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Sub

Chairman Q
Ethical Review Committee (ERC)

- Approval of research protocol # 2003-037

This is in reference to your memo dated 10™ November 2003 with the modified
version of your research protocol # 2003-037 titled “Introduction of routine zinc
therapy for children with diarrhoea safety compliance and acceplability”. The
modified version of the protocol is hereby approved upon your satisfactory
addressing of the issues raised by the ERC in its meeting held on 29" October
2003.

You shall conduct the study in accordance with the ERC-approved protocol; and
shall be responsible. for protecting the rights and welfare of the subjects and
compliance with the applicable provisions of ERC Guidelines.

You shall also submit report(s) as required under ERC- Guidelines. Relevant
excerpt of ERC Guidelines and ‘Annual/Completion Report for Research Protocol
involving Human Subjects’ are attached for your information and guidance

Thank you and I wish you all success in running the above-mentioned study.

cc: Associate Director
Clinical Sciences Division
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Memorandum

Date; 10 November 2003

To: Chairman, ERC

From: Dr Ali Mirgj Khan ’GQ"M

PI1, Protocol # 2003—037
Sub: Submission of Protocol (revised version) # 2003—037

This 1s to inform you that we have revised the protocol entitled
“Introduction of routine zinc therapy for children with diarrhoea;
safety, compliance and acceptability” taking into account the
comments of the ERC reviewers.

We would appreciate very much if you could consider 1t for approval.

Thank you.
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(Project Title: INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN WITH DIARRHEA: SAFETY,
COMPLIANCE & ACCEPTABILITY)

RESPONSE TO COMMENTS OF ERC

a) ERC face sheet : Corrections have been done according to suggestions.

b) Information under ‘Section for Ethical assurance’ : all the issues pointed out by
reviewer have been addressed and the section has been rewritten (Page no.13-14).

c)' Both English and Bengali version of consent form have been modified according to
suggestions given ( page no. 28-29).
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2 November 2003

To : Dr. Ali Miraj Khan
PI of the research protocol # 2003-037

From: Professor AKM Nurul Anwar
Chairman, Ethical Review Committee (ERC)

Sub

Clinical Sciences Division

5
et

: Research protocol # 2003-037

Thank you for your research protocol # 2003-037 titled “Introduction of routine zinc
therapy for children with diarrhoea safety compliance and acceptability”, which the ERC
considered in its meeting held on 29" QOctober 2003. After review and discussion, the
Committee made following observations on the protocol:

a)

On the ERC Face Sheet, item 2(a), 2(d), 4(c), and 4(d) should be marked ‘YES’.

b) Information provided under "Section for Ethical Assurance’ was considered to be

inadequate. The investigators should briefly mention under this section about the
steps to be followed to manage possible side effects, both at hospital and in the
community. The investigators could also discuss about minimum/no risk of zinc
toxicity with the proposed dose. There was no discussion whether zinc would be
stopped if vomiting is more than 4 times or more/hour. Further, investigators
mentioned ‘if a child who had not vomited in past 6 hours, vomited within 60
minutes of receiving zine would be recorded as an adverse effect.’ But it was not
clarified whether in such situation zinc would be stopped or not. This section
should also coentain the issues regarding confidentiality, clients’ rights, benefits,
and anonymity of the study participants.

Consent forn:: In the English version of the consent form, the caregiver should be
assured that possible side effects would be managed accordingly and they need to
bring the child if problems encounter at home. The consent form should contain
provision for obtaining thumb impression of illiterate study participants, Some
Bengali translations are not appropriate (for instance, "will not involve any
invasion of your privacy or sensitive aspects of your behaviour...... )} Further,
spelling mistakes should be corrected in the Bangla version of the consent form.

Minutes of October 2003 ERC meeting Page - E 30/10/2003



You are therefore advised to modify the protocol incorporating the above observations and
to submit the modified version of the protocol for consideration of the Chair.

Thank you once again.

Copy: Associate Director
/ Clinical Sciences Division

Minutes of October 2003 ERC meeting Page -2 30/10/2003
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Cable : Cholera Dhaka

Memorandum

19 October 2003

To

From:

Sub :

: Dr. Al Mira; Khan

P! of research protocol # 2003-037
Clinical Sciences Division

David A Sack, MD
Chairman, Research Review Committee (RRC)

Approval of research protocol # 2003-037

Thank you for your memo dated 16" October 2003 with the modified version of your
research protocol # 2003-037 titled “Introduction of routine zinc therapy for children with
diarrhoea; safety, compliance and acceptability”, which the RRC considered in its meeting
held on 6" October 2003. The research protocol is approved to proceed subject to the
approval of the Ethical Review Committee (ERC).

Terms of approval

The research protocol is approved as submitted for 2-year period from the date of starting
the activities of the protocol. You should therefore notify the Committee Coordination
Secretanat of the start date of the protocol.

This approval is only valid whilst you hold a position at the ICDDR,B; and in the event of
your departure from the Centre, a new Principal Investigator will be designated for the
research protocol.

Thus approval shall remain valid for starting the protocol for a period up to 2 years from the
date of the approval of the ERC. After two years, you shall have to seek approval
(revalidation) of the RRC/ERC before starting the protocol. The RRC/ERC approval shail
automatically deemed to be revoked after three years if the protocol is not started.

You should notify the RRC and the ERC immediately of any serious or unexpected adverse
effects on participants or unforeseen events that might affect continued acceptability of the
protocol.

Any changes to the research protocol require the submission and approval of an
amendment/addendum. Substantial variations may require a new protocol.

October 2003 RRC



Continued approval of this protocol is dependent on your periodically updating the Centre’s
database for the protocol to show the progress, and a final report/completion report should
be submitted at the conclusion of the protocol.

You shall submit a request for time extension of the protocol (in form) if you are unable to
comptlete the protocol within the time mentioned in the protocal.

The RRC should be notified if the project is discontinued before the expected date of
completion. The report form is available at the Committee Coordination Secretariat and on
the Centre’s intranet.

You are responsible for systematic storage and retention of the original data pertaining to
the research protocol; and the ownership of data after certain period shail be determined as
per Cenire’s rules and regulations.

[ wish you all the success in conducting the research protocol.

Copy: Associate Director
Clinicai Sciences Division

October 2003 RRC Meeting 06/10/2003



Attachment |

Date:

(FACE SHEET)

ETHICAL REVIEW COMMITTEE, ICDDR,B.

Application

safety,

Principal Investigator:

Title of Study:
therapy for children with diarrhoea:

Dr Ali Miraj Khan
2003-037

Introduction of routine zinc .

No.

compliance and acceptability

Trainee Investigator (if any):

Supporting Agency (if Non-ICDDR,B)
Project Status:

[

[ ] Continuation with change

ew Study

[ 1No change (do not fill out rest of the form)

Circle the appropriate answer to each of the following (If Not Applicable write NA)

1. Source of Population: ' 5. Will Signed Consent Form be Required:
{a) 11l subjects No (a) From subjects Yes
(b)  Non-ill subjects Yes (No) (b) From parents or guardian No
(c)  Minor or persons under guardianship No ~ (if subjects are minor}
2. Does the Study Involve: : 6.  Will precautions be taken to protect No
(a)  Physical risk to the subjects @ No anonymity of subjects
(b)  Social risk : Yes (N®
(c)  Psychological risks to subjects Yes <o 7. Check documents being submitted herewith to
(d)  Discomfort to subjects (Yes) No Committee:
(e)  Invasion of privacy Yes T ____ Umbrella proposal - Initially submit an with
(N  Disclosure of information damaging Yes @ overview (al] other requirements will be
to subject or others submitted with individual studies
_\/ Protocol (Required)
3. Does the Study Involve: Abstract Summary (Required)
(a)  Use of records (hospital, inedical, No v~ Statement given or read to subjects on nature
death or other) of study, risks, types of questions to be asked,
(b)  Use of fetal tissue or abortus Yes and right to refuse to participate or withdraw)
{(¢)  Use of organs or body fluids Yes (Ngo (Required
____ Informed consent form for subjects
4. Are Subjects Clearly Informed About: .~ Informed consent form for parent or guardian
(a)  Nature anid purposes of the study /Yes) No ____ Procedure for maintaining confidentiality
(b)  Procedures to be followed including es”? No v~ Questionnaire or interview schedule*
alternatives used *  [fthe final instrument is not completed prior to
{c)  Physical risk No review, the following information should be
(d)  Sensitive questions cYey No included in the abstract summary
(e)  Benefits to be derived No 1. A description of the areas to be covered in the
(N Right to refuse to participate or to &ep No questionnaire or interview which could be
withdraw from study considered either sensitive or which would
(g} Confidential handling of data @ No constitute an invasion of privacy
(h)  Compensation &/or treatment where No 2. Example of the type of specific questions to be
there are risks or privacy is involved asked in the sensitive areas
in any particular procedure 3. Anindication as to when the questionnaire will

be presented to the Committee for review

Pe e Mhom

Principal Invkgtigator

We agree to obtain approval of the Ethical Review Committee for any changes involving the rights and welfare of subjects
before making such change.

Trainee




ICDDRB: (entre for Health & Population RESEARCH RRC APPLICATION FORM

FOR OFFICE USE ONLY

RESEARCH PROTOCOL RRC Approval:  [Fes /[INo Date: |9 405, 2003
ProtocolNo. 2. 003 ~-O3 F# ERC Approval: [JYes / [INo Date:

AEEC Approval: OYes / {No Dare:

Project Title: INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN WITH DIARRHEA: SAFETY. COMPLIANCE &
ACCEPTABILITY

Theme: (Check all that apply)

v Nutrition (] Environmental Health

[[] Emerging and Re-emerging Infectious Discases v Health Services

[((J Population Dynamics v Chiid Health

[ Reproductive Health [] Clinical Case Management

[[] Vaccine evaluation [ Social and Behavioural Sciences
[] HIV/AIDS

Key words: Zine treatment, safety, children, acute diarrhea, compliance

Relevance of the protocol: Routine use of zinc in the treatment of acute diarrhea in children, as
recommended by the Zinc Investigators’ Collaborative group, is based on its proven efficacy and
etfectiveness in reducing the severity and duration of childhood diarrhoea (acute and persistent). The
efficacy of zinc has been replicated in numerous controlled clinical trials and its effectiveness continues
to be tested in several field trials throughout the world.. As zinc is scaled up as a treatment for childhood
diarrhea, there will be a need for phase IV trials to identify, validate and quantify its possible side effects
in relatively large patient populations. Equally important, as we plan for the actual roll-out in Bangladesh
it wilf be critically important to have data supporting the acceptability of the dispersible zinc tablets in
terms of taste and method of delivery, relative to syrup formulations already available on the market.
Finally, we need to know whether or not children are receiving the zinc following discharge from
hospital, for how long and what factors influence this.

Principal Investigator: Dr. Ali Miraj Khan Division: CSD Phope: 2328

Address: CSD, ICDDR,B Email: miraj@icddrb.org

Co-Principal Investigator(s): Dr. A.S.G. Faruque, Dr. Charles P. Larson, Dr. M.A. Salam

Co-Investigator(s): One medical officer from PSKP (to be named)

Student Investigator/Intern: None

Collaberating Institute(s): None

Population: Inclusion of special groups (Check all that applv):

Gender [[] Pregnant Women

v Male (] Fetuses

¥ Females {1 Prisoners

Age [ Destitutes

¥" 3 months -5 years [ Service providers

[} 5-9years [J Cognitively Impaired

] 10-19 years (] csw

] 20+ (] Others (specity )
1 >63 [l Animal

All age groups




Project / study Site (Check all that apply):

¥’ Dhaka Hospital
] Matlab Hospital
[] Matlab HDSS area
[ Matlab non-HDSS area

Mirsarai

Patvia

Other areas in Bangladesh
Outside Bangladesh

O 0000

{] Mirzapur name of country:
¥" Dhaka Community Multi centre trial
(] Chakaria (Name other countries involved)

D Abhoynagar

Type of Study (Check all that apply):
[] Case Control study

(] Community based trial / intervention
[} Program Project (Umbreila)

[] Secondary Data Analysis

(] Clinical Trial (Hospital/Clinic)

Cross sectional survey

Longitudinal Study (cohort or follow-up)
Record Review
Prophylactic trial

Surveillance / monitoring

O00 |O<0osd

] Family follow-up study Others

Targeted Population (Check all that apply}:

v" No ethnic selection {Bangladeshi) Expatriates

(] Bangalee Immigrants

{1 Tribal groups Refugee
Consent Process (Check all that applv):

v' Written v" Bengalii language
(] Oral (] English language

(] None

Total sample size:

Determination of Risk: Does the Research Involve (Check all that apply):

(] Human exposure to radioactive agents? [] Human exposure to infectious agents?

[] Fetal tissue or abortus? [] Investigational new drug

(] Investigational new device? [] Existing data available via public archives/source
(specify ) [] Pathological er diagnostic clinical specimen only

(] Existing data available from Co-investigator [] Observation of public behaviour

v New treatment regime
Yes/No

¥" [ Is the information recorded in such a manner that subjects can be identifted from information provided directly or
through identifiers linked to the subjects?

[0 ¥ Does the research deal with sensitive aspects of the subject’s behaviour; sexual behaviour, alcohol use or illegal
conduct such as drug use?

Could the infotmation recorded about the individual if it became known outside of the research:
[} ¥ a. place the subject at risk of criminal or civil liability?

|:] v b damage the subject’s financial standing, reputation or employability; social rejection. lead to stigma. divorce etc.

Do you consider this research (Check one):

[] greater than minimal risk ¥" no more than minimal risk
[J norisk (] only part of the diagnostic test

Minimal Risk is "a risk where the probability and magnitude of harm or discomfort anticipated in the proposed research are
not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical.
psychological examinations or tests. For example, the risk of drawing a small amount of bicod from a healthy individual for
research purposes is no greater than the risk of doing so as a part of routine physical examination”.




Yes/No

v" [T s the proposal funded?

[T ves. sponsor Name: Bill & Melinda Gates Foundation

Yes/No

O O

[s the proposal being submirted for funding ?

If ves. name of funding agencv: (1)

(2)

Do any of the participating investigators and/or their immediate families have an equity relationship (e.g.
stockholder) with the sponsor of the project or manufacturer and/or owner of the test product or device to be studied

or serve as a consultant to anv of the above?

{1F YES, submit a written starement of disclosure to the Director.

Dates of Proposed Period of Support
{Day, Month, Year - DD/MM/YY) .
Beginning date: 01/1103

End date: b.

Ist Year

31073

Direct Cost : US $44,855

Cost Required for the Budget Period (S)

2" Year 3™ Year Other years
8,135

Total Cost : US $59,208

Approval of the Project by the Associate Director of the Applicant

The above-mentioned project has been discussed and reviewed at the Division level as well bv the external reviewers.
The protocol has been revised according to the reviewer’s comments and is approved.

Dr M.A. Salam
el DS,

19|l

("

Name of the Associate Director wnamre

Date of ipproval

Certificatior by the Principal Investigator

1 certity that the statements herein are true. complete and
accurate to the best of my knowledge. I am aware that any
false. fictitious. or fraudulent statements or claims may
subject me to criminal. civil. or administrative penalties.
Fagree 1o accept responsibility for the scientific conduct
of the project and to provide the required progress reports
if' a grant is awarded as a result of this application.

Signature of Pl

WAFVVMW‘
LK. 09, Q003D

Name of Contact Person {if applicable)

Date:
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ABSTRACT SUMMARY FOR ERC

The Zinc Investigators’™ Collaborative group has recently recommended the routine use of
zinc in the treatment of diarrhea in children. This recommendation is based on the proven
etficacy and effectiveness of zinc in reducing severity and duration of childhood
diarrhoera, demonstrated in numerous controlted clinical trials. The recommendation,
however, also expressed the need for careful monitoring for side effects of zine,
especially unusual or excess vomiting.

The proposed study will be carried out in the Dhaka Hospital of ICDDR, B and in Dhaka
community for a period of one year. The zinc therapy will be introduced as part of its
standard management of children with uncomplicated diarrhoea. As zinc sulphate, 20 mg
elemental zinc will be given per day for 10 days in children of either sex with diarrhea
aged 3 months t0 5 years which is safe and etficacious. The study will compare
compliance and acceptability of the dispersible zinc tablets (which melts into a syrup
when water is added) versus zinc syrup. Monitoring for adverse effects of zinc therapy
will be carried out as an integral part of the routine management of a child while in
hospital. Particular focus will be given to the occurrence of unusual or excess vomiting
during and after hospitalization, while the child remains on zinc therapy. After discharge
from hospital, caretaker of the child will be advised to report to hospital for vomiting or
any other complaints which will be assessed by investigators for appropriate
management.

The compliance and acceptability of the dispersible zinc tablets or syrup will be assessed
mn the hospital and during a follow-up home visit on day 11-12 post start of therapy. This
assessment will be performed through an interview by trained research
assistants/investigators that will hardly take 15 minutes. To do this, a sub- group of 1600
children will randomly be assigned to either syrup or tablet formulations, then followed
to observe for differences in acceptability and compliance.

Informed written consent will be obtained from parents or authorized legal guardian of
participating child after explaining the nature of the study.

This study does not involve any risk to subjects. It also will not involve any mvasion of
privacy or sensitive aspects of subject’s behaviour or that of his or her caretaker.

All records will be maintained confidentially.

Caretaker of the child may ask the investigators any question related to study and those
questions will be answered honestly.

For this study and any future use of all information they provide. subjects’ anonymity
will be maintained.



Parents or guardians can decide not to participate and they can withdraw at any time
from the study, that will not affect usuai hospital care of their child.

The results of these studies will be used in the marketing and implementation of the
routine use of zinc therapy in the treatment of childhood diarrhea in Bangladesh and
eventually other developing country populations. Monitoring for side effects will assist
in the determination, hopefully confirmation, of zinc’s safety.

Thus both patients and society will be benefited from this study.



ROJECT SUMMARY: Describe in concise terms, the hypothesis, objectives, and the relevant background of the project.
Describe concisely the experimental design and research methods for achieving the objectives. This description will serve as a
succinct and precise and accurate description of the proposed research is required. This summary must be understandable and
interpretable when removed from the main application. ( TYPE TEXT WITHIN THE SPACE PROVIDED).

Principal Investigator: Dr. Ali Miraj Khan

Project Name: : INTRODUCTION OF ROUTINE ZINC TREATMENT FOR CHILDREN WITH DIARRHEA;
SAFETY. COMPLIANCE & ACCEPTABILITY

Total Budget:  US §79,974 Beginning Date Nov., 2003  Ending Date: Jjan., 2005

The Zinc Investigators’ Collaborative group has recently recommended the routine use of zinc in the
treatment of acute diarrhea in children. This recommendation is based on the proven efficacy and
effectiveness of zinc in reducing severity and duration of acute childhood diarrhoera, demonstrated in
numerous controlled clinical trials. The recommendation, however, also expressed the need for careful
monitoring for side effects of zinc, especially unusual or excess vomiting. Thus the need for a phase [V
trial as zinc is introduced into routine clinical practice, in order to assess potential side effects in a
relatively large patient population. The proposed study will be carried out in the Dhaka Hospital of
ICDDR,B. The zinc therapy will be introduced as part of its standard management of children with acute
or persistent diarrhoea. It will be given as zinc sulphate, 20 mg elemental zinc per day for 10 days in
children of either sex with diarrhea aged 3 months to 5 years.

Monitoring for adverse effects of zinc therapy will be carried out as an integral part of the routine
management of a child while in hospital. Particular focus will be given to the occurrence of unusual or
excess vomiting during and after hospitalization, while the child remains on zinc therapy. This will be
compared with pre-zinc baseline rates of vomiting. The compliance and acceptability of the dispersible
zinc tablets will be assessed in the hospital and during a follow-up home visit on day 11-12 post start of
therapy. To do this, a sub-group of children will randomly be assigned to syrup and tablet formulations,
then followed to observe for differences in acceptability and compliance.

The results of these studies will be used in the marketing and implementation of the routine use of zinc
therapy in the treatment of acute childhood diarrhea in Bangladesh and eventually other developing

country populations. Monitoring for side effects will assist in the determination, hopefully confirmation,
of zinc's safety.

KEY PERSONNEL (List names of all investigators including PT and their respective specialties)

Name Professional Discipline/ Specialty Role in the Project

I. Dr. Ali Miraj Khan Medicine/Paediatrics Principal Investigator

2. Dr. A.S.G Farugue Medicine/Public Health Co- Principal Investigator
3. Dr.M.A. Salam Medicine/Paediatrics Co- Principal Investigator
4. Dr. Charles P Larson Pediatrics/Epidemiology Co- Principal Investigator



DESCRIPTION OF THE RESEARCH PROJECT

Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed
study. Provide the scientific basis of the hypothesis, critically examining the observations leading to the
formulation of the hypothesis.

Research Objectives:

Within the Centre’s Dhaka hospital facility,

1. To monitor for adverse effects following the integration of zinc, 20 mg per day, into the Centre’s
routine zinc treatment protocol for children under five years of age with diarrhea.

2. To assess the acceptability of the dispersible zinc tablets in terms of taste and method of administration
in hospital facility.

3. To determine zinc treatment compliance rates following release/discharge from hospital.

4. To compare rates of acceptance and compliance in children receiving zinc as syrup suspension versus
dispersible tablets.

Hypothesis to be Tested:
That children (3 mo to 5 years of age) receiving zine for the treatment of diarrhea in the tablet

formulation, when compared to those receiving the syrup formulation, will demonstrate significantly
different rates of acceptance and compliance.

Specific Aims:

Describe the specific aims of the proposed study. State the specific parameters, biological functions/ rates/
processes that witl be assessed by specific methods (TYPE WITHIN LIMITS).

Specific questions to be answered:

1. Do children with diarrhea receiving zinc treatment experience excess or unusual vomiting?

2. What proportion of children refuse to take the zinc formulation and after what period of treatment?
3. Do children, post-discharge, continue to receive zinc and for what length of time?

4. Are there significant advantages to the zinc tablet or syrup formulations?

5. Do children return to the hospital because of recurrent vomiting?



Background of the Project including Prefiminary Observations

Describe the relevant background of the proposed study. Discuss the previous related works on the subject by
citing specific references. Describe logically how the present hypothesis is supported by the relevant background
observations including any preliminary results that may be available. Critically analyze available knowledge in the
field of the proposed study and discuss the questions and gaps in the knowledge that need to be fulfilled to achieve
the proposed goals. Provide scientific validity of the hypothesis on the basis of background information. If there is
no sufficient information on the subject, indicate the need to develop new knowledge. Also include the
significance and rationale of the proposed work by specifically discussing how these accomplishments will bring
benefit to human heaith in relation to biomedical, social, and environmental perspectives. (DO NOT EXCEED 5
PAGES, USE CONTINUATION SHEETS).

Background:

Zinc plays a critical role in metailo-enzymes, poly-ribosomes, and cellular function, thus it is an
essential mineral vital to human metabolism, cellular growth and immune function (1). With zinc
deficiency epithelial barriers are compromised and multiple components of the immune system
malfunction. The diminished immunological competence leads to an increased risk of infectious diseases
and greater severity of illnesses (2). Clinical and field studies have observed an association between zinc
deficiency and infectious disease morbidity (3-6). Zinc deficiency results in higher rates of infectious
diseases, including skin infections, diarrhea, respiratory infections, malaria, and delayed wound healing
(7). Zinc deficiency is likely to be widespread among children in developing countries along with high
rates of serious infectious diseases such as diarthea, pneumeonia, and malaria (8-9). Because zinc
deficiency has been associated with diarrhea and impaired immunity, recent studies have evaluated
possible therapeutic or preventive roles for zinc either as a dietary supplement or as a treatment (6).

Two well-documented determinants of diarrhoeal duration are malnutrition and decreased cell-
mediated immunity. A common determinant of both of these factors is zinc deficiency, thought to be
prevalent in children in developing countries (10-11). The therapeutic effects of zinc during diarrhea
have been investigated in several trials for acute and persistent diarrhea. These studies revealed consistent
benefits of zinc(12-24). Thus far, clinical trials have found zinc supplementation or treatment to improve
immune function in children in developing countries and to reduce incidence and prevalence of diarrhea
as well as its duration and severity. In diarrhea, the possible mechanisms other than improvement of
immune function include beneficial effects of zinc on intestinal permeability, regulation of intestinal
water and electrolyte transport, brush border enzymatic function and intestinal epithelial repair resulting
in reduction of stoo! volume and duration of diarrhea.

Zinc given as a treatment for diarrheal iillness has been shown to reduce morbidity, as weil as
mortality. Baqui et al observed the lower rates of child morbidity and mortality with zinc
supplementation started during diarrhoea in a large-scale community study conducted in rural area of
Bangladesh, which represent substantial benefits from a simple and inexpensive intervention and
remarked that it can be incorporated in existing efforts to control diarrhoeal disease {25). Thus, the use of
zinc as adjunctive therapy has the potential to improve the management of diarrhea and increase survival
in children, if it can be incorporated in the diarrhoeal diseases control programme in developing
countries. Additional studies are being conducted in several countries of Asia, Africa and Latin America,
with findings thus far indicating zinc will be beneficial in any part of the world where zinc deficiency is
prevalent,



Zinc Safety:

There are varied preparations of zinc salts commercially available e.g., Zinc acetate, zinc gluconate,
zinc sulfate and zinc methionate. All varieties of these salts have been studied in clinical trials and major
adverse effects have not been reported. In our hospital, we routinely use zinc acetate in children with
persistent diarrhea and we find it acceptabie by children without obvious distress. Based upon our clinical
observations, vomiting is not a significant problem with zinc acetate in children with persistent diarrhea.
Theoretically, toxicity of zinc due to its excess and prolonged administration includes gastrointestinal
complaints such vomiting, abdominal cramp and diarrhea. Rarely, mascular incordination,
hepatosplenomegaily and stunted growth have been reported due to chronic exposure. None of these
complications, aside from vomiting, is observed during short courses of therapy (26-28).

Acceptance and Compliance with Treatment Instructions

In an ideal world health professionals would be able to count on their treatment instructions being
carried out. Such a world does not exist and we can anticipate there will be problems with adherence to
the recommended 10 course of prescribed therapy. There are several explanations for this (29). At the
time of discharge the child will be improving and may no longer have observable symptoms. Caretakers
may conclude that the zinc therapy is no longer necessary. Furthermore, caretakers may not fully
comprehend the preventive value of zinc and the relatively more complex assumptions related to
secondary prevention. The child (patient) also influences compliance. Ifa child resists taking
medication, for whatever reason, parents are more likely to stop when they perceive the grief it is causing
outweighs any additional benefit. There is also the issue of provider competence in communicating
instructions and the importance of full compliance. If this is not done in a caring, effective manner many
parents will leave the hospital with an inadequate understanding of what is expected of them and why.

To improve the likelihood of compliance, providers will be trained to transfer a minimum, standard
package of information. Following this, the provider will ask the caretaker a few key questions, thus
insuring their understanding(30). Because of concerns about the “chalky” taste of the dispersible tablets
and whether a sizeable proportion of children will refuse to take them, we will be comparing the tablets
with an alternative syrup preparation flavored as honey.

A meeting was convened in New Delhi, India on May 7-8, 2001 to review the research findings of all the
studies that investigated the role of zinc on clinical course of acute diarrhea and to draw conclusions
concerning its efficacy (28). Conclusions and recommendations of the meeting were as follows:

* There is now enough evidence demonstrating the efficacy of zinc supplementation on the clinical
course of acute diarrhea.

¢ Zinc supplementation given at a dose of 10-20mg per day for 14 days is efficacious in reducing the

severity of diarrhea and duration of the episode significantly.

* However, effectiveness studies to assess different strategies for zinc supplementation to children
should be taken. These studies should investigate the feasibility and sustainability of routine zinc
therapy in children with diarrhea.

» Although the type of zinc salt does not seem to influence efficacy, it is important to determine the best

formulation of zinc to minimize the side effects of zinc administration, essentially vomiting.

This proposal addresses the last two of these recommendations within the context of a hospital setting and
post-discharge home management.



Research Design and Methods

Describe in detail the methods and procedures that will be used to accomplish the objectives and specific aims of the project. Discuss the alternative
methods that are avaitable and Jjustify the use of the method propesed in the study. Justify the scientific vaiidity of the methodological approach
(biomedical, social, or environimental) as an investigation ool to achieve the specific aims. Discuss the limitations and difficulties of the proposed
procedures and sufficiently Justify the use of them. Discuss the ethical issues related to biomedical and social research for employing special procedures.
such as invasive procedures in sick children, use of isotopes or any other hazardous materials, or social questionnaires relating 1 individual privacy. Point
out safety procedures 1o be observed for protection of individuals during any situations or materials that may be injurious to human health. The

methodology section should be sufficiently descriptive 10 aliow the reviewers 1o make valid and unambiguous assessment of the projeci. (DO NOT EXCEED
TEN PAGES, USE CONTINUATION SHEETS).

Study site ; The Dhaka Hospital of ICDDR, B: Centre for Health and Population Research.

Duration: Total duration of study will be, a) 12 months of safety monitoring and b) 5 months to test
acceptance and compliance. We will carry out our original study after completion of a preliminary study
on pilot basis. Initially two months will be devoted for this pilot study.

Study Population:

1. Safety Monitoring: All children treated with zinc will be monitored for excess or unusua
vomiting. All other unexpected events (possible side effects of zinc €.2., nausea, anorexia,
abdominal cramp, metailic taste etc) though rare will be reviewed by the study’s clinical
researchers (AMK, ASGF, MAS).

2. Acceptance and Compliance: The hospital operates a Diarrhoeal Disease Surveillance System,
which prospectively collects socio-demographic, clinical, and microbiologic information from a
systematic 2% (every 50% patient ) sample of patients attending this treatment facility with
diarrhoeal illnesses. Children under this Surveillance System will be included in the study if they
live withina 15 kilometers radiys from the Centre. In addition, the next 3 living within a 15
kilometers radius admitted to the Centre will also be approached for participation in this study.
This will lead to an estimated 16 children enrolled per day. These children will be randomly
assigned (following consent and baseline data collection) to receive the dispersible tablet
formulation or syrup formulation). We will aim to enroll 1,600 children (4060 per comparison
group X 2 age groups [3 to 23 months and 24 to 59 months]).

Inclusion criteria i

All children with uncomplicated diarrhoea aged 3 months to 5 years attending the ICDDRB Dhaka
hospital admitted to the Short Stay Ward (Rehydration Ward) or referred to the PSKP outpatient clinic
will be eligible for this study. Zinc as a treatment in infants below 3 months of age has not been
adequately tested (26).

Exclusion criteria

Children with co-morbidity associated with excessive vomiting. This includes whooping cough,
congenital pyloric stenosis, obstructive defects of the GI tract, hiatus hernia, diabetes, uraemia,
galactosemia, pylorospasm, cow’s milk allergy, appendicitis, pancreatitis, and intracranial space

occupying lesions. Children living beyond 15 kms from the Centre wil] be excluded, as will those with
no address (street dwellers).



Sample size:
1. Safety monitoring: Based on the yearly patient attendance at the center, it is estimated that
60,000 children under five years having diarrhea will receive zinc therapy (20 mg elemental zinc
as zinc sulphate in dispersible tablet form per day for 10 days) at the Dhaka Hospital. All

instances of excess vomiting or new onset vomiting within 60 minutes following zinc ingestion
will be recorded.

2. Rates of acceptance:

a. single proportion: (level of confidence = .95)(setting d = .10)(P=0.5)

N = (Z,,,)" X (PY(1-P) = 96
dz

b. comparing two proportions (level of confidence = .95 and power = .80)(setting d = .10)

N/gp = (Z,ppa + Zoen X (PY(1-P) x 2 = 392/gp
dl

3. Compliance (mean # days):

a. single mean: (level of confidence 0.95)(SD = 3 days)(setting d at 0.5 days)

N =Q3‘Jth X (SDY’ = 139
dz
b. comparison of two means(level of confidence 0.95)(SD = 3 days)(setting d at 0.5 days)

N/gp = (Zyypa + ZopaV X (SDY x 2 = 282/gp
d2

Given these estimates, we will enroll 400 children in each treatment arm. Given there may differences by
age, the analysis will be stratified by age: 3 to 23 months and 24 to 59 months of age. The total number
of subjects enrotled will be 1,600.

Zinc formulation

Zinc Tablets: Premix produced by Nutriset, Ltd. Premix compressed and packaged in 10 tablet blister
packs by Square Pharmaceutical, Dhaka. 175,000 blister packs will be produced and sold to ICDDRB for
research purposes only. The taste is somewhat chalky to adults. The tablets dissolve quickly after the
addition of water, becoming a syrup.

Zinc syrup: Produced by Orion Laboratories Ltd, Dhaka. 10 mg/5 cc, to be given 10 cc per day for 10
days. 100 ml per bottle of honey tasting syrup.

Quality control of zinc formulation
We have communicated with Nutriset. They inform us that the premix is routinely checked to verify they
are compressing 20 mg tablets +/- 2 mg. They have reviewed the production capacity of Square

Pharmaceuticals, who also run routine checks, and have concluded they are able to maintain these
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standards. The syrup is prepared by Orion Laboratories Ltd, Dhaka, Bangladesh, who also run routine
quality control checks. We will obtain quality control data regularly from the companies.

Zinc therapy and randomization

Children both male and female aged 3 months to 5 years will receive 20 mg elemental zinc (as zinc
sulphate) per day for 10 days (34). Following informed consent, children will be randomly assigned to
tablet or syrup formulation using a blocked randomization procedure. Each block will contain a balanced
6 treatment assignments that are to be enclosed in separate envelopes attached to the consent form. Zinc
will be administered under the supervision of hospital staff as long as the child remains hospitalized,
ensuring adherence to the treatment schedule. After discharge from hospital, administration of the zinc
treatment will be under the responsibility of the caretaker of the child. As zinc sulphate, 20 mg elemental
zinc will be given as one single dose daily which is safe and efficacious. At home this single dose regimen
will be continued for a total of 10 days. Before discharge from hospital, mother/caretaker will be given
instructions regarding dosing and administration of zinc.

Follow up :

i) Active surveillance (limited to those in the randomized trial)

A.household visit will be made once for each child after discharge from hospital. The visit will be on the
11" or 12™ day following the start of zinc therapy. This will be done by a trained research assistant.

They will be appropriately trained to identify side effects of zinc, acceptance and duration of treatment. If
treatment was prematurely stopped, caretakers will be requested to explain the reason why.

ii) Passive surveillance (all patients treated over the 12 month safety observation period).

At the time of discharge from hospital, parents or guardians of children will be advised to report back to
the hospital in the event of recurrent vomiting or any other possible side effect. These subjects will be
assessed by one of the physician investigators.

Working definition of vomiting
It is the expulsion of contents of upper intestinal tract specially contents of stomach through oropharynx
coming out mainly through mouth, in addition, occasionally through nose.

Grading of vomiting

For working purpose, we will grade vomiting as severe and nonsevere. If vomiting frequency exceeds 4
times per hour then it will be considered as severe and in such clinical situation, zinc will be stopped.
Children not vomiting in the past 6 hours but vomiting within 60 minutes of receiving zinc will be
observed. If it does not progress to severe grade, zinc will not be stopped.

Monitoring of zinc related side effects in the Short Stay Ward

While receiving zinc in the short stay ward (SSW) or adjacent clinic, all children will be seen by the
physicians working in these sites. If in the SSW, this will be at least three times in 24 hours. In addition,
nurses working in these sites continuously observe the patients for the development any unusual
symptoms. For monitoring of vomiting, mothers will be provided small pieces of round metal chips to
place in a box for each episode of vomiting to count frequency. On duty nursing staff and research
assistants will supervise it. That will simplify the task . The hospital’s current practice for assessment of the
cause of excess vomiting will be followed. This includes estimation of serum electrolytes, clinical
assessment for pneumonia or another focus of infection {otitis media, tonsillitis, hepatitis, meningitis)
and study of the cerebrospinal fluid where clinically indicated. Management will be given according to
etiology and patient will be hydrated if there is any sign of dehydration. Any other unexpected symptoms
possibly attributable to zing toxicity will be reviewed by the investigators and its management will be given
accordingly.
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Specific outcomes to be measured:

In children not vomiting at time of assessment (past 6 hours): All vomiting episodes occurring within 60
minutes of receiving the zinc treatment

In hospitalized children: Proportion of children with continued vomiting by presumed or confirmed
etiology will be compared with vomiting in surveillance data routinely collected by the hospital prior to the
onset of zinc as a treatment. This will provide prevalence of vomiting, 24 hour frequency and duration and it will
also serve as baseline information.

Withdrawal from zinc supplementation

During zinc supplementation, children developing serious complications due to severe infection e.g.,
septicemia, pneumonia, meningitis, typhoid fever etc. zinc therapy will be stopped, because the efficacy
and safety of zinc efficacy has not been tested in grave infections. In case of unusual or excess vonuting,
zinc will be stopped. Such patients enrolled in the active surveillance will also be withdrawn from the study
and will be considered as dropout cases. These patients will not be followed at home because they will be
evaluated at hospital regarding compliance and acceptability up to the moment of withdrawal and their
data will be included in the analysis. If a child develops infection of mild to moderate grade e.g., otits
media, tonsillitis, shigellosis etc., during zinc supplementation, zinc will not be stopped.

Tolerance/Acceptability:

During hospitalization, research assistants will interview caretakers following the first dose of zinc (at the
time of entry into the study) and once every 24 hours until discharge. Mothers will be asked whether or
not their child took the zinc medication and whether, in their subjective opinion, the formulation was
acceptable to their child. If reported to be unacceptable or poorly accepted, caretakers will be asked to
explain. These explanations will subsequently be grouped under common themes and assessed in terms of
overall compliance. Following these questions, mothers will be asked whether or not the taste or texture
of the formulation is tolerated by their child. The issue here is not that it tastes “good”, but that it is
tolerated.

Compliance

At the time of discharge caretakers will be instructed to continue with the zinc treatment once per day until
the 10 day. Providers will receive a standard form outlining the specific instructions or verbal
information to give and an explanation for why the child should continue for a full 10 days. Caretakers
will be provided with the required number of zinc tablets. On the 11" or 12" day, caretakers will be
visited in their homes by a research assistant. At that time the number of tablets or quantity of syrup given
over what length of time will be determined. It may be difficult on the part of mother to recall. So all
mothers will be provided (both for hospital & home)small pieces of round metal chips to place in a box
for each day of refusal of taking zinc to count frequency of day.

12



Facilities Available

Describe the availability of physical facilities at the place where the study will be carried out. For clinical and laboratory-
based studies, indicate the provision of hospitat and other types of patient’s care facilities and adequate laboratory support.
Point out the laboratory facilities and major equipment that will be required for the study. For field studies, describe the field
area including its size, population, and means of communications. (TYPE WITHIN THE PROVIDED SPACE).

Treatment Center of Dhaka Hospital and adjacent PSKP outpatient clinic. Zinc tablet/ syrup will be
supplied to the study patients of PSKP clinic from the protocol budget. We will include one physician ¢f
PSKP clinic to be co-investigator of our study.

Data Analysis

Describe plans for data analysis. Indicate whether data will be analyzed by the investigators themselves or by other
professionals. Specify what statistical software packages will be used and if the study is blinded, when the code will be
opened. For clinical trials, indicate if interim data analysis will be required to monitor further progress of the study. (TYPE
WITHIN THE PROVIDED SPACE).

Zinc safety: Case by case assessment will be done and all vomiting episodes monitored. This will include
prevalence of vomiting, 24 hour frequency and duration. A separate tally will be maintained of new onse
vomiting episodes within 60 minutes of receiving the zinc treatment. Grading of vomiting will be recorded
and the proportion of different grades will be described. Any unexpected clinical events will also be
recorded and tabulated according to time of presentation following zinc intake.

Acceptance and compliance; This will include a descriptive summary of rates of refusal or reported
intolerance. Both the mean number of days children receive zinc and the proportion completing a 10 day
course will'be descnbed. ™ NexT these outcomes will be compared 1 Those who received the tablet or syrup
formulations. Multivariate analyses will control for co-morbidity, presence of vomiting or nausea, age of
child, and other socio-demographic characteristics.

Rationale

Data from this type of phase I'V evaluation is necessary for reassuring the policy makers and stake holders,
manufacturers, marketing companies and distributors, and users of zinc in Bangladesh. Assessment of
acceptance and compliance will assist the Centre and our zinc scaling up project partners in revising (if
necessary) zinc treatment instructions and its caretaker communication messages. Acceptance of the
alternative formulations will have a direct impact of SMC’s business plan, the amount ordered and
expected sales.

Ethical Assurance for Protection of Human Rights

Describe in the space provided the justifications for conducting this research in human subjects. If the study needs
observations on sick individuals, provide sufficient reasons for using them. Indicate how subject’s rights are protected and if
there is any benefit or risk to each subject of the study.

The study will be conducted according to good clinical practice and the Declaration of Helsinki and
relevant national guideline with the prior approval by the RRC and ERC. For those subjects enrolled in
the comparative study of syrup vs. tablets, informed written consent will be obtained from parents or
authorized legal guardian after explaining the nature of the study. Parents or guardians can decide not to



participate or they can withdraw at any time from the study and that will not affect usual hospital care of
their child.

Steps to be followed to manage possible zinc related side effects

Monitoring at hospital : While receiving zine, all children will be seen by the physicians at least twice in 24
hours. In addition, nurses working here will observe the patients frequently. If vomiting frequency in this
study exceeds 4 times per hour then it will be considered as severe and in such clinical situation, zinc will
be stopped and patient will be hydrated if there is any sign of dehydration. If vomiting frequency does not
exceed 4 times per hour, zinc will not be stopped and patient will be observed for signs of dehydration.
Children not vomiting in the past 6 hours but vomiting within 60 minutes of receiving zinc will be
observed. If it does not progress to severe grade, zinc will not be stopped. Any other unexpected
symptoms attributable to zinc toxicity will be reviewed by the investigators and its management will be
given accordingly and zinc will be stopped.

In the community at home: On discharge from hospital, caretaker of the child will be advised to bring
their child to the hospital for assessment by our staff if he/she vomits or develops any other symptoms or
becomes worse again. After evaluating the child by our physicians, appropriate management will be given
accordmgly.

As zing sulphate, 20mg elemental zinc supplementation per day for 10 days is safe and efficacious in
reducing the severity of diarrhea and duration of the episode significantly. No adverse effects of zinc have
been observed with this dose regimen for such a period or even with higher dose regimen in a number of
clinical trials(12-24). Out of numerous clinical studies of zinc, in one study from Nepal, vomiting with zinc
supplementation ( as zinc gluconate ) has been reported (28). From extensive literature review, it appears
that there will be no or minimat risk of zinc toxicity with this dose regimen.

This study will not involve any invasion of privacy or sensitive aspects of subject’s behaviour or that of
his or her caretaker. Caretaker of the child may ask the investigators any question related to study and
those questions will be answered honestly. All records will be maintained confidentially. For this study and
any future use of all information they provide, subjects’ anonymity will be maintained.

The results of these studies will be used in the marketing and implementation of the routine use of zinc
therapy in the treatment of childhood diarrhea in Bangladesh and eventually other developing country
populations. Monitoring for side effects will assist in the determination, hopefully confirmation, of zinc’s

safety.

Use of Animals

Describe 1n the space provided the type and spectes of amimal that will be used n the study. Justify with reasons the use of
particular animal species in the experiment and the compliance of the animal ethical guidelines for conducting the proposed
procedures.

Not applicable.
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Identify all cited references to published literature in the text by number in parentheses. List all cited references sequentially
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length.
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Dissemination and Use of Findings

Describe explicitly the plans for disseminating the accomplished results. Describe what type of publication is anticipated:
working papers, internal (instinitional) publication, international publications, international conferences and agencies,
workshops ete. Mention if the project is linked to the Government of Bangladesh through a training programime,

Dissemination

Dissemination will be ongoing and involve several strategies.

1. Dissemination manager: The zinc scale up project will provide a dissemination manager and a scale-up
manager. Both are responsible for insuring the knowledge obtained from this study are applied to the
scaling up exercise in Bangladesh and for dissemination locally and internationally.

2. A technical interest group including policy makers (such as GoB), representatives of the WHO and
UNICEEF, private laboratory (pharmaceutical industry), Social Marketing Company, clinicians, and health
sector NGOs (such as BRAC) will be formed. This committee will meet prior to the start of the study,
midway and at the conclusion of the study.

3. Zinc conferences: Three zinc conferences over the next 3 years will be sponsored by the project. This
will include local and international experts.

4. Narrative reports will be prepared every 6 months describing the progress of this and other studies
included in the scaling up project.

5. Publication of results in peer reviewed journals.

Collaborative Arrangements

Describe briefly if this study involves any scientific, administrative, fiscal, or programmatic arrangements with other national
or-international erganizations or individuals, Indicate the nature and extent of collaboration and include a letter of agreement
between the applicant or his/her organization and the collaborating organization. (DO NOT EXCEED ONE PAGE)

This study is being planned and carried out in collaboration with the MOHFW, Social Marketing Company
(Bangladesh), Nutriset, Ltd (France), USAID and WHO/Geneva.
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investigator, Use a photocopy of this
page for each investigator.

1. Name Charles P. Larson
2 Present position Head, Health & Family Planning Systems Programme

3. Educational background: MD, MSc (Epidemiclogy & Biostatislics)
Specialty Certification in Pediatrics and in Community Medicine

4. List of angoing research protocols

This is the first protocol I have submitted to RRC. Green banana effectiveness study concurrently under

review,
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e) Working papers 2
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6 Five recent publications including publications relevant to the present research protocol
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Pediatr Adol Med 1994;148:1288-92.
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3" edition, in press.
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Budget
Project title: Routine zinc......
PI: Dr Ali Miraj Khan
Buration: 15 months

Name Project positicn % effort # of Monthly 1st year 2ndyear3 Total inUS$ °
post salary mon

40%

Dr Ali Miraj Khan (2430-7) Principal Invest, 1 1250 6,000 1,575 7.575
20%

Dr ASG Farugue {1266-6) Co-PI 1 2055 4,932 1,295 6,227
5%

Dr MA Salam Co-investigator 1 - - - -
10%

Dr Charles Larson Co-investigatar 1 - - - -
100%

To be named Trainee physician 1 220 2,640 883 3.333
100%

To be named Research Asstt, 4 Js4 17,472 17,472
100%

To be named Field Attendant 1 265 3,180 3,180

Sub-total: 34,224 3,563 37,787

International Trave!

For dissemination of study findings 2,500 2,500

Sub-total: 2,500 2,500

Supplies materials

Field supplies 1,000 1,000
Sub-total: 5,000 5,000
Other Expenses

Clinical services {Patient hospitalization Cost) 6,000 6,000
Laboratory cost (X-ray, Pathology, Bic-chemistry, Microbiclogy etc.) 3,000 3.000
Printing & publications 200 100 300
Sub-totai: 9,200 100 9,300

Transportation

Transportation cost for home visits-Dhaka 6,000 6,000
Sub-total; 6,000 - 6,000
Total Direct Cast 54,424 6,163 60,587
Indirect cost {32%) 17,416 1,972 19,388
Total 71,840 8,135 79,974
r
\l‘“ﬂ 8lie} o3
Md. Bozlut RaHman
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Budget Justifications (Zinc study............ )

Please provide one page statement justifying the budgeted amount for each major item. Justify use of
manpower, major equipment, and laboratory services.

1.

5.
6.

Personnel costs reflect the actual time involvement of respective staff with the exception of Drs.
Charles Larson and Mohammed Abdus Salam whose time has not been costed.

Drug cost: These are estimated based on actual procurement costs.
Laboratory costs are estimated as per ICDDR,B laboratory charge for each test ( rough estimate).

Patient hospitalization cost: hospitalization and related (food, drugs, lab investigations) cost for
patients developing adverse effects ( rough estimate).

International travel is requested for dissemination of study findings and other study related matters.
Home visit cost has been estimated according to present Baby Taxi fare rate.

Study Timelines

Month Activities Invelvement
1 Preparation for the study and training of staff All staff
2-13 Actual conduct of the study and data collection All staff
14-15 Analysis and manuscript writing Investigators
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CENTRE FOR HEALTH & POPULATION RESEARCH
(ICDDR,B)
INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN
WITH DIARRHEA: COMPLIANCE AND ACCEPTANCE

BASELINE INTAKE FORM
Date [/ [/ Interviewer #
d m vy
1. Case ID # 2. Address

3. # days your child has been sick? __
4 Describe the type of diarrhea:
Watery _ Bloody _ Loose
5. What treatments have you given your child?
51.0RS: No__  Yes_
5.2, Antibiotics: No_ Yes _ name

5.3. Imjection; No _ Yes __ name
5.4, other

6. If yes to antibiotics or other oral medications: Did your child have trouble tolerating
the medication? No _ Yes_

If yes, did it cause vomiting? No _ Yes
7. Have you ever given your child zinc? No
Yes, as supplement
Yes, as a treatment
8.. Marital Status:
Married, father at home __ Married, father outside home _
Separated or divorced
9. Father’s education 15, Father’s occupation _____
10. How much do you spend on food for your household each week? _ Tk
Thank you for answering these questions. To remind you, we will be coming to your home in about

10 days to ask you further questions. The visit can be arranged when you leave the hospital/clinic
at a time and date good for you.
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CENTRE FOR HEALTH & POPULATION RESEARCH
(ICDDR,B)

INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN
WITH DIARRHEA: COMPLIANCE AND ACCEPTANCE

DISCHARGE INSTRUCTIONS
(To be read to the mother and then given to her, whether literate or not)

Your child has improved and he/she is now ready to return home with you. In spite of your child’s
improverment it is important to continue with the treatment instructions given to you by the hospital/clinic
staff. If your child should become worse again or vomit, please return here for assessment by our staff

You have kindly agreed to participate in a study that wilt allow us to compare two zinc treatments for
diarrhea in children. These two choices offer exactly the same treatment, but in different forms. This
treatment will help cure your child’s illness, but equally important, if give it for 10 days it will lessen the
chance of another illness. This does not mean your child will not become sick again, but it will be less
likely.

~ Your child was given the zinc treatment when he/she arrived here. Now that you are returning home, it is
very important that you continue to give your child the zinc treatment for a total of 10 days. Your child
has received the treatment for ___ days, so that means you still have another ___ days to go.

As arranged with you, we will be visiting you in your home in ___ days. The date will be
and the expected time is . As you know, it is sometimes difficult to
travel in Dhaka, so we may not arrive at the exact time scheduled.

Thank you once again for agreeing to help us with this study. We hope your child continues to improve
and we look forward to meeting vou again in your home.



CENTRE FOR HEALTH & POPULATION RESEARCH
(ICDDR,B)

INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN
WITH DIARRHEA: COMPLIANCE AND ACCEPTANCE

Home Visitation Questionnaire

Date /[ Interviewer #
d m vy
1. CaseID # 2. Address
3. # Days since start of illness episode 4. # days since discharge

5. Current status of child:
No further diarrhea New episode of diarrhea
Continued diarrhea Other new illness

6. For how many days did you give your child the zinc treatment?
(if 10 days, go to Q. 9)

7. For what reason(s) did you stop giving the zinc for less than 10 days

7.1.

7.2.

7.3.

8.-What could have been done 1o make it more likely you gave the zinc for 10 days?

9. Did your child have trouble accepting the zinc? No __ Yes

If yes, explain

10. In your opinion is the taste of the medicine a problem? No __ Yes

If yes, explain
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11. Why your child accepted zinc?
Whether taste is good Yes  No_

If ves, explain

12. In your opinion did the zinc treatment make your child feel nauseous or cause

additional vomiting? No _ Yes

If ves, explain

13. If your child becomes sick with diarrhea again, will you give your child zinc to treat
the illness? No ~ Yes

If no, explain

14. Do you wish to tell us anything further about the zinc treatment?

Thank you for answering these questions. Your participation is greatly appreciated.
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CENTRE FOR HEALTH & POPULATION RESEARCH

(ICDDR,B)
INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN
WITH DIARRHEA: SAFETY, COMPLIANCE AND ACCEPTANCE

Voluntary Consent Form
PI : Dr. Ali Miraj Khan I[CDDR,B ( Phone : 8811751-60, Ext 2328) Protocol no. 2003-037.

Your child is suffering from diarrhoea. As a part of your child’s routine clinical care, he/she will receive
zinc { 20 mg elemental zinc as zinc sulphate) once a day for 10 days. If you agree to participate in this
study, your child will be randomly assigned to receive the zinc from a bottled syrup preparation or from a
tablet which melts into a syrup when water is added. This will allow us to compare the acceptability of
these two preparations and compliance with treatment instructions. Zinc therapy in your child will reduce
the severity of the diarrhea as well as shorten its duration. Moreover, it is likely to prevent future attacks
of dirrahoea. ‘Possible side effects of zinc may be nausea and vomiting but these are not usually
encountered. Ifit happens, we shall take appropriate steps” This evaluation of the two zinc treatments will
begin with an interview in the hospital or our clinic. We will also want to interview you at your home
approximately 10 days later that will hardly take 15 minutes. The exact date and time will be arranged
with your permission prior to leaving the hospital. When we visit you at home you will be asked to
remember how well your child tolerated the zinc treatment and for how many days it was given. We will
also ask you some questions related to diarrhea of your child. “After discharge from hospital if your child
vomits at home or develop any new medical problem, please come back to our hospital with your kid.
We will evaluate your child and management will be given accordingly. ¥

This study does not involve any risk to your child. It also will not involve any invasion of your privacy or
sensitive aspects of your behaviour or that of your child. All records will be maintained confidentially.
You are always free to ask the investigators any questions you want. We will honestly answer those
questions. For this study and any future use of all information you provide, your anonymity will be
maintained. Your consent to allow us to interview you at hospital and at your house during follow up and
to review your child’s medical record is voluntary. If you should decide not to participate in this study it
will in no manner affect the care your child receives. You can also withdraw at any time from the study
and that will not affect the usual hospital care of your child.

If you agree to participate, please indicate this by placing your signature or your left thumb impression in
the specified space below. Thank you.

Signature of the Investigator/ Sign... of the eyewitness Signature/Thumb impression ¥
Representative of the Investigator of mother/legal guardian
Date: Date: Date:
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Check List

After completing the protocol, please check that the following selected items have been included.

1. Face Sheet Included *\7

2. Approval of the Division Director on Face Sheet !_\_/

3. Certification and Signature of PI on Face Sheet, #9 and #10 :\/
4. Table on Contents :/

5. Project Summary :_L./

6. Literature Cited :/

7. Biography of Investigators Z

8. Ethical Assurance ——;/

9. Consent Forms ' \/
10. Detailed Budget | /



.
JSm— ' Reviewer #f |

Page T ol 2 -

Titla: Introduction Of Routince Zinc Treatment For Children With
Dimrhea: Safetyy Compliance & Acceptability

Summary ot Referee’s Upinions: Please see the following tablé to evaluate the
: various aspects of the proposal by checking the appropriate hoses. Your detailed
comments are sought on a separate, atlached page.

’
» -

L RankScore
- theh | Medium | Tow

. Quality of project “,
l

. Adequacy of project design” o e,

Suitability of methodology "

Feastbility within time petiod Yo

Appropriateness of budget

Potential value of field of knowledge "o T

CONCLUSIONS

I support the application:
a) without gualification
b) with qualification

- on technical grounds

- on level of financial support

O o " 0

! do not support the application

Name of Referee:
Signature: . Date: 20-09-2003
Position: '

Institution:

Address: (full postal address)




T v A Page 2 0l 2

Dct.uled Comments s

Please briefly provnde your opmlons of this mopnkal,.uwnw special altention to the
originality and feasibility of the project, its polential foryproviding new knowledge and the

justification of finmancial support sought; include suggestions for modifications {scientific or

financialy where you feel they are justified. (Use additional pages if necessary)
L :

Title: Introduction Of Routine Zine Treatment For Children With
Diarrhea: Safety, Compliance & Aceeptability

Pl Scientists of [CDDRB, Bangladesh

Reviewer:

Comments :

The proposed project is of high public, health interest and the results ol the study sheuld have
a direct bearing on unportant heaith policy matters. The project is well writien. | ullv support
the study. [ am giving some of my comments below:

I. The investigator may cousider assessing whether giving zine during and alter diarrhoca
benelicially influence in preventing useless or harmlui anti-diarrhoea medicines.

2. The mvestigators proposed to treat all children with zine and monitor excess of unusual
vomiting, it is not clear from the description whether they plan to collect baseline
information on vomiting and over what period of time,

3. Under “zinc therapy and randomization” — The investigators mentioned that the children

will receive “zinc acetate 20 mg/day for 10 davs”™. Theyv should clarify whether they mean
20 mg elemental ziic or 20 mg zinc acetate. Similarly, they state that zine sulphate 20 myp
will be given daily. Do they mean 20 mg elemental zinc as zinc sulphate or 20 mg of zinc

sulphate?



L% 3

RESPONSE TO COMMENTS OF REVIEWER #1

(Project Title: INTRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN WITH DIARRHEA: SAFETY.
COMPLIANCE & ACCEPTABILITY)

L. Answer to comment # | : There is another protocol in our centre, approved by RRC |
addressing this issue.

2. Answer o comment # 2 ;
(Baseline information)

a) If a child who had not vomited in past 6 hours, vomited within 60 minutes of receiving
zinc would be recorded as an adverse effect.

b) Tn our study. children with continued vomiting by presumed or confirmed etiology will
be compured with vomiting in surveillance data routinely collected by the hospital prior
to the onset of zinc as a treatment . This will include prevalence of vomiting, 24 hour
frequency and duration and it will serve as baseline information. Now it has been mare
clearly mentioned.

2. Answer to comment # 3 : We mean 20 mg elemental zinc as zinc suiphate, now
clearly stated in the protocol.

L



Varson - Kevi ecoev # Z.
rom: fontaineo @who.int

ent: Monday, September 29, 2003 12:25 PM

K- HE clarson@icddrb.org

ubject: RE: Review

nportance: High

@ar Charles,

ere is the a short review of your proposal.

itle: Introduction of routine zinec therapy for chlldren with diarrhoea:
. afety, compliance and acceptability.

his is a very well prepared propesal to assess potential side effects of
inc supplementation in the course of the treatment of acute diarrhecea, and
o compare the prevalence of side effects, namely vomiting, as well as
dherence to treatment and acceptability between dispersible zinc tablets
nd zinc syrup.

fiese are important research gquestions that were identified as research
riority issues in a meeting convened by the WHO in India in May 2001.

tis proposal, which has been developed by a véry experienced team of
ssearchers in this type of research, is perfectly adequate to answer these
zsearch questions, and this reviewer has no major comments/suggestions.

1st a few minor comments/clarifications:

1 page 8, in-the section "Zinc therapy and randomization® it is mentioned
ace that the supplements are made of zinc acetate and once that they are
sde of zinc suffate. I know that the zinc tablets are made of zinc sulfate.
>pes this mean therefore that the zinc syrup contains zinc acetate?

1e consent form should include a sentence indicating that participants can
ithdraw at any time from the study.

3 a detail budget was not included in the promosal sent to review, the
zviewer cannot comment on it. However, a toatl budget of US%54,507 for
avestigating 1600 children with home follwo up seems guite reasonable,

hank you for letting me review your proposal.
nities i
r Q. Fontaine
edical Cfficer
HiLD and ADoLEsSCeNT HeALtH and DeVELoPmENT

orld Health Organization

21: +41 22 791 2894
ax: +41 22 791 4853

--—-Qriginal Message-----



RESPONSE TO COMMENTS OF REVIEWER # 2

(Project Title: INYRODUCTION OF ROUTINE ZINC THERAPY FOR CHILDREN WITH DIARRHEA: SAFETY.
COMPLIANCE & ACCEPTABILITY)

L. Answer to comment # | : (Page 8) It has been corrected (as zinc sulphate)

2. Answer to comment # 2: Reviewer’s suggestion has been incorporated and consent
form has been revised.
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