ETHICAL APPROVALS

OF EACH STUDY CENTER

This trial was conducted in 14 study centers from the mainland
of China. Guang’anmen Hospital is the leader center through
all these 14 centers. Study protocol of this trial was approved
by the institutional review board (IRB) of Guang’anmen
Hospital, China Academy of Chinese Medical Sciences firstly,
and then was approved by the ethics committees of all the

other 13 centers.
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Human Research Subject Ethics Committee of Guang’anmen Hospital,
China Academy of Chinese Medical Sciences (EC_AF_031)

Ethical Approval of Guang’anmen Hospital

Project Name

Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Approval No.

the Twelfth Five-Year National
2013EC124-01 Science and Technology Pillar

Program (2012BAI24B01)

Project Sponsor

Study Centers

Guang’anmen Hospital, China Academy of Chinese Medical Sciences; Beijing
Hospital of Traditional Chinese Medicine affiliated to Capital Medical
University; Shaanxi Province Hospital of Traditional Chinese Medicine;
Dongzhimen Hospital Affiliated to Beijing University of Chinese Medicine; The
Third Affiliated Hospital of Zhejiang Chinese Medical University; West China
Hospital of Sichuan University; The First Hospital of Hunan University of
Chinese Medicine; Hengyang Hospital Affiliated to Hunan University of Chinese
Medicine; The Affiliated Hospital of Shandong University of Traditional Chinese
Medicine; Jiangsu Province Hospital of Traditional Chinese Medicine;
Guangdong Province Hospital of Traditional Chinese Medicine; Hiser Medical
Group; Hubei Provincial Hospital of Traditional Chinese Medicine; Wuhan

Hospital of Traditional Chinese and Western Medicine

Applicant (ifany) | /
Principal ) . Research
. Zhishun Liu Acupuncture Department
Investigator Department
Review Category | Re-review Review Method Quick Review

Guang’anmen Hospital, China

Review Date Jan 15%, 2014 Review Location Academy of Chinese Medical
Sciences
Committee L
Limin Xie, Jun Zhao
Members

Approved Files
and Versions

Study Protocol (VERSION 2.0_20140102), Informed Consent (VERSION
2.0_20140102), Recruitment Poster (VERSION 2.0_20140102), Researcher
Handbook (VERSION 1.0_20131118), Defecation Diary of Screening Period
(VERSION 1.0_20131115), Defecation Diary of Treatment Period (VERSION
1.0_20131115), Defecation Diary of Follow-up Period (VERSION

1.0 20131115)

Review
Comments

According to “Ethical Review Methods for Biomedical Study Involving Human
Subjects” issued by the Ministry of Health, “Good Clinical Practice”, “Provisions
for Clinical Trials of Medical Device” and “Guidelines for Ethical Review Work
of Drug Clinical Trials” issued by State Food and Drug Administration (SFDA) of
the People’s Republic of China, “Management Specifications for Ethical Review
of TCM Clinical Studies” issued by State Administration of Traditional Chinese
Medicine, “Declaration of Helsinki”, and “International Ethical Guidelines for
Biomedical Research Involving Human Subjects” issued by Council for




Human Research Subject Ethics Committee of Guang’anmen Hospital,
China Academy of Chinese Medical Sciences (EC_AF_031)

International Organizations of Medical Sciences, the study protocol, informed
consent, and recruitment documents were approved by the institutional
review board (IRB) of Guang’anmen Hospital, China Academy of Chinese
Medical Sciences with comments as followed:

1) Please perform the study by following the principle of GCP and the
approved protocol. Please protect the health and rights of
participants.

2) This approval will be invalid if the study does not start within the
validity date of this approval.

3) Application of the review amendment should be submitted if any
change of the main investigators, study protocol, informed consent
and recruitment documents are made.

4) Reports of serious adverse events should be submitted, if any serious
adverse event occurs, or any unexpected adverse event, which would
have an influence on the risk and benefit ratio, occurs.

5) Please do the continuing review according to the requested frequency
stipulated by the ethics committee and submit the research progress
report one month before the deadline. Applicant should do the
summary of the research progress reports from each center. If any
situation affecting the study progress or gaining the risk of participants
occurs, a report should be submitted in time.

6) The applicant or investigators should submit the protocol deviation
report if any of the following occurs: patients who do not meet the
inclusion criteria or meet the exclusion criteria; patients complete the
trial who meet the termination criteria; patients who are given the
wrong treatment session or dose; patients who are given the drugs
which are not allowed in the protocol; patients’ right/health are
affected negatively.

7) Final report should be submitted if the study terminates or completes
beforehand.

Validity Date From Jan 16%", 2014 to Jan 15%, 2015
Contact Jie Qiao, +86 010 88001552
Director
) Haibo Yin
Signature

IRB of Guang’anmen Hospital of China Academy of Chinese Medical Sciences (Seal)

Jan 15, 2014

Version No. 02.00 / Version Date Feb 25, 2013
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IRB of Dongzhimen Hospital affiliated to Beijing University of Chinese Medicine

Approval Notice Template

Acceptance No. ECSL-BDY-2014-06 Approval No. ECPJ-BDY-2014-06

Project Name: Electro-acupuncture versus prucalopride for severe chronic constipation: a

multicenter, randomized, controlled trial

Applicant: Dongzhimen Hospital affiliated to  Center PI: Jiping Zhao

Beijing University of Chinese Medicine

Project Attribute: Scientific Research Project No. 2012BAI24B01

Protocol Version: VERSION 2.0_20140102 Protocol Approval Date: Jan, 2014

Informed Consent Version: VERSION Informed Consent Version Approval Date: Jan,
2.0 20140102 2014
Review Method: m Conference Review O Quick Review

Attendance required: 14, Actual attendance: 11, Avoiding 0, Absent 3.

According to the “Guidelines for Ethical Review Work of Drug Clinical Trials”,

“Good Clinical Practice”, and “Guiding Principles for the Protection of Traditional
Chinese Medicine Varieties” issued by State Food and Drug Administration (SFDA)  m Approved
of the People’s Republic of China, , “Declaration of Helsinki”, “Ethical Review

o Disapproved

Methods for Biomedical Study Involving Human Subjects” issued by the Ministry of .
O Terminated
Health, “Management Specifications for Ethical Review of TCM Clinical Studies”

issued by State Administration of Traditional Chinese Medicine, and “International 0 Suspended
Ethical Guidelines for Biomedical Research Involving Human Subjects” issued by
Council for International Organizations of Medical Sciences, the study protocol and

informed consent was reviewed as:

Review Comments:

APPROVED

Note: The validity of this approval is 4 years. Study should be performed abiding by the approved documents
strictly. If the trial does not complete within the validity (including the statistical analysis), please submit a request
for continued review one month before the deadline. If the trial completes beforehand, please submit a final
report. If any expected or unexpected adverse event occurs, please submit a report to the committee. If any
change to the protocol, informed consent, or investigator is made, an application of review amendment should be
submitted to the committee and get approved.

o Chairman  m Associate Chairman Signature Date: Jan 25th, 2014
IRB of Dongzhimen Hospital affiliated to Beijing University of Chinese Medicine  Location: Conference Room 1

Continuing Review Frequency O3 months 06 months m 12 months Contact: Jianwei Shang, +86 010 84013229




IRB of Dongzhimen Hospital affiliated to Beijing University of Chinese Medicine

Meeting Attendance Sheet

Project Name

a multicenter, randomized, controlled trial

Electro-acupuncture versus prucalopride for severe chronic constipation:

Conference Date

Jan 24t 2014

Conference Location

Conference Room 1

Name Gender | Title Major Signature

Yong’an Ye Male Chairman Chinese Internal Medicine Yong’an Ye

Ying Gao Female | Associate Chairman | Chinese Internal Medicine Ying Gao
Integrated Chinese and

Hongfang Liu Female | Associate Chairman Hongfang Liu
Western medicine

Jinzhou Tian Male Committee member | Management Jinzhou Tian

Yongtao Zhang Male Committee member | Internal Medicine Yongtao Zhang
Surgery of Traditional Chinese

Bohua Yang Male Committee member Bohua Yang
Medicine
Representative outside the

Weixing Lu Male Committee member Weixing Lu
Hospital

Pengwen Wang | Female | Committee member | Pharmacology Pengwen Wang

Junling Cao Male Committee member | Pharmacy Department Junling Cao

Bo Zhao Male Committee member | Legal Representative Bo Zhao

Haidong He Male Committee member | Medical Equipment Haidong He

Gehong Meng Female | Committee member | Masses Representative Gehong Meng

Xinyi Chen Male Committee member | Chinses Internal Medicine Xinyi Chen
Surgery of Traditional Chinese

Shulian Peng Female | Committee member Shulian Peng
Medicine




I A A ER R IR R S EWER BT RESFEHRAT

2014FIKRIRE (L )T (8) 7

RBlE (Tl - PAEESEEH WRAEA . ERE  FAREM
IR -

Y i - L e \ﬂZ‘ |

Zjiuu IﬁEEH EF“F ﬂ)‘-‘f ﬂ%:ng

HERBCHALRRAE: Ro Ae

o5 B RTTEe B HR « BTN R A RIA ST P E AR AT S-S A D BEHL A R

Mg (RESHEE )  PEPENZERRITER

WELHR . "RWUFE DRIEFRE
WESWIA | W) EEAERE\HI3EWUE
FHERER

1 MEERRFESLEER.
2 MEHERAEREPELSFELEER,
3185 PG 422 R I B 338 1 275 2 56 R 5 B 5 SE e e 6 25 W BT 52

HELR  wEE EXESEERE EXEELREW ofEE oKRIEHEE
s wasifig - 034 A/3months 06 I HA/6months =1 &F/1year O §E F/INA

EEEREANEE. EMMMNE ( SFDA (GHIRRRBFEEEME) (2003). (BT
MIGFRRIMAEY (2004 ) . WMA (HRFEEEF) MCIOMS (AEEYEXTEEREEER) .
T (FRANEYESFROEREDE (BT ) (2007)) ) , BECEERASPAENTTRH
HEAERFRERKAR (R )  RFSRENRESRA,

EWE (TR ) Wt , BREXEMRE  WREFRLR, AERERENEMEY, B
EARTBERTEHE.

SHEPERAEN  BEEARNERFERRBARE  BRREZE , RREIFANTE
TREEHRE.

B EEAERETERE  YHIEATASEREHEE (FR) HITRENZHERR
MiERE | BHREARNELCEEELRTPEERE.

R (HI%E ) AT RESHAFERGAHRIENZE | FEFILHE (95 ) AR
IEEREE R () , ATHEATINE AT HREIENEH AEEREENTRITEN
SRS - SRTTAEN SR E RS AR, MURFTRA R R R T R S5 H AR RN SN
W, EERENE R MR EREEE A RRE. o

$%k§%ﬁ&ﬁ%¢%ﬁﬁ%(m%),%&Nﬁﬁﬁﬁ%vﬁf :

=RIGKIRE (FIE) , EREARXERRE. 4

AP AENEN —F |, WERKHEN , WATRIL.

BAU(E) :
FHEZER (ZR])

o
2
s700%

201454 ALYR

BER: RETREREEE 37 S)IKSETERE/\B 412, IRE/ZEG/ZFR A EMEE: 028-85422654
(- L THD




M KRZEFEERIFRKIABREEYEFZLEEEQCQ2WSREARE

HE 3 Tl :E TR 2 A
B sexn, | B | FHEBOAR #iE LYY § 4 oy, 4.8
hRE 5 | Eyem i | TR § 2004, ¥ &
=8 g | hEELAR e | K T B MV\N | 200 e 8
515 x| mEE #i8 Il TR /
K% x| wmEELRR | HE I 4 T
78 5 | wEN e I T
wam g | kmz 28 LY ot 2ol 4.

= S / F®E 7
EHE 5 SR I REEMER (I ) B \_\VNXN 2D/P . Q.
B % | mE 20 RETREENRSLE | L f R sol w8




Clinical Trials and Biomedical Ethics Committee of West China Hospital of Sichuan University

Ethical Approval

2014 Clinical Trial (listed) Review No 8

Department: Department of integrated traditional Chinese Research Leader: Chengwei Wang
and western medicine

Drug: Prucalopride Succinate Form: Tablet
Size: 2mg
Whether the drug enters the drug storage: Yes O Nom

Project Name: Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Responsible Institute: Guang’anmen Hospital, China Academy of Chinese Medical Sciences

Review Method: m Conference Review o Quick Review

Conference Location: Conference Room 413, Old Teaching Building 8, West China Hospital of
Sichuan University

Review Comments:
1. The qualification of investigators met the ethical requirements.
2. The study protocol and informed consent met the ethical requirements.
3. Please perform the study of electro-acupuncture and prucalopride according to Good
Clinic Practice and the drug instruction.

Review Conclusion:

m Approved 0O Approved after Revision 0O Re-review after Revision o Not Approved O
Terminated/Suspended

Continuing Review Frequency:

03 months 06 months m1year oNA

Please comply the relevant laws, regulations and rules [“Good Clinical Practice (2003)” and
“Provisions for Clinical Trials of Medical Device (2004)” issued by State Food and Drug
Administration (SFDA), “Declaration of Helsinki” issued by World Medical Association (WMA),
“International Ethical Guidelines for Biomedical Research Involving Human Subjects” issued by
Council for International Organizations of Medical Sciences, “Ethical Review Methods for
Biomedical Study Involving Human Subjects (2007)” issued by the Ministry of Health].

Please perform the study by following the approved protocol. Please protect the health and rights
of participants.

Application of the review amendment should be submitted if any change of main investigators,
study protocol, informed consent, etc. are made.

If any serious adverse event (SAE) occurs, the applicant should submit a SAE emergency report, and
then a detailed follow-up report.

Please submit the annual or termly review report. If any situation affecting the study progress or
gaining the risk of participants occurred, a report should be submitted in time.

The applicant or investigators should submit the protocol deviation report if any of the following
occurred: patients who did not meet the inclusion criteria or met the exclusion criteria; patients
completed the trial who met the termination criteria; patients who were given the wrong treatment
session or dose; patients who were given the medicine which was not allowed in the protocol;
patients’ right/health were affected negatively.




Clinical Trials and Biomedical Ethics Committee of West China Hospital of Sichuan University

The applicants or investigators should submit the suspension/termination report if the study is

suspended or terminated beforehand. Final report should be submitted if the study completes

beforehand.

This approval will be invalid if the study does not start within the 1-year validity of this approval.
Institute (Seal):

Chairman (Signature):

Date: Apr 10'", 2014

Address: Conference Room 413, Old Teaching Building 8, West China Hospital of Sichuan University; 37 Guoxue Xiang,
Wuhou District, Chengdu.

Contact: Guorong Sun, Zejin Zuo, Na Li; Tel +86 028 85422654

Committee’s Members

Name Gender Major Title Institution Signature Date
Yong Zeng Hepatopancreatobiliary West China Hospital of
Male Professor Yong Zeng April 8th, 2014
(Chairnan) Surgery Sichuan University
West China Hospital of
Rongguo Sun | Male Medical Management | Professor Rongguo Sun | April 8th, 2014
Sichuan University
Integrated Chinese and West China Hospital of
Bing Mao Male Professor Bing Mao April 8th, 2014
Western Medicine Sichuan University
West China Hospital of
Xiaoxue Liu | Female | Burn and Plastic Surgery | Professor
Sichuan University
Integrated Chinese and West China Hospital of
Ruiming Zhang| Female Professor
Western Medicine Sichuan University
West China Hospital of
Hong Zheng | Male Oncology Professor
Sichuan University
Politics College of Sichuan
Liji Lan Male Ethics Professor Liji Lan April 8th, 2014
University
Zhengyong Fu| Male Law Lawyer Zhonghao Law Firm Zhengyong Fu| April 8t, 2014
Chengdu Wuhou Computer
Jianfang Zhao | Female Education Teacher Jianfang Zhao | April 8, 2014
Experimental Primary School




I PRI G A8 B2 51 o~ W i

5 T E 4w

LA R R R T E 8 MR AT R — 2 L BEATL BRI

Mosw BOFR | 2013-07-01 & 2015-6-30 w2k A I PR 56
ZRE BB E 602 HIFET VLA A |40 A AL 4 A 4E 562
WS B M| g e R R TR E R M R T A
BEEEHER] EBRTELHEHER B 4 5 2012BAI24B01
o B | MIHPEHRERNEE=ZERK  E M A ok 1 i
EE J7 Ml M| LY EHKERBERE=EK Il PR W 90 56 17 R B
=i N yail i i R FMEFEM, HF
#t 5| ZSLL-KY-2014-001 fit 4 FH &% 2014.3-2015.07
"' X B &z W & = #
VR EREER 1.0 2014.1
S e PR WE T T S 1.0 2014.1
VI mERESR 1.0 2014.1
v I BR B 5RO R S R 1.0 2014.1
VIR ARERE 1.0 2014.1
HHLE L
ZIH R RS, R FERE AMEIR R IR ASE 22 25K,
A = ST e PR LR 5T

ﬁﬁﬂ*@%k#ﬁf%é‘éﬁ[ﬁ
EFtEZRS (RE)
2014 F 01 H 27 H

HERSERBEIE: 0571-88393504

EeRM L. W EMMMmEF LR 2195 (310005)




The Third Affiliated Hospital of Zhejiang Chinese Medical University

Ethical Approval from the Clinical trials Ethics Committee

Project Name Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial
Study Period Jul 01, 2013 to Jun 30, 2015 Project Attribute Clinical Trial
No. of No. No. Undertaking by
2 4 2
Participants 60 Undertaking 0 Other Sites >6
Objective Evaluating if the efficacy of EA is non-inferior to that of prucalopride
Supervision and . . .
Nat I A trat f
Management ational Administration of Project No. 2012BAI24B01
Traditional Chinese Medicine
Department
The Third Affiliated Hospital of Maior Responsible
Applicant Zhejiang Chinese Medical J P Xinmiao Yao
. : Person
University
The Third Affiliated Hospital of Research Acubuncture
Medical Institute | Zhejiang Chinese Medical P
. . Department Department
University
Center PI Jiangiao Fang Title Chief Physician,
Professor
Approval No. ZSLL-KY-2014-001 Validity Date 2/(')31;2014 to Jul
Approval Documents Version Date
\ Ethical Review Application Form 1.0 Jan, 2014
\ Study Protocol Summary 1.0 Jan, 2014
v Informed Consent 1.0 Jan, 2014
v Case Report Form 1.0 Jan, 2014
v Researcher Information Sheet 1.0 Jan, 2014

Review Comments:

The project is designed scientifically with the study method according to the requirement of the
Human Research Subject Ethics Committee. The files submitted were approved.

The Third Affiliated Hospital of Zhejiang Chinese Medical University

Medical Ethics Committee (Seal)

Jan 27, 2014

Contact of Ethics Committee: +86 0571-88393504
Address: 219 Moganshan Road, Hangzhou, Zhejiang 310005
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Ethics Committee Documents of Hengyang Hospital Affiliated to Hunan University of

Chinese Medicine (EC-AF-2014002)

Ethical Approval

Project Name

Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Project No.

the Twelfth Five-Year National Science
2012BAI24B01 and Technology Pillar Program

(2012BAI24B01)

Project Sponsor

Applicant Hengyang Hospital Affiliated to Hunan University of Chinese Medicine
Center PI Zenghui Yue Review Method Quick Review
. " . . Conference Room 9, Outpatient
Review Date Jan 6", 2014 Review Location o
Building
Committee Chengxi Wang, Shuangcai Long, Yueping Zou, Jiping Xu, Xinlin Zhong, Zhao
Members Kuang, Qiuping Dong

Approved Files
and Versions

Study Protocol (VERSION 2.0_20140102), Informed Consent (VERSION
2.0_20140102)

Review
Comments

According to “Ethical Review Methods for Biomedical Study Involving Human
Subjects” issued by the Ministry of Health, “Good Clinical Practice”,
“Provisions for Clinical Trials of Medical Device” and “Guidelines for Ethical
Review Work of Drug Clinical Trials” issued by State Food and Drug
Administration (SFDA) of the People’s Republic of China, “Management
Specifications for Ethical Review of TCM Clinical Studies” issued by State
Administration of Traditional Chinese Medicine, “Declaration of Helsinki”,
and “International Ethical Guidelines for Biomedical Research Involving
Human Subjects” issued by Council for International Organizations of Medical
Sciences, the study protocol, informed consent, and recruitment documents
were approved by the institutional review board (IRB) of Guang’anmen
Hospital, China Academy of Chinese Medical Sciences with comments as
followed:

1) Please perform the study by following the principle of GCP and the
approved protocol. Please protect the health and rights of
participants.

2) Application of the review amendment should be submitted if any
change of the main investigators, study protocol, informed consent
or recruitment documents are made.

3) Reports of serious adverse events should be submitted, if any serious
adverse event occurs, or any unexpected adverse event, which would
have an influence on the risk and benefit ratio, occurs.

4) Please do the continuing review according to the requested
frequency stipulated by the ethics committee and submit the
research progress report one month before the deadline. Applicant
should do the summary of the research progress reports from each
center. If any situation affecting the study progress or gaining the risk
of participants occurs, a report should be submitted in time.




Ethics Committee Documents of Hengyang Hospital Affiliated to Hunan University of
Chinese Medicine (EC-AF-2014002)

5) The applicant or investigators should submit the protocol deviation
report if any of the following occurs: patients who do not meet the
inclusion criteria or meet the exclusion criteria; patients complete
the trial who meet the termination criteria; patients who are given
the wrong treatment session or dose; patients who are given the grus
which are not allowed in the protocol; patients’ right/health are
affected negatively.

6) Final report should be submitted if the study terminates or
completes beforehand.

Validity Date From Mar 1%, 2014 to Sep 30%, 2015
Contact Jun Xie, 0734-8137737

Director

Signature

Ethics Committee of Hengyang Hospital Affiliated to Hunan University of Chinese Medicine (Seal)
Jan 6™, 2014

Version No. 1.00/Version Date: Jan 06", 2014
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Ethics Committee of Beijing Hospital of Traditional Chinese Medicine affiliated to Capital Medical University

Ethical Approval

Approval No. 2014BL-034-02

Project Name

Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Project Sponsor

the Twelfth Five-Year National Science and Technology Pillar Program
(2012BAI24B01)

Applicant

/

CRO

/

Participating
Centers

Beijing Hospital of Traditional Chinese Medicine affiliated to Capital Medical
University; Dongzhimen Hospital Affiliated to Beijing University of Chinese
Medicine; West China Hospital of Sichuan University; The Third Affiliated
Hospital of Zhejiang Chinese Medical University; Hengyang Hospital
Affiliated to Hunan University of Chinese Medicine; The Affiliated Hospital
of Shandong University of Traditional Chinese Medicine; The First Hospital
of Hunan University of Chinese Medicine; Hubei Provincial Hospital of
Traditional Chinese Medicine; Jiangsu Province Hospital of Traditional
Chinese Medicine; Shaanxi Province Hospital of Traditional Chinese
Medicine; Hiser Medical Group; Guangdong Province Hospital of Traditional
Chinese Medicine; Wuhan Hospital of Traditional Chinese and Western
Medicine

Center PI

Linpeng Wang

Review Category

Re-review Review Method | Quick Review

Review Date

Apr 14", 2014

Review Location

Beijing Hospital of Traditional Chinese Medicine affiliated to Capital Medical
University

Approved Files and
Versions

Revised Study Protocol: VERSION 3.0 20140414, Version Date: Apr 14, 2014
Revised Informed Consent: VERSION 3.0_20140414, Version Date: Apr 14,
2014

Review Result

Approved: 0 Disapproved: 0 Approved after Necessary Revision: 1

Re-review after Necessary L .
. Termination or Suspension: 0
Revision: 0

Review Comments

According to “Ethical Review Methods for Biomedical Study Involving Human Subjects (2007)”

issued by the Ministry of Health, “Management Specifications for Ethical Review of TCM Clinical
Studies (2010)” issued by State Administration of Traditional Chinese Medicine, “Guidelines for
Ethical Review Work of Drug Clinical Trials (2010)”, “Good Clinical Practice (2003)”, “Guiding
Principles for the Protection of Traditional Chinese Medicine Varieties (2009)”, and “Provisions for
Clinical Trials of Medical Device (2004)” issued by State Food and Drug Administration (SFDA) of the
People’s Republic of China, “Declaration of Helsinki (2008)”, and “International Ethical Guidelines

for Biomedical Research Involving Human Subjects (2002)” issued by Council for International

Organizations of Medical Sciences, the study protocol, informed consent, and recruitment




documents were approved by the institutional review board (IRB) of Beijing Hospital of Traditional
Chinese Medicine affiliated to Capital Medical University with comments as followed:
Please perform the study by following the principle of GCP and the approved protocol.
Written report should be submitted to the ethics committee if any of the following happens:
1) Any amendment in study protocol, informed consent, recruitment documents;
2) Change of the main investigator;
3) Occurrence of severe adverse;
4) Ifany situation affecting the study progress or gaining the risk of participants occurred;
5) Protocol deviation;
6) The study is suspended or terminated beforehand.
Please do the continuing review according to the requested frequency stipulated by the ethics
committee and submit the research progress report one month before the deadline.
Final report should be submitted after the completion of the study.
A new ethics approval application should be submitted if the study was not started within the
validity date.

. 1 Year, the research progress report should be submitted before Apr 15,
Review Frequency

2015
Validity Date Apr 15, 2015
Contact Huina Zhang, +86 010 52176565

Director Signature

Ethics Committee
Beijing Hospital of Traditional Chinese Medicine affiliated to Capital Medical University (Seal)

Apr 15", 2014
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No. AF/SC-08/01.0

Ethics Committee of The Affiliated Hospital of Shandong University of TCM

Ethical Approval

Approval No.

(2014) Ethical Review No (020)--KY

Project Name

Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Project Sponsor

the Twelfth Five-Year National Science and Technology Pillar Program
(2012BAI24B01)

The Affiliated Hospital of Shandong University of Traditional Chinese

Study Centers

v Medicine
Center PI Dianhui Yang
Review Category Re-review Review Method | Quick Review

. Conference room, the 3™ Floor of the

. th Review . . .

Review Date Apr 28", 2014 Locati Library, East Wing of the Affiliated
ocation
Hospital of Shandong University of TCM
Committee .
Bonan Chen, Dongmei Wang

Members

Approved File

Study Protocol (Project No. 2012BAI24B01)

Review Files

m Application of Re-review

m Revised informed consent and recruiting documents

m Important decisions of the application from other ethics committees or
management institution

Review Comments

According to ‘Ethical Review Methods for Biomedical Study Involving Human
Subjects (2007)" issued by the Ministry of Health, ‘Good Clinical Practice
(2003)’ and ‘Provisions for Clinical Trials of Medical Device (2004)’ issued by
State Food and Drug Administration (SFDA) of the People’s Republic of China,
‘Declaration of Helsinki (2008)’, and ‘International Ethical Guidelines for
Biomedical Research Involving Human Subjects (2002)’ issued by Council for
International Organizations of Medical Sciences, the study protocol and
informed consent were approved by the ethics committee with comments as
followed:
1) Please perform the study by following the principle of GCP and the
approved protocol. Please protect the health and rights of
participants.

2) Applicants are requested to complete the clinical trial registration
before the start of the study.

3) Application of the review amendment should be submitted if any
change of the main investigators, study protocol, informed consent
or recruitment documents is made.

4) Reports of serious adverse events should be submitted, if any serious
adverse event occurs.

5) Please do the continuing review according to the requested
frequency stipulated by the ethics committee and submit the




No. AF/SC-08/01.0

Ethics Committee of The Affiliated Hospital of Shandong University of TCM

6)

7)

8)

research progress report one month before the deadline. If any
situation affecting the study progress or gaining the risk of
participants occurs, a report should be submitted in time.

The applicant or investigators should submit the protocol deviation
report if any of the following occurs: patients who do not meet the
inclusion criteria or meet the exclusion criteria; patients complete
the trial who meet the termination criteria; patients who are given
the wrong treatment session or dose; patients who are given the
drugs which are not allowed in the protocol; patients’ right/health
are affected negatively.

Suspend/Terminate report should be submitted if the applicant
suspend/terminate the study beforehand.

The applicant should submit the final report after completing the
study.

Review Frequency

12 months

Validity Date

From Apr 28", 2014 to Apr 28", 2015

Contact

Qian Zhang, +86 0531 68616648

Director Signature

Ethics Committee of the Affiliated Hospital of Shandong University of TCM (Seal)

Apr 28" 2014
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No. AF/SC-08/01.0

Ethics Approval

Approval No.

HN-LL-KY-2014-001-01 The ethics committee of the First Hospital of Hunan
University of Chinese Medicine

Project Name

Electro-acupuncture versus prucalopride for severe chronic constipation: a
multicenter, randomized, controlled trial

Project Sponsor

the Twelfth Five-Year National Science and Technology Pillar Program
(2012BAI24B01)

Study Centers

Guang’anmen Hospital, China Academy of Chinese Medical Sciences; Beijing
Hospital of Traditional Chinese Medicine affiliated to Capital Medical
University; Shaanxi Province Hospital of Traditional Chinese Medicine;
Dongzhimen Hospital Affiliated to Beijing University of Chinese Medicine;
The Third Affiliated Hospital of Zhejiang Chinese Medical University; West
China Hospital of Sichuan University; The First Hospital of Hunan University
of Chinese Medicine; Hengyang Hospital Affiliated to Hunan University of
Chinese Medicine; The Affiliated Hospital of Shandong University of
Traditional Chinese Medicine; Jiangsu Province Hospital of Traditional
Chinese Medicine; Guangdong Province Hospital of Traditional Chinese
Medicine; Hiser Medical Group; Hubei Provincial Hospital of Traditional
Chinese Medicine; Wuhan Hospital of Traditional Chinese and Western
Medicine

Center PI

Wei Zhang

Review Category

Initial review Review Method Quick Review

Review Date Jan 16", 2014 Review Location | Conference Room of the Hospital
Committee Zhihua Guo, Jugiao He, Yanling Zhao, Qihua Chen, Mengjun Huang, Zhiguo
Members Zhang, Yuejuan Zhang, Jin Tan, Xiao Zhong

Approved Files

Study Protocol (VERSION2.0-20140102),
Informed Consent (VERSION 2.0)

Review Comments

study.

According to ‘Ethical Review Methods for Biomedical Study Involving Human Subjects (2007)’ issued
by the Ministry of Health, ‘Good Clinical Practice (2003)’ and ‘Provisions for Clinical Trials of Medical
Device (2004)’ issued by State Food and Drug Administration (SFDA) of the People’s Republic of
China, ‘Declaration of Helsinki (2008)’, and ‘International Ethical Guidelines for Biomedical Research
Involving Human Subjects (2002)’ issued by Council for International Organizations of Medical
Sciences, the study protocol and informed consent were approved by the ethics committee with
comments as followed:

1) Please perform the study by following the principle of GCP and the approved protocol.

Please protect the health and rights of participants.
2) Applicants are requested to complete the clinical trial registration before the start of the

3) Application of the review amendment should be submitted if any change of the main
investigators, study protocol, informed consent or recruitment documents is made.
4) Reports of serious adverse events should be submitted, if any serious adverse event occurs.




No. AF/SC-08/01.0

5) Please do the continuing review according to the requested frequency stipulated by the
ethics committee and submit the research progress report one month before the deadline.
Applicant should do the summary of the research progress reports from each center. If any
situation affecting the study progress or gaining the risk of participants occurs, a report
should be submitted in time.

6) The applicant or investigators should submit the protocol deviation report if any of the
following occurs: patients who do not meet the inclusion criteria or meet the exclusion
criteria; patients complete the trial who meet the termination criteria; patients who are
given the wrong treatment session or dose; patients who are given the grus which are not
allowed in the protocol; patients’ right/health are affected negatively.

7) Suspend/Terminate report should be submitted if the applicant suspend/terminate the
study beforehand.

8) The applicant should submit the final report after completing the study

Review Frequency | 24 months

Validity Date Within one year since the approval date

Contact Hua Wang and Hong Zhao +86 0731 85369233

Director Signature

Ethics Committee of The First Hospital of Hunan University of Chinese Medicine (Seal)

Jan 17", 2014
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Ethical Approval AF/SC-08/04.3

Ethics Committee of Hubei Province Hospital of Traditional Chinese Medicine

Ethics Review Approval

Approval No. HBZY2014-C005-01

Proiect N Electro-acupuncture versus prucalopride for severe chronic constipation: a
roject Name i . .
multicenter, randomized, controlled trial

the Twelfth Five-Year National Science and Technology Pillar Program

Project Sponsor
(2012BAI24B01)

Guang’anmen Hospital, China Academy of Chinese Medical Sciences; Beijing
Hospital of Traditional Chinese Medicine affiliated to Capital Medical
University; Shaanxi Province Hospital of Traditional Chinese Medicine;
Dongzhimen Hospital Affiliated to Beijing University of Chinese Medicine;
The Third Affiliated Hospital of Zhejiang Chinese Medical University; West
China Hospital of Sichuan University; The First Hospital of Hunan University
Study Centers of Chinese Medicine; Hengyang Hospital Affiliated to Hunan University of
Chinese Medicine; The Affiliated Hospital of Shandong University of
Traditional Chinese Medicine; Jiangsu Province Hospital of Traditional
Chinese Medicine; Guangdong Province Hospital of Traditional Chinese
Medicine; Hiser Medical Group; Hubei Provincial Hospital of Traditional
Chinese Medicine; Wuhan Hospital of Traditional Chinese and Western

Medicine
Center PI Zhongyu Zhou
. Initial Review . Conference Revies
Review Category . Review Method . i
Re-review Quick Review

N . Conference room of the Ethics
. Feb 26™, 2014 | Review . } i )
Review Date th . Committee, Hubei Province Hospital of
Mar 10™, 2014 | Location . . .
Traditional Chinese Medicine

c it Yuanchao Tu, Jianzhong Liu, Yanhong Guo, Lanbo Fei, Yegang Cheng,
ommittee
Xiaogin Wang, Wenxi Gao, Zhongming Zhou, Xiaoxue Hu, Yanhong Shi,

Shengli Wu

Members

Study Protocol, Version No./Date: VERSION 2.0_20140102/Jan 02, 2014

Approved File .
Informed Consent, Version No./Date: VERSION 2.1_20140226/Feb 26, 2014

Review Comments

According to ‘Ethical Review Methods for Biomedical Study Involving Human Subjects (2007)’ issued
by the Ministry of Health, ‘Good Clinical Practice (2003)’ and ‘Provisions for Clinical Trials of Medical
Device (2004)’ issued by State Food and Drug Administration (SFDA) of the People’s Republic of
China, ‘Declaration of Helsinki (2008)’, and ‘International Ethical Guidelines for Biomedical Research
Involving Human Subjects (2002)’ issued by Council for International Organizations of Medical
Sciences, the study protocol and informed consent were approved by the ethics committee with
comments as followed:

1) Please perform the study by following the principle of GCP and the approved protocol.

Please protect the health and rights of participants.




Ethical Approval AF/SC-08/04.3

2)

3)

4)

5)

6)

7)

Applicants are requested to complete the clinical trial registration before the start of the
study.

Application of the review amendment should be submitted if any change of the following
being made: main investigators, study protocol, informed consent, recruitment documents.
Please do the continuing review according to the requested frequency stipulated by the
ethics committee and submit the research progress report one month before the deadline.
The applicant or investigators should submit the protocol deviation report if any of the
following occurs: patients who do not meet the inclusion criteria or meet the exclusion
criteria; patients complete the trial who meet the termination criteria; patients who are
given the wrong treatment session or dose; patients who are given the drugs which are not
allowed in the protocol; patients’ right/health are affected negatively.

Suspend/Terminate report should be submitted if the applicant suspend/terminate the
study beforehand.

The applicant should submit the final report after completing the study.

Review Frequency | 12 months

Validity Date 12 months since the approval date

Contact

Xin Zhang and Xuejun Chen, +86 027 88920956

Director Signature | Yuanchao Tu

Ethics Committee of Hubei Province Hospital of Traditional Chinese Medicine (Seal)

Mar 12", 2014
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Ethics Review Approval

Approval No. 2014NL-044-02

Proiect N Electro-acupuncture versus prucalopride for severe chronic constipation: a
roject Name ) . .
multicenter, randomized, controlled trial

the Twelfth Five-Year National Science and Technology Pillar Program

Project Sponsor
(2012BAI24B01)

Cooperation . ) ) . ) .
Jiangsu Province Hospital of Traditional Chinese Medicine

Center

Center PI Jianhua Sun

Review Category Re-review Review Method Quick Review

Review Date Aug 05'", 2014 Review Location

Committee Lianghua Fang

Members
Revised Study Protocol, Version: VERSION 4.0, Date: Jul 31, 2014
Revised Informed Consent, Version: VERSION 4.0, Date: Jul 31, 2014

Approved Files Revised Recruitment Documents

Defecation Diaries of the screening, treatment and follow-up period

Forms of drug-related side effect and forms of the adverse events

Review Comments

According to “Ethical Review Methods for Biomedical Study Involving Human Subjects” issued by
the Ministry of Health, “Good Clinical Practice”, “Provisions for Clinical Trials of Medical Device”
and “Guidelines for Ethical Review Work of Drug Clinical Trials” issued by State Food and Drug
Administration (SFDA) of the People’s Republic of China, “Management Specifications for Ethical
Review of TCM Clinical Studies” issued by State Administration of Traditional Chinese Medicine,
“Declaration of Helsinki”, and “International Ethical Guidelines for Biomedical Research Involving
Human Subjects” issued by Council for International Organizations of Medical Sciences, the study
protocol, informed consent, and recruitment documents were approved by the institutional review
board (IRB) of Guang’anmen Hospital, China Academy of Chinese Medical Sciences with comments
as followed:

Please perform the study by following the principle of GCP and the approved protocol. Please
protect the health and rights of participants. Applicants are requested to complete the clinical trial
registration before the start of the study. Application of the review amendment should be
submitted if any change of the main investigators, study protocol, informed consent or recruitment
documents is made. Emergency reports of serious adverse events should be submitted, if any
serious adverse event occurs. A detailed follow-up report on serious adverse events should be
submitted as soon as possible after the emergency report. Please do the continuing review
according to the requested frequency stipulated by the ethics committee and submit the research
progress report one month before the deadline. Applicant should do the summary of the research
progress reports from each center. If any situation affecting the study progress or gaining the risk
of participants occurs, a report should be submitted in time. The applicant or investigators should
submit the protocol deviation report if any of the following occurs: patients who do not meet the
inclusion criteria or meet the exclusion criteria; patients complete the trial who meet the
termination criteria; patients who are given the wrong treatment session or dose; patients who are




given the drugs which are not allowed in the protocol; patients’ right/health are affected negatively.
Suspend/Terminate report should be submitted if the applicant suspend/terminate the study
beforehand. The applicant should submit the final report after completing the study. This approval
will be invalid if the study does not start within one year since the approval.

. A report of the study progress should be submitted one month before Aug
Review Frequency

05, 2015
Validity Date 12 months
Contact Jing Wu, +86 025 86560515

Director Signature

Ethics Committee of Jiangsu Province Hospital of Traditional Chinese Medicine (Seal)

Aug 05', 2014
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Ethics Committee of Shaanxi Province Hospital of Traditional Chinese Medicine

Ethical Review Approval

(2014) Ethical Review No (03)

Project Electro-acupuncture versus prucalopride for severe chronic constipation: a
Name multicenter, randomized, controlled trial
Applicant Shaanxi Province Hospital of Traditional Chinese Medicine
Project the Twelfth Five-Year National Science and .
. Project No. 2012BAI24B01
Sponsor Technology Pillar Program
Research Acupuncture . Chief
Center PI Tongsheng Su Title .
Department | Department Physician
Conference Room, 4t . )
. . Review | Quick
Review Date | Mar 14, 2014 | Location Floor of the )
. . . Method | Review
administration building
1. Study Protocol (VERSION 1.0_20131115);
2. Case Report Form (VERSION 2.0_20140102);
Approved
Fil 3. Informed Consent (VERSION 2.0_20140102);
les . leas
4. Professional Resume of the researchers and the personnel, facilities and
equipment of Acupuncture Department
Researcher Qualification m meet the requirement o Do not meet the requirement
Personnel m meet the requirement o Do not meet the requirement
Facilities and Equipment m meet the requirement o Do not meet the requirement
Review Informed Consent m meet the requirement o Do not meet the requirement
Content the way obtaining informed consent m Appropriate o inappropriate
Study protocol m meet the requirement o Do not meet the requirement
Participa nts m have effective rescue measure o Do not have effective rescue measure
if adverse events occur m meet the requirement o Do not meet the requirement
. Approved after Re-review after . Termination or
Review Approved o o Disapproved .
Necessary Revision Necessary Revision Suspension
Resul
esult 8 0 0 0 0
Attendance Attendance required: 9 Actual attendance: 9 Avoiding: 1 (during voting) Absent: 0

Review Comments:

The files of this project were approved according to the requirements of Good Clinical Practice

and Declaration of Helsinki

Signature of the Director

Date:

Mar 14, 2014

Signature of Conference Recorder

Date:

Mar 14, 2014

Contact Phone No.
+86 029 87251691
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