified, the change, the rationale and ghe &ate of any amendment will be described
Amendments 4 9 . 2 o
in the final report. = o
Support: 2oz
Sources 54 10 This study is supported by the Tianjin youth top talent @@% t 2015 (lead by Junhua Zhang) and the
National Natural Science Foundation of China (grant nurf881703936).
Sponsor 5b 10 JBZ, JHS and JHZ are sponsors. ggg
Role of JBZ, JHS and JHZ conceived the study. JBZ, JHS and Jlg-@ﬂ vided general guidance to the drafting
©
Osrofu;%(:rlsor 5c 10 of the protocol. JHS designed the search strategy. JBZ 3IH§ and JHZ drafted the manuscript. JBZ,
JHS and JHZ reviewed and revised the manuscript. % %
© 1=
Introduction > g
Constipation is one of the most common gastrointestigal gs_ymptoms in postpartum mothers. The
choice of treatments for postpartum constipation remams & challenging clinical problem. Chinese
Rationale 6 2-3 herbal medicine has become increasingly popular as aﬁ alfernative therapy for constipation. The
evidence of the efficacy and safety of Chinese herbal%neédicine for postpartum constipation still
remains inconclusive due to the lack of well-performed s$stegnatic reviews on this topic.
Objectives 7 3 This systematic review aims to evaluate the efficacy and %afe?y of CHM for postpartum constipation.
Methods § 8
Types of studies S 2
>
Parallel-group RCTs will be included. No restrlctlongvﬂ‘gbe put on the language, publication date
or status of the study. ﬁ
Eligibility criteria 8 3-5 S
o
Types of participants ‘g

Women with constipation during the postpartum period_gwill be included regardless of age, race,

nationality, history of prenatal constipation, frequency of delfgvery, mode of delivery (vaginal delivery
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or caesarean section), gastrointestinal diseases and so forgh

The postpartum period ranges from an hour after the ﬁelgery of placenta to six weeks!®!

Participants should be clinically diagnosed with cor&tqﬁtlon according to the Rome H or III
diagnostic criteria, Bristol stool form scale, clinical gul&éilges or defined by trialists. The Rome II
Criteria for constipation should include at least two of tksecmfollowmg symptoms lasting for 12 weeks
or more over the period of a year: (1) Straining with mg@ ghan 25% of defecations, (2) Hard stool
with more than 25% of defecations, (3) Feeling of inc@ﬁﬁete evacuation with more than 25% of
defecations, (4) Sensation of anorectal obstruction With%@ie than 25% of defecations, (5) Manual
maneuvers to facilitate more than 25% of defecations, gé) fewer than three bowel movements per
week, (7) Insufficient criteria for irritable bowel syndr@ne[%“] The Rome III Criteria for functional
constipation should include two or more of the followmg (@ Straining during defecation for at least
25% of bowel movements, (2) Lumpy or hard stools in at lesast 25% of defecations, (3) Sensation of
incomplete evacuation for at least 25% of dgfecgttlons, (4) Sensation of anorectal
obstruction/blockage for at least 25% of defecations, (5)gMa§ual maneuvers to facilitate at least 25%
of defecations, (6) Fewer than 3 defecations per week, () Lgose stools are rarely present without the
use of laxatives, (8) There are insufficient criteria for 1r1?1ta‘tae bowel syndromel?’]. These symptoms
should start for at least 6 months prior to diagnosis and be.pré’sent for the past three months!?3],

Types of interventions

‘salfojouyoa
ouaby 1e 520z

Experimental interventions
The experimental interventions include a CHM alone @d a combination of CHM and another
active treatment (pharmacological or non- pharmacologlca%- intervention). Any CHM preparation

(such as decoction, granula, ointment and capsule) will be co%sidered.

Comparator interventions
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The control interventions include no treatment, plac&;bo%hnd another active treatment. The route
of delivery (such as oral and enema), dosage, frequency eYhd guratlon will not be restricted.

The following comparisons will be considered if avaﬁa&@:

o
(1) CHM alone versus no treatment; ggg_
—~ D
(2) CHM alone versus placebo; %S %
. >3
(3) CHM alone versus another active treatment; %;%S
(4) CHM plus another active treatment versus another acﬁvge%reatment alone;
(5) CHM plus another active treatment versus placebo plgs a§0ther active treatment.
=}
2 2
<%
>
Types of outcome measures = %
Primary outcomes s 7
=}

The primary outcome is spontaneous bowel moverﬁ%ntiSBM) We will consider the incidence
and frequency of SBM in 24 hour or per week, the meSn @mber or the change of SBM per week
from baselinel!0-26-28],

Secondary outcomes

93] Je|IWIS
¢ 0T aun

Secondary outcomes include stool consistency (megsuré’d by Bristol Stool Form Scale or other
tools), proportion of patients using rescue medication (sﬁch ;::s laxatives, rectal evacuants), quality of
life [measured by Maternal postpartum quality of life @M@P-QOL) questionnaire or other tools],
transit time (the time from the first perception of wanting t@ defaecate to the finish of defaecation),
relief of constipation symptoms (such as sensation of strainilgg, bloating, abdominal pain)[?62930] We
will also consider other outcomes reported by the investigato%s when possible.

Any adverse event of the intervention on both the motBer and baby (such as influence of milk

production, milk rejection, et al.) will be extracted and the inidence will be estimated if possible.
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5 We will search PubMed (1966 to present), EME@ASB (1974 to present), Cochrane Central
? Information 9 s Register of Controlled Trials (CENTRAL, all years), YZVelgJ of science (1900 to present), Chinese
8 sources Biomedical Literatures database (CBM, 1978 to presen% o@nna National Knowledge Infrastructure
?O (CNKI, 1979 to present) and WANFANG data (1998 to p;&g_nt) to identify any eligible study.
11 We will search PubMed (1966 to present), EMBBA%E: (1974 to present), Cochrane Central
g Register of Controlled Trials (CENTRAL, all years), §/>13 of science (1900 to present), Chinese
14 Biomedical Literatures database (CBM, 1978 to presen‘%ﬁ@una National Knowledge Infrastructure
12 (CNKI, 1979 to present) and WANFANG data (1998 to @esgnt) to identify any eligible study.
17 The search strategy is developed by a senior lib@righ (JHS) based on previous systematic
= @
:g Search strat 0 6 reviews!!%22]. The detailed search strategy is available atjfapp,endix 1. The terms will be modified for
earch strate -
20 &y other databases if necessary. No language, publication da%e G;; status will be restricted.
;; Reference lists of primary studies and relevant re\S.‘ieWE~ will be manually searched to identify
Q o
23 additional references. a 2
%] c
;2’ We will also conduct a search on the website3 ofg ClinicalTrials.gov, the World Health
26 Organization International Clinical trials Registry pla&or% (ICTRP) and Chinese Clinical Trial
9]
;Z Registry (ChiCTR) to identify additional ongoing or unp&bli@wd studies.
29 Study records s ®
30 The results of the literature searches will be imported to ﬁle EndNote X7 software. Duplicates will be
31 Data management 11a 6
32 omitted using the EndNote. g
gi Two review authors (JBZ and YL) will independently ru%: search strategy to identify potentially
35 ) eligible studies. The irrelevant studies will be removed by sﬁanning titles and abstracts of references
36 Selection process 11b 6 . . . i i s . . .
37 identified by the literature searches according to the inclusign criteria. Then full-text articles will be
38 screened to identify eligible studies. A PRISMA diagram2will be used to illustrate the selection
39 il
40 m
41 o
42 Q
)
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process. Any disagreement will be resolved through co: us or discussion with a third reviewer

(JHZ).

S€
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|91 sasB Joy

Data collection
process

11c

A predetermined form will be used to extract datagTi® pilot test will be conducted to ensure
RS

consistency before performing the review. Two reviewea’S%@_YL and SD) will independently extract

the information. If necessary, we will contact authors of &%lﬁded studies for providing further details

233
or clarification. 2®3
M

Data items

12

o=

—

(1) General information (title, first author, year of public&iiog, funding);

E

e

(2) Study characteristics (design, randomization, allocati@n. ghndmg, inclusion and exclusion criteria,

‘Eiwu
=(1adol

sample size);

V

(3) Participant characteristics (age, ethnicity, diagnosm—crlgerla, number in each group, history of
prenatal constipation, frequency of delivery, mode of delsferag)

(4) Intervention characteristics (experimental mterventloﬁ cémparator intervention, route of delivery,

nc uo

dosage, frequency and duration);
(5) Outcomes (primary and secondary outcomes, tim pq%nts methods of outcome assessments,

blinding of outcome assessment, adverse events).

Outcomes and
prioritization

13

ouyo9 reftis pue}

Primary outcomes

e G20g ‘0T

The primary outcome is spontaneous bowel moverrgntlSBM). We will consider the incidence
and frequency of SBM in 24 hour or per week, the megh 1§1mber or the change of SBM per week
from baselinel10-26-28],

Secondary outcomes

Bolqig 9o

Secondary outcomes include stool consistency (measurgd by Bristol Stool Form Scale or other
tools), proportion of patients using rescue medication (such_g's laxatives, rectal evacuants), quality of
life [measured by Maternal postpartum quality of life (MA:PP-QOL) questionnaire or other tools],
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5 transit time (the time from the first perception of wantnsg t& defaecate to the finish of defaecation),
6
7 relief of constipation symptoms (such as sensation of stréﬁnueg bloating, abdominal pain)[2-2%-30], We
8 will also consider other outcomes reported by the 1nvest1ga4m§s when possible.
?O Any adverse event of the intervention on both the mgtg_er and baby (such as influence of milk
~ (D
11 production, milk rejection, et al.) will be extracted and thg ﬁl&dence will be estimated if possible.
12
13 Two reviewers (JBZ and YL) will independently cogciet the risk of bias assessment of included
14 references using the Cochrane ‘risk of bias’ tooll3?! Th&f&ﬁowmg seven domains will be assessed:
15
16 random sequence generation, allocation concealment, bhﬁdng of participants and personnel, blinding
17 of outcome assessment, incomplete outcome data, sele@w@ outcome reporting, and other potential
18
19 sources of biasl®?l. The risk of bias for each domain w111‘3becgraded as low, high or unclear for each
20 included studyB?l. If a study described that it was a ragd(i(mlzed controlled trial without reporting
21
2 Risk of bias in 14 6.7 randomization method, we will contact authors for provfém@further details or clarification whenever
23 individual studies possible. If the information about the sequence generatl(ﬁl pzocess is insufficient to permit judgment
24 . . . . . . . o < . . . .
25 of ‘Low risk’ or ‘High risk’, this study will still be inclug8ed3n this systematic review and the risk of
26 selection bias will be graded as ‘unclear’. % -"3
;; The overall risk of bias of a study will be estimated ﬁ)wgg)nly if all seven domains are rated to be
29 at low risk of bias. Otherwise, the overall risk of bias fgr th; study is high. We will summarize the
2(1) results of the risk of bias assessments with a ‘risk of bik giﬁph’ and ‘risk of bias summary’ figure.
(]
32 Any disagreement will be resolved by discussion or involvind a third reviewer (JHZ).
gi ) We will perform the meta-analysis when more than one trgr-al examines the same intervention and
Data synthesis 15a 8 ) o ]
35 outcomes with comparable methods in similar populations. g
36 . . . .
37 156 9 For the continuous outcomes, we will calculate thg' mean differences (MDs) with 95%
38 confidence intervals (Cls). If the same outcome is measured using different scales, the standardized
39 ®
40 =
41 o
42 Q
)
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mean difference (SMD) with 95% CI will be used to eg(pr%s intervention effects. Risk ratio (RR)
with 95% CI will be used to present results for dlchotoméﬁls eutcornes

If the statistical heterogeneity is not identified, the%‘mgd effect model will be built to estimate
the overall intervention effects. Otherwise, the randomgi%%(_:t model will be used to provide more
conservative results. When multiple intervention groups %fe%lsed in a study, we will make pair-wise
comparisons by combining groups if possible. All statlséaaganalyses will be performed by RevMan
5.3 software. The statistical significance is defined as P G%QE

15¢

If possible, subgroup analyses will be conducted baséd og the following variables:

(1) History of prenatal constipation; Ez )
(2) Frequency of delivery; E—f i
(3) Mode of delivery (vaginal delivery or caesarean sectlgn);?g,'
(3) History of gastrointestinal diseases; a %
(4) Type of comparisons; %) %

(5) Type of preparations (such as decoction, granula, 01n'§ne@t and capsule);
(6) Different diagnostic criteria of constipation (Rome H/ ] diagnostic criteria, clinical guidelines
9]

or defined by trialists);

Bojouys
By 1e G202

(7) Language or publication date;
(8) The aetiology of postpartum constipation (pelvic 3ﬂogr injury, taking painkillers, a lack of
adequate dietary fibre, vegetable, fruit and water, irregular m%als et al.);

The difference of intervention effects across subgroups wﬂl be compared by Chi-square test with
P < 0.05 indicating statistical significance.

We will investigate the robustness of the pooled effects using sensitivity analyses according to

the following variables if possible:
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5 (1) Impact of sample size: removing one or two studiesg;in @vhich sample size is more than 80% of
6 @
- participants in a meta-analysis; 2 g
8 (2) Impact of high risk of bias: removing studies in Whlcl%(gvgrall risk of bias is high;
?O (3) Impact of selected models: fixed-effect models Versugrgrgom—effect models;
— (D
1" (4) Impact of missing data: extreme worst-case analysis #h8 ﬁest-case analysis.
12 .. ] ] ; . .
13 15d 8 If the meta-analysis is not feasible, we will provide a naréé&% description of the results.
oy
14 The reporting bias will be investigated using visual fumﬁéﬂ@ots if more than ten RCTs are included
16 Meta-bias(es) 16 7 in the same meta-analysis. If the reporting bias is 1dent1§e(§ we will explore possible reasons using
17 the subgroup analysis or meta-regression analysis. a o
18 b
19 Two review authors (JBZ and YL) will evaluate the—quélty of evidence for each outcome using
20 the Grading of Recommendations Assessment, Develogmea;lt and Evaluation (GRADE) system. It
21
2 Confidence in will be categorized as high, moderate, low, or very “I’ow3 We will present the findings with a
23 cumulative 17 8-9 ‘summary of finding’ table. It will include all important @utc@mes, absolute and relative magnitude of
24 : . o S . .
25 evidence effects, number of participants, and a grade of the overall guality of the body of evidence for each
> B
26 outcome. Any discrepancy will be resolved by discussi(in og a consultation of a third review author
o (JHZ) S 3
28 : =] o1
29 s B
e >
30 o Q
31 ) 2
32 i
33 =
34 g
35 S
36 s
37 S
38 2
39 @
40 =
41 o
42 <
43 . i ) . . . - o
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2 Chinese herbal medicine for postpartum constipation: a protocol of systematic review )
©
5 and meta-analysis &
? Jingbo Zhai'®, Yan Li?f, Jingyi Lin!, Shuo Dong!, Jinhua Si**, Junhua Zhang!* >
8 IInstitute of Traditional Chinese Medicine, Tianjin University of Traditional Chinese ;
?O Medicine, 312 Anshanxi Road, Nankai District, Tianjin 300193, China; =)
[y
1" 2School of Nursing, Tianjin University of Traditional Chinese Medicine, 312 Q
:g Anshanxi Road, Nankai District, Tianjin 300193, China; g g
14 Library, Tianjin University of Traditional Chinese Medicine, 312 Anshanxi Road, 8 ?QD
[¢°] S
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< P
17 g &
18 e : . . S 8
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«Q
20 *Correspondence  to  Junhua Zhang, zjhtem@foxmail.com; Jinhua  Si, = 5
21 sjh665@163.com 3 &
22 S 4
2 o
> g 2
o ABSTRACT s &
N
26 Introduction: § E
(%] h
27 Constipation is one of the most common gastrointestinal symptoms in postpartum 3 O
28 & g
29 mothers. The choice of treatments for postpartum constipation remains a challenging g_‘é’ el
o
2(1) clinical problem. Chinese herbal medicine has become increasingly popular as an ° %%’
O c
32 alternative therapy for constipation. This systematic review aims to evaluate the 5%;
o
gi efficacy and safety of Chinese herbal medicine for postpartum constipation. 5&3
35 Methods and analysis: S
g ? We will search PubMed (1946 to present), EMBASE (1974 to present), Cochrane § s
38 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to a ??D
. . . . . > 5
ig present), Chinese Biomedical Literatures database (CBM, 1978 to present), China = g
o 2
41 National Knowledge Infrastructure (CNKI, 1979 to present) and WANFANG data 2 B
jé (1998 to present) to identify any eligible study. No restriction will be put on the E:J §
>
44 language, publication date or status of the study. o ;
22 The primary outcome will be the spontaneous bowel movement. Secondary 3 é
Q
47 outcomes will be stool consistency, quality of life, transit time, relief of constipation = S
O o
jg symptoms, and adverse events. g o
= 2
50 We will perform the meta-analysis when more than one trial examines the same S »
51 . . . . .. . o 8
s intervention and outcomes with comparable methods in similar populations. If the @ 3
53 heterogeneity is not significant statistically (P > 0.10 or I? < 50%), the fixed-effect %
o
gg model will be built to estimate the overall intervention effects. Otherwise, the §
56 random-effect model will be used to provide more conservative results. 8
0
g; Ethics and dissemination: =
@
59 No ethical issues are foreseen because no primary data will be collected. The o
60 o
=}
(7]
o}
1 Q
®
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results will be published in a peer-reviewed scientific journal.
This protocol has been registered on PROSPERO (CRD42018093741).

Strengths and limitations of this study
B This study will only consider parallel-group randomized controlled trials (RCTs)

to provide unbiased estimates of treatment effects.

B No language or publication date will be restricted.

B The robustness of the pooled effects will be investigated by the sensitivity
analysis.

B The extreme worst-case and best-case analysis will be used to assess the potential
impact of the missing data.

B A large degree of heterogeneity in terms of methodological quality and outcome

measures will likely pose challenges for study comparisons.

Introduction

Constipation is one of the most common gastrointestinal symptoms in postpartum
mothers!!l. A prospective study showed that the prevalence of constipation was 24%
with 95% confidence interval 13-36% at three months postpartum in the United States
(2], A survey found that 25% and 11.6% of women suffered from constipation at three
and twelve months postpartum in China, respectivelyB.

The aetiology of postpartum constipation is multifactorial. The mode of delivery

and pelvic floor injury may largely contribute to defecation disorders during the

postpartum period(*l. Local trauma could be responsible for the anal sphincter spasml>l.

Furthermore, taking painkillers, a lack of adequate dietary fibre, vegetable, fruit and
water, and irregular meals due to baby-care as well as many other situations could
also lead to constipationl®. Obviously, some factors account for both functional
constipation in adults and postpartum constipation. Others are only associated with
postpartum constipation.

Postpartum constipation can lead to abdominal distension, abdominal pain,
insomnia, inappetence, and so forth!”l. These symptoms have negative impacts on
postpartum recovery, breastfeeding, newborn health, and so forth!®.

Conventional therapies for constipation include stool softener, prokinetic agent,
osmotic and stimulant laxative, dietary manipulation, and so forth®). They may be
associated with unexpected side effects, such as bloating, dehydration, a high
recurrence rate after ceasing drugs, and abdominal pain!'®l, According to clinical

guidelines, no clinical recommendations have be provided for the management of

2
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2 2

z postpartum constipation!®!!-121, The choice of treatments for postpartum constipation )

©

5 remains a challenging clinical problem. &

? Chinese herbal medicine (CHM) is defined as a preparation derived from plants %

8 or parts of plants!!3!4l, CHM includes a single herb or complex formula consisting of ;

?O herbal ingredients!!>]. The forms of CHM include tablet, pill, decoction, oral liquid, =)

[y

11 powder, injection liquid, and so forth!'¢], @

:g CHM has become increasingly popular as an alternative therapy for constipation. g _g

14 A randomized double-blind trial showed that a hemp seed pill significantly increased 8 s

[¢°] S

:2 the responder rate in complete spontaneous bowel movement when compared with o N

< P

17 placebol'”l. A multi-center randomized controlled trial (RCT) found that a CHM g &

© N

12 decoction had a beneficial effect on reducing the Cleveland constipation score and s §
«Q

20 improving quality of lifel!8]. = 5

;; A 2009 systematic review examined the effectiveness of CHM interventions for § &

(&

23 functional constipation!!®]. It showed that CHM was effective for functional 5 5
«

;2’ constipation. However, no studies associated with postpartum constipation were 5) 2

. . ) . . N

26 included. Whether the evidence is transferrable to women diagnosed with postpartum § =

nw ©

;é constipation remains unclear. s 9

29 Many clinical trials found that CHM was beneficial for the management of ;ﬁ_‘é’g

o

2(1) postpartum constipation. For example, a clinical trial found that Xiaoyao powder o %%’

O c

32 significantly increased the effective rate when compared with polyethylene glycoll?%l, 5 ,'.‘ﬁ;

o

gi Another trial suggested that a CHM enema treatment was more effective for relieving = %i

on=

35 constipation symptoms of postpartum mothers than glycerine enemal?!l, 5.5

g ? A 2014 Cochrane systematic review assessed the efficacy and safety of § §’

38 interventions for treating postpartum constipation[??]. Because of strict criteria, no a ??D

. . . . . . . > 5

ig eligible RCTs were included. Unfortunately, the potentially eligible studies from = g

i . . . : B 2

41 China could be missed as no Chinese medical databases were searched. And it has not =

jé been updated so far. E:J §
>

44 To sum up, the evidence of the efficacy and safety of Chinese herbal medicine for 2 ;

22 postpartum constipation still remains inconclusive due to the lack of well-performed 3 é
Q

47 systematic reviews on this topic. 5 5

O o

jg This systematic review aims to evaluate the efficacy and safety of CHM for 3 &

e m

50 postpartum constipation. S >

52 ’ 3

53 Methods o]

o

gg This protocol adheres to the Preferred Reporting Items for Systematic reviews §

56 and Meta-Analysis protocols (PRISMA-P) 2015231, %

57 E

58 o

59 Inclusion criteria a

60 =

=}

)

: e

@
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Types of studies
Parallel-group RCTs will be included. No restriction will be put on the language,

publication date or status of the study.

Types of participants

Women with constipation during the postpartum period will be included
regardless of age, race, nationality, history of prenatal constipation, frequency of
delivery, mode of delivery (vaginal delivery or caesarean section), gastrointestinal
diseases and so forth.

The postpartum period ranges from an hour after the delivery of placenta to six
weeks(®l,

Participants should be clinically diagnosed with constipation according to the
Rome II or III diagnostic criteria, Bristol stool form scale, clinical guidelines or
defined by trialists. The Rome II Criteria for constipation should include at least two
of the following symptoms lasting for 12 weeks or more over the period of a year: (1)
Straining with more than 25% of defecations, (2) Hard stool with more than 25% of
defecations, (3) Feeling of incomplete evacuation with more than 25% of defecations,
(4) Sensation of anorectal obstruction with more than 25% of defecations, (5) Manual
maneuvers to facilitate more than 25% of defecations, (6) Fewer than three bowel
movements per week, (7) Insufficient criteria for irritable bowel syndromel?¥. The
Rome IIT Criteria for functional constipation should include two or more of the
following: (1) Straining during defecation for at least 25% of bowel movements, (2)
Lumpy or hard stools in at least 25% of defecations, (3) Sensation of incomplete
evacuation for at least 25% of defecations, (4) Sensation of anorectal
obstruction/blockage for at least 25% of defecations, (5) Manual maneuvers to
facilitate at least 25% of defecations, (6) Fewer than 3 defecations per week, (7)
Loose stools are rarely present without the use of laxatives, (8) There are insufficient
criteria for irritable bowel syndromel?3]. These symptoms should start for at least 6
months prior to diagnosis and be present for the past three months!?3].

Types of interventions
Experimental interventions

The experimental interventions include a CHM alone and a combination of CHM
and another active treatment (pharmacological or non-pharmacological intervention).
Any CHM preparation (such as decoction, granula, ointment and capsule) will be

considered.

Comparator interventions
The control interventions include no treatment, placebo and another active
treatment. The route of delivery (such as oral and enema), dosage, frequency and

duration will not be restricted.

4
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@

<

(&

! H

2 2

2 The following comparisons will be considered if available: )

©

5 (1) CHM alone versus no treatment; &

? (2) CHM alone versus placebo; >

8 (3) CHM alone versus another active treatment; ;

? 0 (4) CHM plus another active treatment versus another active treatment alone; o

[y

A (5) CHM plus another active treatment versus placebo plus another active treatment. @

12 o =

13 s 2

14 Types of outcome measures g o

15 . @ 3

6 Primary outcomes g 8

17 The primary outcome is spontaneous bowel movement (SBM). We will consider g &

=l N

12 the incidence and frequency of SBM in 24 hour or per week, the mean number or the = §
«Q

20 change of SBM per week from baselinel!%-26-281, = 5

;; Secondary outcomes é &

(&

23 Secondary outcomes include stool consistency (measured by Bristol Stool Form 5 g
«

;2’ Scale or other tools), proportion of patients using rescue medication (such as laxatives, 5) 2

. . . . N

26 rectal evacuants), quality of life [measured by Maternal postpartum quality of life § =

nw ©

;é (MAPP-QOL) questionnaire or other tools], transit time (the time from the first s 9

29 perception of wanting to defaecate to the finish of defaecation), relief of constipation ;’i_‘é’ §

o

2(1) symptoms (such as sensation of straining, bloating, abdominal pain)[?-2%301. We will = %%’

O c

32 also consider other outcomes reported by the investigators when possible. 5 ’;? 2

o

gi Any adverse event of the intervention on both the mother and baby (such as = %i

on=

35 influence of milk production, milk rejection, et al.) will be extracted and the incidence 5.5

36 will be estimated if possible. S §’

37 = 5

38 @ 3

> >

ig Search methods for identification of studies = g

L =

41 Electronic searches gﬁ =

jé We will search PubMed (1966 to present), EMBASE (1974 to present), Cochrane E:J §
>

44 Central Register of Controlled Trials (CENTRAL, all years), Web of science (1900 to 2 ;

22 present), Chinese Biomedical Literatures database (CBM, 1978 to present), China 3 é
Q

47 National Knowledge Infrastructure (CNKI, 1979 to present) and WANFANG data = 5

O o

jg (1998 to present) to identify any eligible study. 3 &

e m

50 The search strategy is developed by a senior librarian (JHS) based on previous S >

)

g; systematic reviewsl(!*22], The detailed search strategy is available at appendix 1. The & 3

53 terms will be modified for other databases if necessary. No language, publication date %

o

>4 or status will be restricted. 5

55 Q

56 3

;73 Searching other resources =

@

59 Reference lists of primary studies and relevant reviews will be manually searched 2

60 =

=}

(7]

5 &

=}

@
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to identify additional references.

We will also conduct a search on the website of ClinicalTrials.gov, the World
Health Organization International Clinical trials Registry platform (ICTRP) and
Chinese Clinical Trial Registry (ChiCTR) to identify additional ongoing or
unpublished studies.

Data collection and analysis
Selection of studies

Two review authors (JBZ and YL) will independently run search strategy to
identify potentially eligible studies. The results of the literature searches will be input
to the EndNote X7 software. Duplicates will be omitted by using the EndNote.

The irrelevant studies will be removed by scanning titles and abstracts of
references identified by the literature searches according to the inclusion criteria.
Then full-text articles will be screened to identify eligible studies. A PRISMA
diagram will be used to illustrate the selection processB!. Any disagreement will be

resolved through consensus or discussion with a third reviewer (JHZ).

Data extraction and management

A predetermined form will be used to extract data. The pilot test will be
conducted to ensure consistency before performing the review. Two reviewers (JYL
and SD) will independently extract the following information:
(1) General information (title, first author, year of publication, funding);
(2) Study characteristics (design, randomization, allocation. blinding, inclusion and
exclusion criteria, sample size);
(3) Participant characteristics (age, ethnicity, diagnosis criteria, number in each group,
history of prenatal constipation, frequency of delivery, mode of delivery);
(4) Intervention characteristics (experimental intervention, comparator intervention,
route of delivery, dosage, frequency and duration);
(5) Outcomes (primary and secondary outcomes, time points, methods of outcome
assessments, blinding of outcome assessment, adverse events).

If necessary, we will contact authors of the studies included for providing further

details or clarification.

Assessment of risk of bias in included studies
Two reviewers (JBZ and YL) will independently conduct the risk of bias
assessment of included references using the Cochrane ‘risk of bias’ toolB3%. The

following seven domains will be assessed: random sequence generation, allocation

6
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@

<

(&

@)

1 3

2 2

2 concealment, blinding of participants and personnel, blinding of outcome assessment, 7}

. . . . °

5 incomplete outcome data, selective outcome reporting, and other potential sources of 5

? bias!32l. The risk of bias for each domain will be graded as low, high or unclear for %

8 each included study!*?l. If a study described that it was a randomized controlled trial ;

? 0 without reporting randomization method, we will contact authors for providing further )

[y

A details or clarification whenever possible. If the information about the sequence @

:g generation process is insufficient to permit judgment of ‘Low risk’ or ‘High risk’, this 3 g

14 study will still be included in this systematic review and the risk of selection bias will 8 ?QD

15 ¢ 5 gz

16 be graded as ‘unclear’. g §

17 The overall risk of bias of a study will be estimated low only if all seven domains g &

=l N

12 are rated to be at low risk of bias. Otherwise, the overall risk of bias for the study is s §
«Q

20 high. We will summarize the results of the risk of bias assessments with a ‘risk of bias = 5

;; graph’ and ‘risk of bias summary’ figure. Any disagreement will be resolved by é &

(&

23 discussion or involving a third reviewer (JHZ). 5 g

24 S s

25 g <

N

26 Measures of treatment effect § Q

nw ©

;é For the continuous outcomes, we will calculate the mean differences (MDs) with s 9

29 95% confidence intervals (CIs) [321. If the same outcome is measured using different ?gf‘é’i

o

2(1) scales, the standardized mean difference (SMD) with 95% CI will be used to express ° %%’

O c

32 intervention effects(*2l. Risk ratio (RR) with 95% CI will be used to present results for 5,‘.; oy

o

3 dichotomous outcomes(32l. am3

34 20 =

35 5. ¢

g? Dealing with missing data g: 3

. . . . . . . . > o

38 We will contact original authors for requesting the missing data if possible. Only Q 3

. . . . . . > 3

ig available data will be included in the primary analysis. However, extreme worst-case = g

L =

41 and best-case analysis will be used to assess the potential impact of the missing data g: g

42 . e .  o[33] Q 3

in sensitivity analysis!*. =

43 5 S

44 o €

22 Assessment of heterogeneity 3 é
Q

47 Statistical heterogeneity across the studies included will be tested using = S

O o

jg Chi-square test and I? statistic. The heterogeneity is significant statistically when the P 3 &

e =

50 value based on Chi? test less than 0.10 or I? more than 50%[*4331. If so, exploratory S »

)

o1 sensitivity or subgroup analyses will be performed to identify possible reasons*¢l. & 2

52 3

53 @

o

gg Assessment of reporting biases é

56 The reporting bias will be investigated using visual funnel plots if more than ten 8

0

;73 RCTs are included in a meta-analysis(®2l. If the reporting bias is identified, we will =]

. . . . . m

59 explore possible reasons using the subgroup analysis or meta-regression analysis!32], 2

60 =

=}

)

7 Q

®
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Data synthesis

We will perform the meta-analysis when more than one trial examines the same
intervention and outcomes with comparable methods in similar populations. If the
statistical heterogeneity is not identified, the fixed-effect model will be built to
estimate the overall intervention effectsl32. Otherwise, the random-effect model will
be used to provide more conservative resultsi*2l, When multiple intervention groups
are used in a study, we will make pair-wise comparisons by combining groups if
possiblel2l, All statistical analyses will be performed by the RevMan 5.3 software.
The statistical significance is defined as P < 0.05. If the meta-analysis is not feasible,

we will provide a narrative description of the results.

Subgroup analysis and investigation of heterogeneity
If possible, subgroup analyses will be conducted based on the following
variables:
(1) History of prenatal constipation;
(2) Frequency of delivery;
(3) Mode of delivery (vaginal delivery or caesarean section);
(3) History of gastrointestinal diseases;
(4) Type of comparisons;
(5) Type of preparations (such as decoction, granula, ointment and capsule);
(6) Different diagnostic criteria of constipation (Rome II /III diagnostic criteria,
clinical guidelines or defined by trialists);
(7) Language or publication date;
(8) The aetiology of postpartum constipation (pelvic floor injury, taking painkillers, a
lack of adequate dietary fibre, vegetable, fruit and water, irregular meals, et al.);
The difference of intervention effects across subgroups will be compared by

Chi-square test with P < 0.05 indicating statistical significance.

Sensitivity analysis

We will investigate the robustness of the pooled effects using sensitivity analyses
according to the following variables if possible:
(1) Impact of sample size: removing one or two studies in which sample size is more
than 80% of participants in a meta-analysisi37!;
(2) Impact of high risk of bias: removing studies in which overall risk of bias is high;
(3) Impact of selected models: fixed-effect models versus random-effect models;

(4) Impact of missing data: extreme worst-case analysis and best-case analysisB7],

8
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<

(&

@)

1 ?

2 2

3 =

4 2

5 Summary of findings’ tables &

? Two review authors (JBZ and YL) will evaluate the quality of evidence for each %

8 outcome using the Grading of Recommendations Assessment, Development and ;

?O Evaluation (GRADE) system!3%, It will be categorized as high, moderate, low, or very o

=

11 lowB3%, We will present the findings with a ‘summary of finding’ table. It will include @

:g all important outcomes, absolute and relative magnitude of effects, number of 3 g

14 participants, and a grade of the overall quality of the body of evidence for each 3’ ?QD

[¢°] S

:2 outcomeB%. Any discrepancy will be resolved by discussion or a consultation of a o N

< p

17 third review author (JHZ). g &

18 2

19 g B

20 Patient and Public Involvement = o

;; Patients and public were not involved in development of the research question § &

(&

23 and outcome measures, the design of this study, or the recruitment to and conduct of 5 §
«

;2’ the study. There are no plans to disseminate the results to study participants. The 5) 2

: . . . N

26 burden of the intervention was not assessed by patients themselves for randomised § =

nw ©

;é controlled trials. 3 O

29 g3

30 oS3

31 Amendments © g.%’

O c

32 If the protocol is modified, the change, the rationale and the date of any 5%;

o

3 amendment will be described in the final report. e

34 on=

35 5. S

36 . . . . 3 3

Ethics and dissemination S 3

37 s 5

38 No ethical issues are foreseen because no primary data will be collected. @ B

. . . . . . . > 5

ig The final report of this systematic review will be published in a peer-reviewed = g

L =

41 scientific journal, and data set will be made freely available. =R

42 & 3

43 5 S

44 Discussion o o

22 This systematic review will provide a comprehensive review of the efficacy and 3 3

. . . . . . =

47 safety of Chinese herbal medicine for postpartum constipation. The evidence from 2 S

48 this review may benefit patients with postpartum constipation and clinicians. It will S §
=}

49 also contribute to the development of relevant clinical guidelines. However, a large S 2

?1) degree of heterogeneity in terms of methodological quality and outcome measures < %
. . . (%]

52 will likely pose challenges for study comparisons. ' §

53 @

54 %

55 Q

56 Protocol registration: §

57 , _ =)

58 This protocol has been registered on PROSPERO (CRD42018093741). ?D

59 2

60 o

=}

)

? e

@
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Appendix 1.

PubMed Search strategy:

1. EXP ‘Medicine, Chinese Traditional’/

2. (‘Traditional Chinese Medicine’ OR ‘Chung | Hsueh’ OR ‘Zhong Yi Xue’ OR

‘Chinese Traditional Medicine’ OR TCM).tw

3. EXP "Drugs, Chinese Herbal"/

4. (‘Chinese Herbal Drugs’ OR ‘Chinese Plant Extracts’ OR *‘Chinese herbal

medicine’ OR CHM).tw

OR/1-4

EXP Postpartum Period/

Premature Birth/

Postnatal Care/

Pregnancy Complications/

10. (postpartum OR Puerperium OR post-partum OR “post partum’ OR postnatal OR
post-natal OR “post delivery” OR “after delivery’ OR puerperal OR puerperium
OR post-labour OR pregnancy OR pregnant OR gestation OR fetation OR
conception OR maternity OR conceive OR breastfeeding OR ‘breast feeding” OR
breast-feed OR breast-fed OR Lactation sucking OR “after birth” OR childbirth
OR child-birth OR Childbed OR childbad).tw

11. OR /6-10

12. Constipation/

13. (dyschezia OR obstipation OR constipation OR constipated OR astriction OR
costive OR costiveness OR defecation OR defecatory OR defecate OR
belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR “‘bowel
movement’ OR “hard stool’ OR ‘lumpy stool” OR constipat* OR ‘impacted stool’
OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation).tw

14. delayed bowel movement.tw

15. (bowel AND (function* OR habit* OR movement* OR symptom* OR motility
OR stool*)).tw

16. colon transit.tw

17. (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR

movement OR emptying )).tw

18. OR /12-17

19. randomized controlled trial.pt

20. controlled clinical trial.pt

21. randomized.tw

22. placebo.tw

23. clinical trials as topic/

24. randomly .tw

25. trial.tw

26. OR/19-25

27. Animals/ NOT humans/

28. 26 NOT 27

29. 5AND 11 AND 18 AND 28

© o No O
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o8}

g

!
z EMBASE Search strategy: g
5 #1 Chinese medicine/exp %
? #2 (‘Traditional Chinese Medicine’ OR ‘Chung I Hsueh’ OR “Zhong Yi Xue’ OR %
8 ‘Chinese Traditional Medicine’ OR TCM): ti,ab,kw o
9 #3 herbaceous agent/exp g
1(1) #4 ( ‘herbaceous drug’ OR “herbaceous plant’ OR ‘herbal agent’ OR “herbal material E
12 product’ OR ‘herbal preparation’ ) .ti,ab,kw T %
I #5 1-4/0R s 3
15 #6 Puerperium/exp g 2
16 g <
17 #7 postnatal care/ E §
18 #8 pregnancy/ S 8
;g #9 (postpartum OR Puerperium OR post-partum OR ‘post partum’ OR postnatal OR “53; f
21 post-natal OR ‘post delivery” OR “after delivery’ OR puerperal OR puerperium 3 ;
;g OR post-labour OR pregnancy OR pregnant OR gestation OR fetation OR § %‘?
24 conception OR maternity OR conceive OR breastfeeding OR ‘breast feeding” OR ‘; §
;g breast-feed OR breast-fed OR Lactation sucking OR ‘“after birth” OR childbirth c S
27 OR child-birth OR Childbed OR childbad) .ti,ab,kw g g
i #10 6-9/OR 232
30 #11 Constipation/ 555
31 #12 (dyschezia OR obstipation OR constipation OR constipated OR astriction OR 828
gg costive OR costiveness OR defecation OR defecatory OR defecate OR §§§
34 belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR ‘bowel am=
35 movement’ OR “hard stool’ OR ‘lumpy stool” OR constipat* OR ‘impacted stool’ §v§
g? OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation) .ti,ab,kw g; _§
38 #13 delayed bowel movement. ti,ab,kw a ??D
39 #14 (bowel AND (function* OR habit* OR movement* OR symptom* OR motility z 2
j? OR stool*)). ti,ab,kw 2 2
) #15 colon transit. ti,ab,kw g §
43 #16 intestine motility/ 2 9
44 #17 (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR 5 £
45 . . 3 2
46 movement OR emptying )). ti,ab,kw = 2
47 #18 11-17/OR RS
48 #19 randomized controlled trial/epx S8
gg #20 'randomized controlled trial (topic)/exp g2
51 #21 randomized. ti,ab,kw g ©
52 #22 placebo. ti,ab,kw T3
gi #23 randomly . ti,ab,kw >
55 #24 trial. ti,ab,kw g
56 #25 19-24/ OR 3
57 #26 (exp animal/ or exp animal experiment/ or nonhuman/) not exp human/ .g
o #27 25NOT 26 2
60 #28 #5 AND #10 AND #18 AND #27 AND [embase]/lim =
«Q
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Cochrane Central Register of Controlled Trials (CENTRAL) Search strategy:

#1 'MeSH descriptor: [Medicine, Chinese Traditional] explode all trees'

#2 MeSH descriptor: [Drugs, Chinese Herbal] explode all trees

#3 (Traditional Chinese Medicine):ti,ab,kw OR (Chung | Hsueh):ti,abkw OR
(Zhong Yi Xue):ti,ab,kw OR (Chinese Traditional Medicine):ti,ab,kw OR
("TCM"):ti,ab,kw

#4 (Chinese Herbal Drugs) :ti,ab,kw OR (Chinese Plant Extracts) :ti,ab,kw OR
(Chinese herbal medicine OR CHM) :ti,ab,kw

#5 OR/1-4

#6 MeSH descriptor: [Postpartum Period] explode all trees

#7 MeSH descriptor: [Premature Birth] explode all trees

#8 MeSH descriptor: [Postnatal Care] explode all trees

#9 MeSH descriptor: [Pregnancy Complications] explode all trees

#10 (postpartum OR Puerperium OR post-partum OR “post partum’ OR postnatal
OR post-natal OR ‘post delivery” OR *after delivery’ OR puerperal OR
puerperium OR post-labour OR pregnancy OR pregnant OR gestation OR
fetation OR conception OR maternity OR conceive OR breastfeeding OR ‘breast
feeding’ OR breast-feed OR breast-fed OR Lactation sucking OR “after birth’
OR childbirth OR child-birth OR Childbed OR childbad) :ti,ab,kw

#11 OR /6-10

#12 MeSH descriptor: [Constipation] explode all trees

#13 (dyschezia OR obstipation OR constipation OR constipated OR astriction OR
costive OR costiveness OR defecation OR defecatory OR defecate OR
belly-bound OR oppilated OR oppilate OR oppilation OR Cacation OR ‘bowel
movement” OR “hard stool’ OR ‘lumpy stool’ OR constipat* OR ‘impacted stool’
OR ‘rock-like stool” OR Impaction OR obstipation OR evacuation) :ti,ab,kw

#14 delayed bowel movement:ti,ab,kw

#15 (bowel AND (function* OR habit* OR movement* OR symptom* OR motility
OR stool*)):ti,ab,kw

#16 colon transit:ti,ab,kw

#17 (intestin* AND (motility OR mobility OR peristalsis OR propulsion OR
movement OR emptying )) :ti,ab,kw

#18 OR /12-17

#19 MeSH descriptor: [Randomized Controlled Trial] explode all trees

#20 MeSH descriptor: [Randomized Controlled Trials as Topic] explode all trees

#21 randomized. ti,ab,kw

#22 placebo. ti,ab,kw

#23 MeSH descriptor: [Controlled Clinical Trials as Topic] explode all trees

#24 randomly ti,ab,kw

#25 trial. ti,ab,kw

#26 OR/19-25

#27 #5AND #11 AND #18 AND #26
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o8}
g
!
431 Web of science Search strategy: g
5 #1 TS=( Chinese Medicine OR Chung | Hsueh OR Zhong Yi Xue OR TCM OR g
? Chinese Herbal Drugs OR Chinese Plant Extracts OR Chinese herbal medicine %
8 OR CHM ) o
?o #2 TS=(Postpartum OR Premature Birth OR Postnatal Care OR Pregnancy o
11 Complications OR postpartum OR Puerperium OR post-partum OR ‘post partum’ Q
:g OR postnatal OR post-natal OR “post delivery” OR “after delivery” OR puerperal 3 g
14 OR puerperium OR post-labour OR pregnancy OR pregnant OR gestation OR g §,
) >
1 2 fetation OR conception OR maternity OR conceive OR breastfeeding OR “breast > N
<
17 feeding’ OR breast-feed OR breast-fed OR Lactation sucking OR ‘after birth’ 8 §
13 OR childbirth OR child-birth OR Childbed OR childbad ) % %
«Q
20 #3 TS=(Constipation OR dyschezia OR obstipation =~ OR constipation OR ? 5
;; constipated OR astriction OR costive OR costiveness OR defecation OR § &
23 defecatory OR defecate OR belly-bound OR oppilated OR oppilate OR oppilation 5 B
«Q c
;‘; OR Cacation OR “bowel movement” OR “hard stool” OR “lumpy stool” OR ) 2
26 constipat* OR ‘impacted stool” OR ‘rock-like stool” OR Impaction OR § g
27 obstipation OR evacuation) = o
28 ey g
29 #4 TS=( delayed bowel movement ) an
o
2(1) #5 TS=(bowel AND (function* OR habit* OR movement* OR symptom* OR E{%%
32 motility OR stool*)) %f;g
o
gi #6 TS= (colon transit) iai
35 #7 TS=(intestin* AND (motility OR mobility OR peristalsis OR propulsion OR 535
g? movement OR emptying )) % g
38 #8 3-7/0R a ?S’D
23 #9 TS=Random* > %
41 #10 #1 AND #2 AND #8 AND #9 S 3
42 & 3
43 8 9
44 g <
45 ER
46 2 5
47 T 0~
48 S R
49 3 o
50 S >
52 ) o
53 o
54 g—’
55 Q
56 =
57 .
58 %
59 3
60 m
4 )
«Q
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Chinese Biomedical Literatures database (CBM) Search strategy:
#1 77 )5 OR 73fi)5 OR 745

#2 o] = o 4 ) 3R ALY ]

#3 o] = A ) 4 ) 3R AN I ALY ]

#4 #1~#3/0OR

#5 4 OR HEE OR AKf# OR F4ifEK OR MM

#6 L ABUTR] = (S A/ 4 P8 ) 2 AU [ AN AL ]

#7 #5~#6/0OR

#8 i) = rp R 24 4 ) 2R [N ALY ]

#9 ] =P R4 4 S R 3R] [N ALY ]

#10 =R =05 70/ 4 S B 3 RO AN IR ]

#11 < OR H124 OR 2y OR 1P 2y OR HHEE 455 OR 2559774 OR 144¢
7% OR ¥f1J7 OR I/ 3%

#12 #8~#11/0R

#13 BEHL OR HiL OR 2/

#14 ] = REATLGS IR () /4 ) 3280 AN B3 RE]
#15 - BUA=FEHL > BC[AS B ]

#16 LA =R L0 RIS ALY E]

#17 #13~#16/0OR

#18 #4 AND #7 AND #12 AND #17

China National Knowledge Infrastructure (CNKI) Search strategy:
(SU=/"J5 OR SU=%r#)5 OR SU=/#%) AND (SU={fif} OR SU=HF{f§ OR SU=
KM OR SU=Fh%s SU=JENik OR SU=J5J#) AND (SU=FEHL OR FT=FfH1)

WANFANG data Search strategy:
TR Sa A IS AR A (AR + A+ 25 + I+ i) * B AL
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T N
s 38
S B
S
1 o &
2 5 §
3 @ §
4 g 2
5 PRISMA-P 2015 checklist c N
g Section and topic | Item No Page Checklist iteth  ©
8 Administrative % " g
. . ®c>S
9 information 252
1? Title g 5"%
12 . . Chinese herbal medicine for postpartum COl’lStlpatIOEj% F protocol of systematic review and
Identification la 1 Sw3
13 meta-analysis ams
14 =
15 Update 1b No 2 <
16 Registration 2 2 This protocol has been registered on PROSPERO (CRD @0]_% 093741).
1; Authors: @ é
19 Jingbo Zhai'f, Yan Li?f, Jingyi Lin!, Shuo DQﬂglUJmhua Si%*, Junhua Zhang!*
;? nstitute of Traditional Chinese Medicine, Tianjin Unlv%rsrgy of Traditional Chinese Medicine, 312
22 Anshanxi Road, Nankai District, Tianjin 300193, Chlna, » g
=}
;Z 2School of Nursing, Tianjin University of Traditional Chﬁles:é Medicine, 312 Anshanxi Road, Nankai
25 Contact 3a 1 District, Tianjin 300193, China; % i
;? 3Library, Tianjin University of Traditional Chinese Med—écnfe, 312 Anshanxi Road, Nankai District,
O o
28 Tianjin 300193, China; S §
;g Jingbo Zhai and Yan Li contributed equally. g ;
31 *Correspondence to Junhua Zhang, zjhtem(@foxmail. conf’ J 1%1ua Si, sjh665@163.com
;; JBZ, JHS and JHZ conceived the study. JBZ, JHS and JHZ gowded general guidance to the drafting
34 . of the protocol. JBZ and YL drafted the protocol. JHS desighed the search strategy. JBZ, YL, JYL,
35 Contributions 3b 10 ) = . .
36 SD, JHS and JHZ drafted the manuscript. JBZ, YL, JYL, S% JHS and JHZ reviewed and revised the
37 manuscript. All authors have read and approved the final ver§ion of the manuscript.
38 o
39 @
40 m
41 )
42 Q
[¢]
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5 &
5 §
> >
Q <
= B
2 (2
If the protocol is modified, the change, the rationale and ghe &ate of any amendment will be described
Amendments 4 9 . 2 o
in the final report. = o
Support: 2oz
Sources 54 10 This study is supported by the Tianjin youth top talent @@% t 2015 (lead by Junhua Zhang) and the
National Natural Science Foundation of China (grant nurf881703936).
Sponsor 5b 10 JBZ, JHS and JHZ are sponsors. ggg
Role of JBZ, JHS and JHZ conceived the study. JBZ, JHS and Jlg-@ﬂ vided general guidance to the drafting
©
Osrofu;%(:rlsor 5c 10 of the protocol. JHS designed the search strategy. JBZ 3IH§ and JHZ drafted the manuscript. JBZ,
JHS and JHZ reviewed and revised the manuscript. % %
© 1=
Introduction > g
Constipation is one of the most common gastrointestigal gs_ymptoms in postpartum mothers. The
choice of treatments for postpartum constipation remams & challenging clinical problem. Chinese
Rationale 6 2-3 herbal medicine has become increasingly popular as aﬁ alfernative therapy for constipation. The
evidence of the efficacy and safety of Chinese herbal%neédicine for postpartum constipation still
remains inconclusive due to the lack of well-performed s$stegnatic reviews on this topic.
Objectives 7 3 This systematic review aims to evaluate the efficacy and %afe?y of CHM for postpartum constipation.
Methods § 8
Types of studies S 2
>
Parallel-group RCTs will be included. No restrlctlongvﬂ‘gbe put on the language, publication date
or status of the study. ﬁ
Eligibility criteria 8 3-5 S
o
Types of participants ‘g

Women with constipation during the postpartum period_gwill be included regardless of age, race,

nationality, history of prenatal constipation, frequency of delfgvery, mode of delivery (vaginal delivery
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or caesarean section), gastrointestinal diseases and so forgh

The postpartum period ranges from an hour after the ﬁelgery of placenta to six weeks!®!

Participants should be clinically diagnosed with cor&tqﬁtlon according to the Rome H or III
diagnostic criteria, Bristol stool form scale, clinical gul&éilges or defined by trialists. The Rome II
Criteria for constipation should include at least two of tksecmfollowmg symptoms lasting for 12 weeks
or more over the period of a year: (1) Straining with mg@ ghan 25% of defecations, (2) Hard stool
with more than 25% of defecations, (3) Feeling of inc@ﬁﬁete evacuation with more than 25% of
defecations, (4) Sensation of anorectal obstruction With%@ie than 25% of defecations, (5) Manual
maneuvers to facilitate more than 25% of defecations, gé) fewer than three bowel movements per
week, (7) Insufficient criteria for irritable bowel syndr@ne[%“] The Rome III Criteria for functional
constipation should include two or more of the followmg (@ Straining during defecation for at least
25% of bowel movements, (2) Lumpy or hard stools in at lesast 25% of defecations, (3) Sensation of
incomplete evacuation for at least 25% of dgfecgttlons, (4) Sensation of anorectal
obstruction/blockage for at least 25% of defecations, (5)gMa§ual maneuvers to facilitate at least 25%
of defecations, (6) Fewer than 3 defecations per week, () Lgose stools are rarely present without the
use of laxatives, (8) There are insufficient criteria for 1r1?1ta‘tae bowel syndromel?’]. These symptoms
should start for at least 6 months prior to diagnosis and be.pré’sent for the past three months!?3],

Types of interventions

‘salfojouyoa
ouaby 1e 520z

Experimental interventions
The experimental interventions include a CHM alone @d a combination of CHM and another
active treatment (pharmacological or non- pharmacologlca%- intervention). Any CHM preparation

(such as decoction, granula, ointment and capsule) will be co%sidered.

Comparator interventions
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The control interventions include no treatment, plac&;bo%hnd another active treatment. The route
of delivery (such as oral and enema), dosage, frequency eYhd guratlon will not be restricted.

The following comparisons will be considered if avaﬁa&@:

o
(1) CHM alone versus no treatment; ggg_
—~ D
(2) CHM alone versus placebo; %S %
. >3
(3) CHM alone versus another active treatment; %;%S
(4) CHM plus another active treatment versus another acﬁvge%reatment alone;
(5) CHM plus another active treatment versus placebo plgs a§0ther active treatment.
=}
2 2
<%
>
Types of outcome measures = %
Primary outcomes s 7
=}

The primary outcome is spontaneous bowel moverﬁ%ntiSBM) We will consider the incidence
and frequency of SBM in 24 hour or per week, the meSn @mber or the change of SBM per week
from baselinel!0-26-28],

Secondary outcomes

93] Je|IWIS
¢ 0T aun

Secondary outcomes include stool consistency (megsuré’d by Bristol Stool Form Scale or other
tools), proportion of patients using rescue medication (sﬁch ;::s laxatives, rectal evacuants), quality of
life [measured by Maternal postpartum quality of life @M@P-QOL) questionnaire or other tools],
transit time (the time from the first perception of wanting t@ defaecate to the finish of defaecation),
relief of constipation symptoms (such as sensation of strainilgg, bloating, abdominal pain)[?62930] We
will also consider other outcomes reported by the investigato%s when possible.

Any adverse event of the intervention on both the motBer and baby (such as influence of milk

production, milk rejection, et al.) will be extracted and the inidence will be estimated if possible.
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1 ii &
2 S g
3 @ §
4 g 2
5 We will search PubMed (1966 to present), EME@ASB (1974 to present), Cochrane Central
? Information 9 s Register of Controlled Trials (CENTRAL, all years), YZVelgJ of science (1900 to present), Chinese
8 sources Biomedical Literatures database (CBM, 1978 to presen% o@nna National Knowledge Infrastructure
?O (CNKI, 1979 to present) and WANFANG data (1998 to p;&g_nt) to identify any eligible study.
11 We will search PubMed (1966 to present), EMBBA%E: (1974 to present), Cochrane Central
g Register of Controlled Trials (CENTRAL, all years), §/>13 of science (1900 to present), Chinese
14 Biomedical Literatures database (CBM, 1978 to presen‘%ﬁ@una National Knowledge Infrastructure
12 (CNKI, 1979 to present) and WANFANG data (1998 to @esgnt) to identify any eligible study.
17 The search strategy is developed by a senior lib@righ (JHS) based on previous systematic
= @
:g Search strat 0 6 reviews!!%22]. The detailed search strategy is available atjfapp,endix 1. The terms will be modified for
earch strate -
20 &y other databases if necessary. No language, publication da%e G;; status will be restricted.
;; Reference lists of primary studies and relevant re\S.‘ieWE~ will be manually searched to identify
Q o
23 additional references. a 2
%] c
;2’ We will also conduct a search on the website3 ofg ClinicalTrials.gov, the World Health
26 Organization International Clinical trials Registry pla&or% (ICTRP) and Chinese Clinical Trial
9]
;Z Registry (ChiCTR) to identify additional ongoing or unp&bli@wd studies.
29 Study records s ®
30 The results of the literature searches will be imported to ﬁle EndNote X7 software. Duplicates will be
31 Data management 11a 6
32 omitted using the EndNote. g
gi Two review authors (JBZ and YL) will independently ru%: search strategy to identify potentially
35 ) eligible studies. The irrelevant studies will be removed by sﬁanning titles and abstracts of references
36 Selection process 11b 6 . . . i i s . . .
37 identified by the literature searches according to the inclusign criteria. Then full-text articles will be
38 screened to identify eligible studies. A PRISMA diagram2will be used to illustrate the selection
39 il
40 m
41 o
42 Q
)
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process. Any disagreement will be resolved through co: us or discussion with a third reviewer

(JHZ).

S€
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|91 sasB Joy

Data collection
process

11c

A predetermined form will be used to extract datagTi® pilot test will be conducted to ensure
RS

consistency before performing the review. Two reviewea’S%@_YL and SD) will independently extract

the information. If necessary, we will contact authors of &%lﬁded studies for providing further details

233
or clarification. 2®3
M

Data items

12

o=

—

(1) General information (title, first author, year of public&iiog, funding);

E

e

(2) Study characteristics (design, randomization, allocati@n. ghndmg, inclusion and exclusion criteria,

‘Eiwu
=(1adol

sample size);

V

(3) Participant characteristics (age, ethnicity, diagnosm—crlgerla, number in each group, history of
prenatal constipation, frequency of delivery, mode of delsferag)

(4) Intervention characteristics (experimental mterventloﬁ cémparator intervention, route of delivery,

nc uo

dosage, frequency and duration);
(5) Outcomes (primary and secondary outcomes, tim pq%nts methods of outcome assessments,

blinding of outcome assessment, adverse events).

Outcomes and
prioritization

13

ouyo9 reftis pue}

Primary outcomes

e G20g ‘0T

The primary outcome is spontaneous bowel moverrgntlSBM). We will consider the incidence
and frequency of SBM in 24 hour or per week, the megh 1§1mber or the change of SBM per week
from baselinel10-26-28],

Secondary outcomes

Bolqig 9o

Secondary outcomes include stool consistency (measurgd by Bristol Stool Form Scale or other
tools), proportion of patients using rescue medication (such_g's laxatives, rectal evacuants), quality of
life [measured by Maternal postpartum quality of life (MA:PP-QOL) questionnaire or other tools],
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5 transit time (the time from the first perception of wantnsg t& defaecate to the finish of defaecation),
6
7 relief of constipation symptoms (such as sensation of stréﬁnueg bloating, abdominal pain)[2-2%-30], We
8 will also consider other outcomes reported by the 1nvest1ga4m§s when possible.
?O Any adverse event of the intervention on both the mgtg_er and baby (such as influence of milk
~ (D
11 production, milk rejection, et al.) will be extracted and thg ﬁl&dence will be estimated if possible.
12
13 Two reviewers (JBZ and YL) will independently cogciet the risk of bias assessment of included
14 references using the Cochrane ‘risk of bias’ tooll3?! Th&f&ﬁowmg seven domains will be assessed:
15
16 random sequence generation, allocation concealment, bhﬁdng of participants and personnel, blinding
17 of outcome assessment, incomplete outcome data, sele@w@ outcome reporting, and other potential
18
19 sources of biasl®?l. The risk of bias for each domain w111‘3becgraded as low, high or unclear for each
20 included studyB?l. If a study described that it was a ragd(i(mlzed controlled trial without reporting
21
2 Risk of bias in 14 6.7 randomization method, we will contact authors for provfém@further details or clarification whenever
23 individual studies possible. If the information about the sequence generatl(ﬁl pzocess is insufficient to permit judgment
24 . . . . . . . o < . . . .
25 of ‘Low risk’ or ‘High risk’, this study will still be inclug8ed3n this systematic review and the risk of
26 selection bias will be graded as ‘unclear’. % -"3
;; The overall risk of bias of a study will be estimated ﬁ)wgg)nly if all seven domains are rated to be
29 at low risk of bias. Otherwise, the overall risk of bias fgr th; study is high. We will summarize the
2(1) results of the risk of bias assessments with a ‘risk of bik giﬁph’ and ‘risk of bias summary’ figure.
(]
32 Any disagreement will be resolved by discussion or involvind a third reviewer (JHZ).
gi ) We will perform the meta-analysis when more than one trgr-al examines the same intervention and
Data synthesis 15a 8 ) o ]
35 outcomes with comparable methods in similar populations. g
36 . . . .
37 156 9 For the continuous outcomes, we will calculate thg' mean differences (MDs) with 95%
38 confidence intervals (Cls). If the same outcome is measured using different scales, the standardized
39 ®
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mean difference (SMD) with 95% CI will be used to eg(pr%s intervention effects. Risk ratio (RR)
with 95% CI will be used to present results for dlchotoméﬁls eutcornes

If the statistical heterogeneity is not identified, the%‘mgd effect model will be built to estimate
the overall intervention effects. Otherwise, the randomgi%%(_:t model will be used to provide more
conservative results. When multiple intervention groups %fe%lsed in a study, we will make pair-wise
comparisons by combining groups if possible. All statlséaaganalyses will be performed by RevMan
5.3 software. The statistical significance is defined as P G%QE

15¢

If possible, subgroup analyses will be conducted baséd og the following variables:

(1) History of prenatal constipation; Ez )
(2) Frequency of delivery; E—f i
(3) Mode of delivery (vaginal delivery or caesarean sectlgn);?g,'
(3) History of gastrointestinal diseases; a %
(4) Type of comparisons; %) %

(5) Type of preparations (such as decoction, granula, 01n'§ne@t and capsule);
(6) Different diagnostic criteria of constipation (Rome H/ ] diagnostic criteria, clinical guidelines
9]

or defined by trialists);

Bojouys
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(7) Language or publication date;
(8) The aetiology of postpartum constipation (pelvic 3ﬂogr injury, taking painkillers, a lack of
adequate dietary fibre, vegetable, fruit and water, irregular m%als et al.);

The difference of intervention effects across subgroups wﬂl be compared by Chi-square test with
P < 0.05 indicating statistical significance.

We will investigate the robustness of the pooled effects using sensitivity analyses according to

the following variables if possible:
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5 (1) Impact of sample size: removing one or two studiesg;in @vhich sample size is more than 80% of
6 @
- participants in a meta-analysis; 2 g
8 (2) Impact of high risk of bias: removing studies in Whlcl%(gvgrall risk of bias is high;
?O (3) Impact of selected models: fixed-effect models Versugrgrgom—effect models;
— (D
1" (4) Impact of missing data: extreme worst-case analysis #h8 ﬁest-case analysis.
12 .. ] ] ; . .
13 15d 8 If the meta-analysis is not feasible, we will provide a naréé&% description of the results.
oy
14 The reporting bias will be investigated using visual fumﬁéﬂ@ots if more than ten RCTs are included
16 Meta-bias(es) 16 7 in the same meta-analysis. If the reporting bias is 1dent1§e(§ we will explore possible reasons using
17 the subgroup analysis or meta-regression analysis. a o
18 b
19 Two review authors (JBZ and YL) will evaluate the—quélty of evidence for each outcome using
20 the Grading of Recommendations Assessment, Develogmea;lt and Evaluation (GRADE) system. It
21
2 Confidence in will be categorized as high, moderate, low, or very “I’ow3 We will present the findings with a
23 cumulative 17 8-9 ‘summary of finding’ table. It will include all important @utc@mes, absolute and relative magnitude of
24 : . o S . .
25 evidence effects, number of participants, and a grade of the overall guality of the body of evidence for each
> B
26 outcome. Any discrepancy will be resolved by discussi(in og a consultation of a third review author
o (JHZ) S 3
28 : =] o1
29 s B
e >
30 o Q
31 ) 2
32 i
33 =
34 g
35 S
36 s
37 S
38 2
39 @
40 =
41 o
42 <
43 . i ) . . . - o
42 For peer review only http.//bmjopen.bmj.com/5|te/about/gwdelmes.xhtmg
45



http://bmjopen.bmj.com/

	BMJ OPEN_ Previous Version Cover sheet
	bmjopen-2018-023941
	bmjopen-2018-023941.R1
	bmjopen-2018-023941.R2

