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End poverty in all its forms everywhere

End hunger, achieve food security and improved nutrition and promote sustainable agriculture

Ensure healthy lives and promote well-being for all at all ages

Ensure inclusive and equitable quality education and promote lifelong learning opportunities for all

Achieve gender equality and empower all women and girls

Ensure availability and sustainable management of water and sanitation for all

Ensure access to affordable, reliable, sustamable and modern energy for all

Promote sustained, inclusive and sustainable economic growth, full and productive employment and decent work for all

9. Build resilient infrastructure, promote inclusive and sustainable mdustrialization and foster innovation

10. Reduce mequality within and among countries

11. Make cities and human settlements inclusive, safe, resilient and sustainable

12. Ensure sustainable consumption and production patterns

13. Take urgent action to combat climate change and its impacts

14. Conserve and sustainably use the oceans, seas and marine resources for sustainable development

15. Protect, restore and promote sustainable use of terrestrial ecosystems, sustainably manage forests, combat
desertification, and halt and reverse land degradation and halt biodiversity loss

16. Promote peaceful and inclusive societies for sustainable development, provide access to justice for all and build

effective, accountable and inclusive institutions at all levels

17. Strengthen the means of implementation and revitalize the global partnership for sustainable development
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Does this Protocol use the Gender Framework:*
(Please visit:

http://shetu.icddrb.org/index.php?option=com_content&view=art B Yes (please complete Gender Analysis Tool)

icle&id=265&Itemid=677 for Gender Alanysis Tool with [ No

instructions)
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otherwise): (] No
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Do you have ethics certification? [] No [X] Yes (please attach in your CV below)
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certificate with CV below)
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Dr. Firdausi Qadri _ _ Programme of the Co-PI
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Fax: 8802- 8823116; 017115953673 e-mail: fadri@icddrb.org /j/’ 2 W

Signature or written consent of Co-P1: Approval of theRespective Senior

(electronic signature or email or any sort of writlen consent Director/ Programme Head
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Do vou have RBM training certification? [[] No [X] Yes (please attach the certificate (Signature)
with CV below)
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Approval of the Respective Senior
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9827001-10, Ext. 3461; nhalam@icddrjjzé@,

Signature or written consent of Co-I: )

(electronic signature or email or any sort of written consent)

Do vou have ethics certification? [] No Yes (please attach in vour CV below)

Do you have RBM training certification? [] No [X] Yes (please attach the certificate
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Co-Investigator(s) — External: Sex [X] Female [] Male
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aweil@partners.org

Signature or written consent of Co-I: (electronic written consent 1s attached)
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Collaborating Institute(s): Please provide full official address

Institution # 1

Country U.S.A.

Contact person Dr. Jason B Harris

Department .. o . .

(including Division, Centre, Unit) Department of Medicine, Division of Infectious Diseases
Institution ] ]

(with official address) Massachusetts General Hospital, 55 Fruit St., Boston MA 02114
Directorate NA

(in case of GoB i.e. DGHYS)

Ministry (in case of GoB) NA

Institution # 2

Country

Contact person

Department
(including Division, Centre, Unit)

Institution
(with official address)

Directorate
(in case of GoB i.e. DGHS)

Ministry (in case of GoB)

Institution # 3

Country

Contact person

Department
(including Division, Centre, Unit)

Institution
(with official address)

Directorate
(in case of GoB i.e. DGHS)

Ministry (in case of GoB)

Note: If less than or more than three collaborating institutions, please delete or insert blocks as needed.
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Contribution by the Members of the Scientific Team:
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Research
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concept
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design
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Respond
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reviewers’
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Data
Collection
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analysis/
interpretat
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results

Developing
data
collection
Tool(s)

Manuscript
writing
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Fahima Chowdhury

Ashraful I Khan
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Study Population: Sex, Age, Special Group and Ethnicity

Research Subject:
X Human

[] Animal

[] Microorganism
[] Other (specify):

Sex:

X Male

X Female
X Transgender

Age:

X 0 -4 years
X 5-10 years
X 11-17 years
X 18 — 64 years
X 65+

Special Group:

I

Pregnant Women
Fetuses
Prisoners
Destitutes
Service Providers
Cognitively Impaired
CSW
Expatriates
Immigrants
Refugee

Others (specify):

Ethnicity:

X No ethnic selection (Bangladeshi)
[] Bangalee

[] Tribal group

O

Other (specify):

NOTE: It is icddr,b policy to include men, women, children and transgender in its research projects involving participation
of humans, unless there is strong justification(s) for their exclusion.

Consent Process: (Check all that apply)

X] Written
] Oral
] Audio
] Video
] None

Language:

X Bangla
[] English

[] Other (specify:
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Project/Study Site: (Check all that apply)

[ ] Chakaria
[] Bandarban

X
0
X
0
0

[] Matlab Hospital

Dhaka Hospital

Kamalapur Field Site/HDSS
Mirpur (Dhaka)

Matlab DSS Area

Matlab non-DSS Area

O O Oood

] Mirzapur

Bianibazar (Sylhet)
Kanaighat (Sylhet)
Jakigonj (Sylhet)

Other community in Dhaka
Name:

Other sites in Bangladesh
Name:

Multi-national Study
Name of the country

Project/Study Type: (Check all that apply)

[] Case Control Study
X
L]
L]
]
]
]

[] Programme Evaluation

*Note:International Committee of Medical Journal Editors (ICMIJE) defines Clinical Trial as “Any research project that

Clinical Trial (Hospital/Clinic/Field)*
Community-based Trial/Intervention
Cross Sectional Survey

Family Follow-up Study

Longitudinal Study (cohort or follow-up)
Meta-analysis

I I I I |

Programme (Umbrella Project)
Prophylactic Trial

Record Review

Secondary Data Analysis
Protocol No. of Data Source:
Surveillance/Monitoring
Systematic Review

Other (specify):

prospectively assigns human participants to intervention and comparison groups to study the cause-and-effect
relationship between a medical intervention and a health outcome”.

PI of the RRC- and ERC-approved Clinical Trials should provide necessary information to IRB Secretariat
(Research Administration) for registration and uploading into relevant websites (usually at the

https://register.clinicaltrials.gov/). They should also provide relevant information to the IRB Secretariat in the event

of amendment/modification after their approval by RRC and ERC.

Biological Specimen:

a) Wil the biological specimen be stored for future use? X Yes [ No (L] Not applicable
b) Ifthe response is ‘yes’, how long the specimens will be 5 vears
preserved? Y
c) What types of tests will be carried out with the preserved }[\g;fi;(:gbégiﬁgpl)crzls’egvngig(;ﬁizils’ ?(zlrdursréoilrelcular
i ?
specimens future studies.
d) Will the consent be obtained from the study participants for use
of the preserved specimen for other initiative(s) unrelated to this | [X] Yes ] No ] Not applicable
study, without their re-consent?
e) Will the specimens be shipped to other country/ countries? K Yes []No [ Not applicable
N . o
If yes, name of institution(s) and country/ countries? Massachusetts General Hospital, USA if needed
f) If shipped to another country, will the surplus/unused specimen
be returned to icddr,b? .
If the response is ‘no’, then the surplus/unused specimen must [ Yes DI No [J Not applicable
be destroyed.
g) Who will be the custodian of the specimen at icddr,b? Dr. Firdausi Qadri
h) th will be the custodian of the specimen when shipped Dr. Jason Harris
outside Bangladesh?
1)  Who will be the owner(s) of the specimens? icddr,b
j) Has a MoU been signed with regards to collection, storage, use
and ownership of specimen? K Yes. []No [ Not applicable

If the response is ‘yes’, please attach a copy of the MoU..
If the response is ‘no’, appropriate justification should be
provided for not signing a MoU.

The protocol specific MOU is under process
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Proposed Sample Size:

Sub-group (Name of subgroup e.g. Men, Women) and Number
Name Number | Name Number
(1) Household for azithromycin recipients 200 (1) azithromycin recipients (children) 360
(2) Household for azithromycin non-recipients 200 (2) azithromycin non-recipients (children) 360
Total Household size 400 Total sample size 720

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

[] Human exposure to radioactive agents?
[] Foetal tissue or abortus?
[] Investigational new device?

Specify:
[] Existing data available from Co-investigator?

[] Human exposure to infectious agents?
[] Investigational new drug?

[] Existing data available via public archives/sources?

[] Pathological or diagnostic clinical specimen only?

[] Observation of public behaviour?
X New treatment regime?

Will the information be recorded in such a manner that study participants can be identified from the
information directly or through identifiers linked to the study participants?

Does the research deal with sensitive aspects of the study participants’ sexual behaviour, alcohol use or

illegal conduct such as drug use?

Could information on study participants, if available to people outside of the research team:

a) Place them at risk of criminal or civil liability?

b) Damage their financial standing, reputation or employability, or social rejection, or lead to

stigma, divorce etc.?

Yes No
X 0
Yes No
0 X
Yes No
0 X
Yes No
0 X

Do you consider this research: (check one)

[] Greater than minimal risk X] No more than minimal risk

[] Only part of the diagnostic test

Note: Minimal Risk: The probability and the magnitude of the anticipated harm or discomfort to participants is not greater than those ordinarily
encountered in daily life or during the performance of routine physical, psychological examinations or tests, e.g. the risk of drawing a small amount of

blood from a healthy individual for research purposes is no greater than when the same is performed for routine management of patients.

Risk Group of Infectious Agent and Use of Recombinant DNA

a) Will specimens containing infectious agent be collected?

X Yes ] No [] Not applicable

b) Will the study involve amplification by culture of infectious

agents?

X Yes ] No ] Not applicable
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¢) Ifresponse to questions (a) and/or (b) is “yes’, to which Risk

Group (RG) does the agent(s) belong? (Please visit .
http://shetu.icddrb.org/index.php?option=com_content&view=a LIRGI I RG2 [1RG3 L]

rticle&id=265&Itemid=677 to review list of microorganism by RO
Risk Group)
d) Does the study involve experiments with recombinant DNA? [ Yes ] No [] Not applicable

Does the study involve any biohazards materials/agents or microorganisms of risk group 2, 3, or 4 (GR2, GR-3
or GR4)?

Yes O No

[If the response is “yes’] 1. (print name of the PI) affirm that we will use the standard icddr,b laboratory
procedures for biosafety of the hazardous materials/agents or microorganisms in the conduction of the study.

J1)07 21

Signature of the Principa Date
Dissemination Plan: [please explicily dpscribe the plans for dissemination, including how the research findings would
be shared with stakeholders, identifving’them 1if known, and the mechanism to be used: anticipated type of publication
(working papers, internal (institutional) publication, international publications, mternational
conferences/seminars/workshops/ agencies. [Check all that are applicable]

Dissemination type Response Description (if the response is a ves)

Seminar for icddr,b [JNo | X Yes For internal staff to disseminate findings in the Infectious Diseases
scientists/ staff j Division and ED’s Sciences Seminars or meetings
Internal publication [JNo | [X Yes Health and Science Bulletin of 1icddr,b

Working paper [ No Yes For dissemination and record keeping

Sharing with GoB (e.g. ‘
DGHS/ Ministry, others) X No | [J Yes

Sharing with national =
No | [ Yes
NGOs ‘
Presentation at national [ No o We may share results with stakeholders in Bangladesh through meetings
workshop/ seminar =t 253 and seminars
Presentation at Will be presented at international meetings by icddr,b investigators
international workshop/ | (] No | [ Yes
conference

Will be submitted to major clinical and research journals in infectious
diseases and global health
Sharing with international CINo | B2 Yes Our findings and data may be shared with international agencies such ag

Peer-reviewed publication | [] No Yes

agencies WHO

Sharing with donors [INo | I Yes Data and findings will be shared
Policy brief DI No | [ Yes

Other

Other
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Funding:
Is the protocol fully funded? []VYes ‘ B No
[f the answer is yes, please provide 1.
sponsor(s)’s name 2
Is the protocol partially funded? [] Yes l I No
If the answer is yes, please provide 1.
sponsor(s)’s name 5

If fund has not been identified:

Is the proposal being submitted for funding? | DX Yes ] [ No
If yes, name of the funding agency 1. NICHD
2

Conflict of interest:

Do any of the participating investigators and/or member(s) of their immediate families have an equity relationship (¢ g
stockholder) with the sponsor of the project or manufacturer and/or owner of the test product or device to be studied ¢
serve as a consultant to any of the above?

No [ ] Yes (please submit a written statement of disclosure (o the Executive Director, icddr.,b)

Proposed Budget:

Dates of Proposed Period of Support Cost Required for the Budget Period ($)

s — Years Direct Cost Indirect Cost Total Cost

i i i LA 2 Year-1 266,479 19758 286237

Beginning Date : ASAP Year-2 261,005 20,360 281,365
Year-3 270,093 21,087 291,180

ol B e kg Year-4 278,423 21,914 300,337

End Date : 5 years after initiation Vear s 257765 30,261 278,026
Total 1,333,765 103,381 1,437,146

Certification by the Principal Investigator:

I certify that the statements herein are true, complete and accuralte 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. T agree to
accept the responsibility for the scientific conduct of the project and to provide the required progress reports including
updating protocol information in the NAVISION if a grant is awarded as a result of this application.

I also certify that I have read icddr,b Data Policies and understand the Pls”_responsibilities related to archival and sharing
ol research data and \\111 remam fully uomphani to the Policies. (Note: The Data Policies can be found here:

21|01 4

ate

Approval of the Project by the Division Director of the Applicant:

The above-mentioned project has been discussed and reviewed at the Centre, level.

07 24 /2/ /Q

Name of the Division Director Signature Date of Appro
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AE Adverse Event

AAT Alpha-1 antitrypsin

CRCT Cluster randomized control trial

CRF Case Report Form

DNA Deoxyribonucleic acid

DSMB Data Safety Monitoring Board

DSMP Data Safety Monitoring Plan

ELISA The enzyme-linked immunosorbent assay
ERC Ethical Review Committee

GCP Good Clinical Practice

GEE Generalised estimating equations
GTFCC Global Taskforce for Cholera Control
ICC Intra cluster correlation

icddr,b International Center for Diarrhoeal Disease Research, Bangladesh
IRB Institutional Review Board

ITT Intention to treat

ISM Independent Safety Monitor

MIVU Mucosal Immunology Vaccinology Unit
MPO Myeloperoxidase

oCcv Oral Cholera Vaccine

PBS Phosphate buffered saline

PCR Polymerase Chain Reaction

RDT Rapid diagnostic test

TTGA Taurocholatetellurite-gelatin agar
SAE Serious Adverse Event

WHO World Health Organization
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Project Summary
[The summary, within a word limit of 300, should be stand alone and be fully understandable.]

Principal Investigator: Dr. Fahima Chowdhury

Research Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial.

Proposed start date: ASAP Estimated end date: 5 years after initiation of the study

Background: Vibrio cholerae causes 3 million cases of cholera and 100,000 deaths annually with over
half of deaths in children (1, 2). Children who are household contacts of cholera patients are at high
risk for infection (3) and are not well protected by cholera vaccines compared to and adults (4, 5).

Knowledge Gap: Azithromycin is an effective treatment for cholera and is widely used as prophylaxis
against other childhood infections such in trachoma. However, it is unknown whether azithromycin is
effective for prophylaxis against cholera in children.

Relevance: A single-dose intervention that prevents cholera in children, if effective, could reduce the
burden of cholera.

Hypothesis: A single dose of azithromycin (20mg/kg) given to children aged 1-15 years who are
household contacts of patients with cholera will reduce the risk of V. cholerae infection.

Objectives: We will administer azithromycin to children at high risk of cholera, and observe the effect
of this intervention on the following: (1) risk of V. cholerae infection, (2) number of days of bacterial
shedding (3) likelihood of antimicrobial resistance and (4) gut microbiome community structure,
enteropathy and nutritional status.

Methods: We will conduct a double blinded cluster-randomized controlled trial of single dose
azithromycin (20mg/kg) compared with the non-antibiotic placebo group. We will enrol around 400
household-clusters with children aged 1-15 years and use rectal swab sampling for stool collection with
follow-up for up to 6 months post intervention.

Outcomes:
Primary: Determine the efficacy of azithromycin for prevention V. cholerae infection among the
children aged 1-15 years who are household contacts of cholera patients.

Secondary:

1. Measure the duration of V. cholerae shedding in household contacts

2. Quantify incidence of the acquisition of antibiotic resistance in V. cholerae and commensal flora
3. Assess the effect of antibiotic intervention (azithromycin) on the gut microbial community and
subsequent enteropathy and nutritional status.
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Description of the Research Project

Hypothesis to be tested:

In a hypothesis testing research proposal, briefly mention the hypothesis to be tested and provide the scientific basis of the hypothesis,
critically examining the observations leading to the formulation of the hypothesis.

Does this research proposal involve testing of hypothesis: [ ]No  [X] Yes (describe below)
Hypothesis: Single-dose azithromycin will be administered to children (aged 1-15 years) who are
household contacts of cholera patients (within 0- 12 hours of Cholkit/RDT positive index case)
will reduce V. cholerae infection.

Specific Objectives:

Describe the specific objectives of the proposed study. State the specific parameters, gender aspects, biological functions, rates, and processes
that will be assessed by specific methods.

We propose a double blinded cluster-randomized trial to measure the efficacy of single dose
azithromycin for preventing V. cholerae infection in child household contacts of cholera patients.
Secondary aims will evaluate: (1) the duration of V. cholerae shedding, (2) the development of
antibiotic resistance, and (3) the impact of the intervention on the gut microbiome, enteropathy
and nutritional status due to this antibiotic regimen.

Background of the Project including Preliminary Observations:

Provide scientific validity of the hypothesis based on background information of the proposed study and discuss previous works on the research
topic, including information on sex, gender and diversity (ethnicity, SES) by citing specific references. Critically analyze available knowledge

and discuss the questions and gaps in the knowledge that need to be filled to achieve the proposed aims. If there is no sufficient information
on the subject, indicate the need to develop new knowledge.

Background:

Vibrio cholerae causes approximately 3 million cases of cholera and 100,000 deaths annually
(1,2). The increasing burden of cholera suggests that more aggressive approaches are needed to
prevent cholera, especially in complex and explosive outbreaks of disease. Although vaccine-
based strategies for prevention are effective, access and logistical considerations can delay or
prevent mass vaccination in an outbreak, such as in Yemen, where a recent epidemic resulted in
over 1 million cases of cholera (6).

Antibiotic treatment for V. cholerae infection reduces the duration diarrhoea, the volume of fluid
losses, the duration of bacterial shedding, requirements for health care resources, and is generally
safe and well tolerated (7-9). However, while antibiotics are clearly recommended for moderate
to severe cholera (10), there is no accepted standard clinical recommendation for use of antibiotics
as chemoprophylaxis, resulting in controversial and variable clinical practices (11). Because of
the variable use of antibiotic prophylaxis for cholera, particularly in sub-Saharan Africa (12), the

World Health Organization’s Global Task Force of Cholera Control (WHO, GTFCC) notes that
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more research is needed to inform the future use of targeted chemoprophylaxis in high risk
populations, and states in their 2018 Technical Report:
“There is currently insufficient evidence to evaluate the effectiveness of selective
chemoprophylaxis (household contacts, enclosed communities). It is recommended that
any use should be within the context of a prospective study specifically designed to
measure effectiveness of antibiotic prophylaxis and development of antibiotic resistance
in household contacts (i.e., sharing a meal) of a suspect cholera patient, as well as any
impact of such strategy on outbreak evolution (12)”.
To address this key knowledge gap we have considered many potential strategies for targeted
chemoprophylaxis. Based on extensive preliminary data from our studies of household contacts
of patients with cholera we hypothesize that targeting child household contacts who share cooking
and water source facilities with a patient with cholera will be the most effective and judicious use
of antibiotics in reducing cholera burden. This because children are precisely the population who:
(1) are at highest risk for symptomatic infection and (2) are most likely to lack protection from
vaccination. Global data on oral cholera vaccine trials have shown about 30% protection among
young children (13,14).
Trials of targeted chemoprophylaxis in household contacts of cholera patients conducted more
than four decades ago demonstrated considerable efficacy in preventing infection (15-17). For
example, a 1976 placebo-controlled trial of household contact prophylaxis using tetracycline and
sulfadoxine was conducted in Calcutta in 1.5-4 year olds. The detection of V. cholerae was from
43% (6/14) in the placebo group while it was 7% (1/15) in the sulfadoxine group and 18% (3/17)
in the tetracycline group, after a 15 day follow up period with daily testing (16). In a trial in
Bangladesh, McCormack et al (17) used a 5-day course of tetracycline which reduced V. cholerae
infection from 12.6% to 0.3% among household contacts during the 10 days after the case
presentation for care.
The ideal delivery strategy to make chemoprophylaxis easily deployable, particularly during a
cholera epidemic, would be the provision of a single-dose regimen. Therefore, with a long halt-
life for an extended duration of activity, an excellent safety record after testing in large
populations, and demonstrated efficacy against V. cholerae not only is azithromycin the current
treatment of choice for cholera in Bangladesh (11), its 72-hour half-life suggests strong potential
as an ideal chemoprophylactic agent. In addition to fulfilling all the criteria which suggest it would

be the preferred antibiotic for household prophylaxis, azithromycin has well-established benefits
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in children, including reduction of all-cause mortality in two very large clinical trials conducted
in sub-Saharan Africa (18,19).

Despite large studies demonstrating the safety of azithromycin in children, there are still potential
risks of treatment that require to be considered. Prophylactic antibiotic campaigns have been
associated with increased antimicrobial resistance of pathogenic organisms when compared with
control participants. In mass campaigns for trachoma eradication, the development of antibiotic
resistance after azithromycin administration has demonstrated increased resistance of the nasal
colonizer Streptococcus pnuemoniae (20-22). This effect has been observed to decrease with time,
and the full clinical impact of this effect is not known, since azithromycin is not the treatment of
choice for infections caused by this pathogen (23). It is possible that azithromycin-resistant
pathogens could affect children who participate in trials using azithromycin. However, resistance
has not been assessed in the setting planned for this study for targeted prophylaxis, and a single
dose is less likely to cause resistance than serial dosing (23). Azithromycin resistance in V.
cholerae is rare but has been reported (24,25). In a 2004 program of administration of doxycycline
or ampicillin to over 175,000 community contacts of cholera patients in Cameroon, a retrospective
study determined that while it was not possible to determine if cases were prevented by antibiotics,
isolates collected over the 8 month epidemic had no changes in V. cholerae antimicrobial
resistance patterns (26).

Preliminary data:

We have previously studied three large independent cohorts of household contacts of cholera
patients and observed that between 20-25% of household contacts develop V. cholerae infection
soon after household case hospitalization (3, 27). In all three cohorts we found that children were
at higher risk for infection, and if infected, were also more likely to have diarrhea compared to
adults (3).

Several aspects of our previous work suggest that a trial of targeted prophylaxis may benefit
households that are affected by cholera. In a study of 944 clinical outcomes of household contacts
of cholera patients, the most common day of onset of symptoms in household contacts was within
two days after the household case was hospitalized, and the majority of infected household
contacts experienced symptoms within seven days (25,26). This finding is also consistent with
historical studies of household contacts of cholera patients (28, 29). We found that 83% (120/144)
of infected and symptomatic household contacts took antibiotics on their own, and many
additional persons took antibiotics who had diarrhea and a negative stool culture for V. cholerae

or who were uninfected and asymptomatic (3). Additionally, in Bangladesh, antibiotics are readily
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available without a prescription and taken frequently (30, 31). Therefore, targeted prophylaxis
for those who are infected may encourage more judicious antibiotic use than the current standard
of care which is educational counselling alone.

Research Design and Methods

Describe the research design and methods and procedures to be used in achieving the specific aims of the research project. If applicable,
mention the type of personal protective equipment (PPE), use of aerosol confinement, and the need for the use BSL2 or BSL3 laboratory for
different part of the intended research in the methods.. Define the study population with inclusion and exclusion criteria, the sampling design,
list the important outcome and exposure variables, describe the data collection methods/tools, and include any follow-up plans if applicable.
Justify the scientific validity of the methodological approach (biomedical, social, gender, or environmental).

Also, discuss the limitations and difficulties of the proposed procedures and sufficiently justify the use of them.

Overview:

Single dose azithromycin is the preferred antibiotic treatment of cholera and is used effectively as
chemoprophylaxis for other childhood infections. However, the use of azithromycin for
chemoprophylaxis has not been adequately assessed.

To assess the safety, tolerability, effectiveness and secondary benefits of azithromycin
prophylaxis in children at high risk for cholera, we will administer a single weight-based dose of
azithromycin to children who are household contacts of cholera patients in transmission
prevention, compared with non-antibiotic placebo group. This intervention has the potential to
avert infections and symptomatic episodes of cholera in children who are at the highest risk of
infection and who are not well-protected by oral cholera vaccines (OCV). We will measure the
number of infections averted and the number needed to treat to prevent one infection. In addition,
we will monitor the duration of bacterial shedding in treated compared to untreated groups,
development of antimicrobial resistance among infected contacts, and measure the impact of the
intervention on the gut microbiome, enteropathy and nutritional status.

Selection of the Study Population:

We will enrol around 720 children (approximately 360 children in each study arm) aged 1-15
years from around 400 households residing in and around Dhaka city from cholera index cases
(around N=400) presenting to the icddr,b Dhaka hospital with moderate to severe acute watery
diarrhea and stool is positive for V.cholerae by rapid diagnostic test (RDT)/ Cholkit. Briefly, 5
drops of watery stool will be transferred to the sample processing vial and the remaining stool
sample will be stored for exploratory analysis if needed. The direct Cholkit test showed sensitivity
of 76% and specificity of 90%. The cholkit strip will be dipped into the vial for 15 minutes. The
control line and/or the test line will appear as red color. Appearance of both lines will indicate
that the sample is positive for V. cholerae O1 and appearance of only the control line will indicate
a negative result for the test (32). Day 1 in this study is defined as the day of RDT test for cholera
in the icddr,b Dhaka hospital of the index patient. All index cases will be managed by the hospital
clinicians as per icddr,b guideline (33).
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Eligible households will be defined as persons sharing a cooking pot for the prior 3 days with
household members aged 1 to 15 years. Each index case’s household will be considered as
individual cluster. Hence each participant will receive same intervention and we expect the
households to have common risk factors so that each household is a cluster.
Study Participants must meet the following inclusion criteria to be eligible for participation
in the study:

e Children aged 1 to 15 years.

e Provision of informed consent of the study participants from their parent

/guardian and assent in case of 11-15 years of age

e For index case informed consent will be given by the adult participants and in

case of children from parent or guardian.

e Participation in the study at least for next 6 months
Study participants who meet any of the following exclusion criteria will not be allowed to
participate in the study:

e Participation in any other investigational drug, device, or vaccine trial at present

or within the past 30 days.

e Known or suspected hypersensitivity to azithromycin
Participant Enrolment, Antibiotic/ placebo Administration, and Sample Collection
It will only take 15 minutes to obtain result from the stool of index case using Cholkit/RDT.
Suspected cholera index case or case’s guardian will be motivated for the study procedures.
Informed written consent/assent will be obtained from them for diagnosis of cholera. We will
collect stool samples from suspected cholera index cases from 06:00 AM to 05:00 PM by
RDT/Cholkit. Positive index case will be included in the study (Appendix A). The study staff will
approach their household contacts (1-15 years of age) and their guardian present at the icddr,b or
their home (who are not present at the time of case presentation) to discuss potential study
enrolment. The consent will be taken from the guardian/parents of children and also assent from
11-15 years of age within the household. The study staff will enrol the household contact within
0- 12 hours of Cholkit/RDT positive index case and conduct a demographic and clinical survey,
sample collection, and provide an intervention either antibiotics (for households randomized to
azithromycin treatment) or non antibiotic placebo group. Enrolment will be randomized by
household, so that each child member of the household will receive the same intervention. A study
ID card will be provided to each of the study participants. Households will be visited by health

workers for identifying household members and for follow up of participants. To facilitate the
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locations of the homes better, we will include GIS mapping of the enrolled households. It will
also help to better understanding of the geospatial distribution of the disease.

Households are visited by health workers for identifying household members and for follow up
of participants. To compensate for the loss of working hours for interviews during the study an

amount of total of taka 1500 will be provided to the each household over the 6 month study period.

At the first visit, all children (1 to 15 years) within a household randomized to the antibiotic
intervention will receive a single weight-based dose of azithromycin (20 mg/kg azithromycin to
maximum dose 1g). For households randomized to the control group, the children will receive an
inert placebo. For a total of 9 follow up visits, study participants will be visited at home or will
come to the icddr,b Dhaka Hospital or to the icddr,b field site in Mirpur for rectal swab collection,
which will take place in a dedicated study room. Questionnaires about symptoms experienced will
be filled out upon enrollment and at each study visit. Rectal swabs will be collected from each
child enrolled. One swab will be used for metagenomic sequencing (dry swab will be stored in -
80 C not in Cary Blair) and one will be used for rectal swab culture for V. cholerae performed in
the icddr,b laboratory.

Enrolment timeline: We aim to enrol 80-100 cholera cases per year as this is in line with our
previous studies of household contacts.

Antibiotic/ placebo administration: Suspension form of azithromycin (Tridosil) and inert
placebo from Incepta Pharmaceutical Ltd will be used in this study. To maintain the quality and
consistency, azithromycin/ placebo suspension will be prepared at icddr,b by study nurse/trained
study staff. After consent is obtained, a single weight-based dose of azithromycin suspension, at
20 mg/kg (maximum dose 1 gram) will be administered to children aged 1 to 15 years for
households randomized to treatment (antiobiotic or placebo), either at the place of index case
presentation if the household contact is accompanying the patient, or in the home visit by study
staff within 0-12 hours of the RDT/Cholkit positive index case. Trained study nurse/study staff
will administer the antibiotic on first day of enrolment according to weight of the child. If a child
of intervention group vomits within 20 minutes of taking the weight based single dose

azithromycin, we will administer a repeat dose.
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Duration of the study period for individual participants

The participants will remain in the study until 6 months +/-1weeks after enrolment in the study.

Screening for Cholera
index cases

A

Enrollment around 400 cholera
positive cases (index case) and

randomization
|
v v
Azithromycin Arm Placebo Arm
Around 200 household (having Around 200 household (having
children of 1-15 years) will receive children of 1-15 years) will receive
a single dose of Azithromycin a single dose of placebo
A y
360 children 360 children
A4

Household visit for rectal swab Household visit for rectal swab
collection at day 1-7, 1 month and at 6 collection at day 1-7, 1 month and at 6
months months
Follow participants actively 7 days for Follow participants actively 7 days for
AEs and SAE reporting for 6 months AEs and SAE reporting for 6 months

Figure 1: Consort flow-chat of the study
Schedule and description of observations and visits:

The following schedule will be used in the study and the case report forms will be completed on
each study day:
a. Day 1: Trained study staff will obtain written informed consent and collect 2 rectal swabs from

the study participant after meeting all screening criteria. The study staff will ask study related
questions about demographic information and medical conditions if he/she meets all the inclusion
and exclusion criteria. Then as per randomization of household which was randomly assigned, the
participants will either get a single weight-based dose of azithromycin suspension (20 mg/kg
azithromycin to maximum dose 1g) or no antibiotic. At the initial visit baseline anthropometric
data will be collected (height and weight), and a detailed demographic and clinical survey will be
conducted (Appendix B).

b. Day 2 - 7: Daily follow-up visits will be conducted in all households for 6 consecutive days
beginning on the day of enrolment (days 2-7). Each follow-up visit will be recorded in a follow-

up survey form (Appendix C). Rectal swabs will be collected at each visit.
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c. Month 1 (+/- 3 days): Subsequent follow-up visits will be conducted at 1 month and include the

follow-up clinical survey, rectal swab collection.

d. Month 6 (+/- 1 week): Last follow-up visits will be conducted at 6 month and include the
follow-up clinical survey, rectal swab collection and additional anthropometric data will be
collected on this time point.

Table 1: Schedule of events

Day 1
Study Day/Month Day 1 (0-12 hzurs of Day 2, 3, Month 1 Month 6

enrolment cholkit/RDT 4,5,6,7 (HH Visit) (HH Visit)

positive index case) (HH Visit)
(Centre/HH Visit) (+/- 3 days) (+/- 1 week)

Suspected cholera case in the
icddr,b hospital (stool)

Informed consent (Index cases) X

Initial diagnosis of cholera by
cholkit/RDT (Index cases), X
followed by culture and PCR

Review eligibility criteria
(household contacts)

Informed consent (Household
contacts)

>~

Administer questionnaire
(household contacts)

>~
>~
>~
>~

Rectal swab (2) collection
(household contact)

Randomization

Intervention (antibiotic or
placebo)

Anthropometric measurement

Unsolicited Adverse Events

Solicited Adverse Events

R R >R XX )
=

Serious Adverse Events

Randomization and Blinding

To maintain blinding of the study, the test items (Azithromycin) and placebo/inert will be
administered according to the randomization list. The randomization code list will be generated
by a third party who will not be related with the study. Randomization data are kept strictly
confidential, accessible only to authorized persons, until the time of un-blinding. The
randomization code list will be managed by the un-blinded study staff (Randomizer) who has no
contact with the study participants. The randomizer will be responsible for ensuring that the
treatment arms appear the same to participants and other blinded staff. This will be done by
labelling the bottles with similar pattern and only codes to ensure that all other study staff will

be kept blinded and minimize the risk of unblinding.
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Randomization will occur manually on the day of enrollment of the study participants
(household contact of index case) after confirmation of eligibility. Participants will be assigned
to a coded treatment number by the randomizer. The randomizer will maintain the treatment
code list in a secure place. The randomizer and delegated staff of the un-blinded team will not
reveal the randomization code to any other study staff member, participant, or parent/guardian.
Blinding and Code Breaking Procedures

This is a randomized double blinded study. Since the Azithromycin and placebo will be used in
this clinical trial have same package of bottle. To prevent bias in the investigator’s assessment
of solicited adverse events, the study pharmacist/un-blinded staff will dispense the labelled
study product to the administrator/study nurse after randomization. The DSMB will be
responsible for un-blinding the randomization number codes in the event of severe putative drug
reactions and also if emergence of azithromycin resistance is found. Otherwise, the codes will
not be revealed until the end of the trial and until the computerized dataset has been frozen. If
the intervention assignment is un-blinded, all study collaborators will be notified immediately.
Random Allocation

Eligible household will be assigned randomly to receive either azithromycin as a treatment or placebo
as control using 1:1 ratio and all eligible participants within a house will be received same either
treatment or control. Randomization list will contain sequential around 400 unique numbers
generated by statistician and the treatment codes will be generated by a third party who is not part of
this study. Field staffs will allocate study participants into groups based on randomization list.

Assessment after azithromycin administration

Adverse Events Monitoring:

An adverse event will be defined as an untoward medical event (nausea, vomiting, diarrhea,
abdominal pain/cramps or any other local and systemic symptoms) after receipt of a dose which
may or may not be associated with the drug (34,35 ). Adverse events will be monitored actively
for the 7 days in all participants after dosing (36). We will also ask the participants for any sort of
cardiovascular event during this active home visit. We will carry out ECG in those with
symptomatic cardiovascular events within seven days after dosing. Serious adverse event
monitoring and reporting from the beginning of the study up to 6 month after dosing will be

carried out by trained study staff and will be recorded on a designated form.

Parents/guardians will be interviewed during active surveillance at each follow-up day;
information will be obtained regarding the participants' over-all health status as well as occurrence

of symptoms during the previous 24 hours. In Adverse event reported symptoms will be graded
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as mild (noticeable, no interference with activity), moderate (some interference with activity not
requiring medical intervention) or severe (prevents daily activity and requires medical

intervention).

Serious Adverse Events Monitoring:

A serious adverse event (SAE) is defined as an AE meeting one of the following conditions based
on GCP guidelines:
e Death during the period of protocol-defined surveillance period.
e Life-threatening event (defined as a study participant at immediate risk of death at
the time of the event) within the study period.
e An event requiring inpatient hospitalization within six month of study period.
e An event resulting in a persistent or significant disability/incapacity
e Any other important medical event that may not result in death, be life threatening, or
require hospitalization, may be considered a serious adverse event when, based upon
appropriate medical judgment, the event may jeopardize the study participant and may
require medical or surgical intervention to prevent one of the outcomes listed above.
Examples of such medical events include allergic bronchospasm requiring intensive
treatment in an emergency room or at home, blood dyscrasias or convulsions that do
not result in inpatient hospitalization, or the development of drug dependency or drug

abuse.

All adverse events will be rated for intensity using standardized assessment guide (37) (Appendix

G). Causality of all AEs will be recorded by the trained study staff.

Reporting Procedures of Serious Adverse Events

All SAEs occurring in the study to participants will be reported within 24 hours to the ERC,
DSMB and sponsor. The SAE form (Appendix F) will always be completed as thoroughly as
possible with all available details of the event, signed by the principal investigator. If the
investigator does not have all information regarding an SAE, he/she will not wait to receive
additional information before submitting the report. If deemed necessary, the DSMB will have
the authority to call a temporary suspension of the study, for careful review and assessment of the
reported event(s). The study physician will follow-up subjects with SAEs until the event has:
resolved, subsided, stabilized, or disappeared or the event is otherwise explained, or the subject is
lost to follow-up. The date of final disappearance of the adverse event will be documented. The
study physician/medical officer will always provide an assessment of causality at the time of the

initial report.
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Laboratory methods

Rapid testing of household index case: Upon presentation to the icddr,b with moderate to severe
diarrhea, the household index case will undergo stool rapid testing for V. cholerae using RDT
(32).

PCR testing of household index case:

DNA will be extracted from stool by using the QiaAmp stool DNA extraction kit (Qiagen)
following the manufacturer’s instructions. Multiplex PCR assays will be performed on a Thermo
cycler C-1000 instrument (Bio-Rad). V. cholerae O1-rfb specific primers: OI1-F(5'-
GTTTCACTGAACAGATGGG-3"),01-R(5'-GGTCATCTGTAAGTACAAC-3"); V. cholerae
O139-rfb specific primers O139-F (5-AGCCTCTTTATTACGGGTGG-3"), O139-R (5°-
GTCAAACCCGATCGTAAAGG-3"); and cholera toxin gene primers: ctx4-F (5'-
CTCAGACGGGATTTGTTAGGC-3"), ctxA-R (5'-TCTATCTCTGTAGCCCCTATTA-3") will
be used to amplify O1 rfb (amplicon size 192 bp), O139 rfb (amplicon size 449 bp) and ctxA4
(amplicon size 302 bp) genes, respectively, using previously described procedures (38,39). PCR
products will be analyzed on a 1% agarose gel using Gel Red (BioTium, USA) stain. Genomic
DNA, to be used a positive control, will be prepared by incubating a fresh V. cholerae colony
from a gelatin agar plate into 5 mL of LB broth with overnight shaking at 37°C at 150 rpm.
Genomic DNA was extracted with a DNA pure extraction kit (QIAGEN, Germany) according to
the manufacturer’s recommendations.

Stool culture confirmation of household index case: Stool from the household index patient
will be plated and incubated overnight on taurocholatetellurite-gelatin agar (TTGA) and colonies
will be confirmed using the slide agglutination method and specific monoclonal antibodies
(40,41).

Stool sample may be used for metagenomics, AMR, fecal marker, etc if needed.

Rectal/stool Swab culture for V. cholerae: 2 rectal/stool swabs will collected. One swab will be
transported in Cary-Blair and other one (for metagenomic study) dry swab will be collected and
stored in -80 C not in Cary Blair. The specimens will then be directly plated onto the TTGA agar
media and also inoculated into the Alkaline Peptone Water (APW) for enrichment. Then, the
sample from APW will be plated and incubated overnight on TTGA (42). Colony identification
will be performed after plating on TTGA.

Testing for antimicrobial resistance: V. cholerae isolates from household contacts from the
control and intervention group will be cultured on Luria-Bertani broth and tested for standard

antibiotic resistance profiles (including azithromycin) used at the icddr,b. Azithromycin
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susceptibilities and minimum inhibitory concentrations will be determined by following the CLSI
standards.

Rectal/stool swab processing and Specimen Shipment. Rectal/stool swabs (for metagenomic
study, dry swab will be collected and stored in -80 C not in Cary Blair) will be processed for DNA
extraction and sequencing. One rectal/stool swab sample will initially be shipped to the
MGH/Harvard location in accordance with International Air Transport Association regulations
for shipping infectious substances and diagnostic samples. Metagenomic sequencing will be
performed and assayed for antimicrobial resistance genes. Rectal/stool swabs have been found to
provide sufficient biomass for metagenomic sequencing (43). Any surplus or unused specimen
shipped to MGH will be destroyed by MGH.

Sample Size Calculation and Outcome (Primary and Secondary) Variable(s)

Clearly mention your assumptions. List the power and precision desired. Describe the optimal conditions to attain the sample size. Justify the
sample size that is deemed sufficient to achieve the specific aims.

We assumed that the risk of cholera due to household contact is 25% among the childhood (1-15

years old). Our aim is to design a double blinded cluster randomized control trial (CRCT) and
expect that after using azithromycin as a treatment among the other members of cholera patient’s
house could reduce the transmission risk at least 40% compared to control group. Based on the
above data considering a hypothesis of absolute difference of transmission risk with 80% study
power, 95% confidence interval, 25% intra cluster correlation (ICC) and 20% attrition rate (10%
drop out and 10% RDT false positive cholera cases), a minimum of 200 households treated as
clusters with an average of 1.8 eligible household members required to follow in each arm and

around 400 households (about 720 participants) need to enroll for this study.

If the assumption does not meet the numbers (N=360) of study participants from 200 index cases

from each arm then we will screen few more households to achieve the target number.

Data Analysis

Describe plans for data analysis, including stratification by sex, gender and diversity. Indicate whether data will be analysed 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 determine further course of the study.

Primary Outcome:

V. cholerae infection

Analysis for the primary outcome, V. cholerae infection, will be defined as having any cholera
positive for toxigenic V. cholerae O1. Using intention to treat (ITT) analytic strategy, we will
measure the risk of infection among the antibiotic and placebo group and for comparison we will
measure the relative risk (RR) of infection between azithromycin received group compared to the

placebo group using mixed effects regression models or generalised estimating equations (GEE).

25|Page



Protocol#19080; Version 7.0 January 2023

Symptomatic disease, safety and tolerability will be assessed using daily clinical histories and
adverse event questionnaires during all follow up visits. Additional analysis will be done using
appropriate cluster-specific statistical tests. We will use p<0.05 to indicate the statistical
significance with 95% confidence intervals.

Secondary Outcomes:

(1) Duration of shedding — We will compare the median duration of shedding of V. cholerae in
the antibiotic and non-antibiotic groups using non-parametric median test and also assessed the
antibiotic and non-antibiotic effect of cholera over the period of follow-up duration using time
dependent analysis.

(2) Antibiotic resistance - V. cholerae antimicrobial resistance will be tested by metagenomic
sequencing on rectal/stool swab samples (identification of msr(A), erm and mef(A) genes which
encode macrolide resistance across an array of potential pathogens, with qnr, aac, CTX-M genes
a marker on non-macrolide resistance) and by conventional susceptibility testing of V. cholerae
isolates from children who become infected (44). The a priori risk of antimicrobial resistance,
and the relative risk of the development of antimicrobial resistance will be compared by both
methods in the antibiotic relative to the control group. Using standard metagenomics pipelines,
changes in gene function will be assessed and compared between persons receiving azithromycin
to those who do not (45).

(3) Impact on microbiome, enteropathy and nutritional status - Microbiome effects of the
intervention in treated compared to untreated children will be measured using metagenomic
sequencing of the microbial communities using DNA extracted from study participant rectal/stool
swabs. Microbial communities will be compared by measuring overall changes in alpha and beta
diversity, functional capacity of gut microbial communities, presence of microbes that predict
outcomes (are correlated with increased or decreased susceptibility to V. cholerae), and presence
of antimicrobial resistance genes. Enteropathy will be assessed by measuring faecal
myeloperoxidase (MPO) and alpha-1 antitrypsin (AAT), which are associated with enteric
dysfunction and predictive of subsequent stunting (46). Anthropometric measures will be
recorded at baseline and at the 6 month follow up time point using and compared in treated
compared to untreated groups using a t-test.

Data Safety Monitoring Plan (DSMP)

Al clinical investigations (research protocols testing biomedical and/or behavioural intervention(s)) should include the Data and Safety
Monitoring Plan (DSMP). The purpose of DSMP is to provide a framework for appropriate oversight and monitoring of the conduct of
clinical trials to ensure the safety of participants and the validity and integrity of the data. It involves involvement of all investigators in

periodic assessments of data quality and timeliness, participant recruitment, accrual and retention, participant risk versus benefit,
performance of trial sites, and other factors that can affect study outcome.

Safety Monitoring. The investigators will be responsible for reporting all adverse events (AEs)

that are reported during the study regardless of their relationship to the intervention. The safety
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of the azithromycin intervention will be assessed by the frequency and severity of AEs which are
identified during the study. Solicited AEs will be identified though a brief daily questionnaire
from study days 2-7 (Appendix C). Unsolicited AEs will be recorded (Appendix D) until 7 days
after the initial intervention. All AEs will be graded for severity according to the criteria below
and assessed for relationship to the azithromycin intervention. The frequency of AEs will be
compared with the placebo arm.

There will be an Independent safety monitor (ISM) for the study who will oversee the clinical part
and study participant outcomes related to this study. The monitor will not be associated with this
study. He/She will review all adverse events associated with the study. The significant adverse
event or Serious adverse events (SAEs) will be immediately reported to the ISM. The independent
medical safety monitors will evaluate the AEs and give advice regarding medical management.

Study DSMB
A data safety monitoring board (DSMB) will be established to assess at intervals the progress of

the trial and the safety of the study agent. A 4-5 member data safety and monitoring board
(DSMB) will be formulated for this study by the Ethical Review Committee (ERC) of icddr,b.
This will be comprised of members of the ERC, staff members of icddr,b and individuals from
other institutions in Bangladesh. The members will not be involved in the study in any way.
DSMB should be called upon 50% completion of enrolment after the first DSMB meeting.

Ethical Assurance for Protection of Human rights

Describe the justifications for conducting this research in human participants. If the study needs observations on sick individuals, provide
sufficient reasons for using them. Indicate how participants’ rights will be protected, and if there would be benefit or risk to each participants
of the study. 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 to individual privacy. Discuss procedures
safeguarding participants from injuries resulting from study procedures and/or interventions, whether physical, financial or social in nature.
[Please see Guidelines]

Consent for index case. Informed written consent will be obtained from the suspected cholera
cases or from their guardian. Assent will be obtained from 11-17 years of age. Consent will be
documented by signature or thumbprint on consent forms.

Consent for household contact. Signed consent will be obtained from parents/ guardians of
children and confidentiality will be strictly maintained. Assent will be obtained from 11-15 years
of age. Only the study investigators and members of the Ethical Review Committee of the icddr,b
will be able to review records.

Potential risks. Potential risks of this study include the minor discomfort associated with rectal
swab acquisition and side effects from taking single dose azithromycin. The side effects of
azithromycin are usually mild. The most common side effects in children are well described and
are abdominal pain, diarrhea, nausea and vomiting (35 ).

Protection against risks
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Protection against physical risks. Collection of rectal/stool swabs will only be performed by
trained study staff using universal precautions. Rectal/stool swabs will be obtained using hygienic
techniques and disposable supplies, to minimize the risk of complications. The collection of a
rectal/stool swab culture is not associated with any risk; a soft, cotton-tipped sterile disposable
swab will be used to collect the specimen in a private setting.

Protection against privacy risks. All documents and questionnaires relating to study participants
will be maintained in a secured data management system with password protection, electronic
signatures, and an audit trail as described above. Local clinical staff will be trained regarding
confidentiality in patient care as part of their routine activities and on-site study staff will be
trained regarding research ethics and confidentiality according to international IRB standards.
Protection against other risks. Specimens will be shipped under the specifications mandated by
the International Air Transport Association Dangerous Goods Regulations Packing Instruction
602. A PHS importation license has been obtained for these purposes.

Use of Animals

Describe if and the type and species of animals to be used in the study. Justify with reasons the use of particular animal species in the research
and the compliance of the animal ethical guidelines for conducting the proposed procedures.

Not applicable

Collaborative Arrangements
Describe if this study involves any scientific, administrative, fiscal, or programmatic arrangements with other national or international
organizations 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.

The study includes a collaboration between the icddr,b and the Massachusetts General Hospital-
Harvard Medical School. We have a study that is ongoing between the two institutions over the
last nineteen years (2000-2019) which has resulted in over 100 publications as well as
presentations at numerous international meetings. Because of this collaboration at least 18
researchers from the collaborating institutes have been trained in different aspects of clinical,
microbiological and immunological methods. The collaborative team will meet on Skype on a

biweekly basis and an MOU between the institutions is attached.

Facilities Available

Describe the availability of physical facilities at site of conduction of the study. If applicable, describe the use of Biosafety Level 2 and/or 3
laboratory facilities. For clinical and laboratory-based studies, indicate the provision of hospital and other types of adequate patient care and
laboratory support services. Identify 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 plus field management plans specifying gender considerations for
community and for research team members.

Existing icddr,b hospital and laboratory facilities are adequate and are outlined:

Hospital facilities:
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The clinicians in the study will also coordinate the clinical component of the study at the icddr,b
hospitals in Dhaka. Clinical inpatient facility in the study will be provided by the study physicians
as well as other clinicians and support staff at the icddr,b hospitals.

Laboratory facilities:

Firdausi Qadri, is Head of the Mucosal Immunology and Vaccinology Unit (MIVU) of the of the
icddr,b, which is comprised of scientists with expertise in immunology, genetics and
microbiology. The MIVU has approximately 5000 sq. ft. of research space with facilities
involving immunology and microbiology as well as molecular biology. Facilities for
immunological assays (CO2 incubators, Class II biosafety cabinets for sterile cell culture, ELISA
readers, ELISPOT plate counter) and other standard laboratory equipment are available. For
histopathological and immunostaining work, tissue processor, microtome, cryostat and image
analyzer are available. There are multiple ultra-low temperature freezers, -20 freezers,
refrigerators and liquid nitrogen dewars for specimen storage.

The laboratory contains eight biohazard safety hoods for processing of biological samples and for
maintaining sterile conditions for lymphocyte and antibody isolation. For bacterial culture and
isolation: MIVU has incubator, shaker, biosafety hood and biosafety cabinet for necessary work.
There are six -70°C low temperature freezers, two liquid nitrogen freezers, and a number of
additional freezers (-20°C) and refrigerators.

Data management capabilities:

We will use paper based case report form (CRF) for data collection. We will develop a data entry
system in Microsoft.Net framework of Microsoft visual C#. The entered data will be stored in to
SQL server data base. There will have some internal checks in to the system so that we can have
consistent and valid data entered in to the system. All data will be stored in to our own server
which is highly secured and password protected. Data will also be checked periodically after they
get entered to the system to find inconsistencies which may be overlooked during entry or if there
is any logical error. We will ensure the participant’s confidentiality by not allowing users to link
their names and address with the history of medical events of the study participants. Access to the
electronic database will be restricted to authorized study personnel only. Data security for this
data management system will be augmented by automatic computer virus scanning at start-up of
each data management session, and password protection for accessing data and data management
software. Data will be stored periodically in 3 different servers; the study server for our projects,
icddr,b’s sandbox and a server outside icddr,b at the DGHS. All data documents, including
system documents, logs of data flow, error outputs, error resolutions and the process of data

cleaning will be stored for future reference.
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Animal: Not applicable

Literature Cited
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Budget Justifications
Budget for the study is needed for participant’s enrolment and laboratory assays among study

participants. Other important costs are for procurement of different logistics, travel (local and
international), transportation samples, programme monitoring, training, data management etc.
1. Personnel:

Firdausi Qadri, Ph.D.: Co-principal Investigator. Responsible for overall coordination of the study
in conjunction, and responsible for oversight of study at icddr,b, data analysis and presentation of
results. 60 calendar months in year 1-5. Base salary $110,218, in years 1-5.

Fahima Chowdhury, M.B.B.S. Principal Investigator and clinician scientist. Responsible for
overall study coordination, clinical protocols, supervising study subject recruitment and direct
patient care. Will oversee sample collection and data management at icddr,b; in research papers
and documents and disseminate findings to scientific community. 60 calendar months in years 1-
5. Base salary $94,230 with 5% annual increase in years 2-5.

Ashraful I Khan, M.B.B.S. Clinician scientist. Responsible for overall study coordination, clinical
protocols, supervising study subject recruitment and direct patient care. Will oversee sample
collection and data management at icddr,b; in research papers and documents and disseminate
findings to scientific community. 60 calendar months in years 1-5. Base salary $65,644 with 5%
annual increase in years 2-5.

Nur Haque Alam, M.B.B.S. 60 calendar months in years 1-5. Base salary $17,240 with 5%
annual increase in years 2-5.

Taufiqur Rahman Byuihan, Ph.D., 60 calendar months in years 1-5. Base salary $ 29,089 with
5% annual increase in years 2-5.

Faisal Ahmmed, MSc. Study statistician. Responsible for statistical study design, analytic
methods and oversight of all data analysis. 60 calendar months in years 1-5. Base salary $ 6,326

with 5% annual increase in years 2-5.

2. Equipment: Various capital equipments are required for the study for laboratory support.

All these equipment would be procured amounting to US$ 19,000.

3. Travel: Local travel in all years will require US $ 37,500 for supervisory visit and data
collection. International travel required in year 1 to 5 years US$ 25,000 for study seminar/
workshops/meetings at national and international locations.

4. Materials and Supplies:

Supplies comprise of stationeries and laboratory reagents amounting to US$ 154,177 in the 5

years period.

34|Page



Protocol#19080; Version 7.0 January 2023

Other Expenses: Other expenses comprising training, printing, publication charges and office rent

etc. amounting US$ 81,691 in the 5 year period.
Shipment costs from Dhaka, Bangladesh to USA, including dry ice in years 1-5 ($10,000/year)

Other Support

| Describe sources, amount, duration, and grant number of all other research funding currently granted to PI or under consideration.
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Biography of the Investigators

Provide biographical data in the following format for all key personnel including the Principal Investigator. Copy the same format for each of
them.
Note: Biography of the External Investigators may, however, be submitted in the format as convenient to them..

Biography of Dr. Fahima Chowdhury
Name: Dr. Fahima Chowdhury
2 Present Position: Associate Scientist and Project Coordinator; IDD, icddr,b.
3 Educational background:
(last degree and diploma & training relevant to the present research proposal)

INSTITUTION AND LOCATION . DEGREE YEAR(s) FIELD OF STUDY
(if applicable)
Agrani Balika Biddalaya, Dhaka SSC 1984 Science
Holy Cross College, Dhaka HSC. 1986 Science
Mymensingh Medical college M.B.B.S. 1994 Medicine
North South University M.P.H. 2007 Epidemiology
4.0List of ongoing research protocols
(start and end dates; and percentage of time)
4.1  As Principal Investigator
Protocol Number Starting date End date Percentage of time
PR-15076 September 2015 June 2017 50 %
4.2 As Co-Principal Investigator
Protocol Number Starting date End date Percentage of time
2008-019 01/06/08 30/05/10 50%
4.3 As Co-Investigator
Protocol Number Starting date End date Percentage of time
2005-030 01.12.2006 30.08.2010 80%
2007-007 01.04.2007 31.03.2009 10%
10061 01.09.2009 31/12/2014 90%
5 Publications
Types of publications Numbers
a. Original scientific papers in peer-review journals 29
b. Peer reviewed articles and book chapters 1
c. Papers in conference proceedings 10
d. Letters, editorials, annotations, and abstracts in peer-reviewed 0
journals
e. Working papers 0
f.  Monographs 0

6 Five recent publications including publications relevant to the present research

protocol

1. A variant in long palate, lung and nasal epithelium clone 1 is associated with cholera in a
Bangladeshi population. Larocque RC, Sabeti P, Duggal P, Chowdhury F, Khan Al,
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Lebrun LM, Harris JB, Ryan ET, Qadri F, Calderwood SB. Genes Immun. 2009; 10(3):1-
6

2. Chowdhury F , Mohammad Arif Rahman,Yasmin Begum, Ashraful Khan, Abu Faruque,
Nirod Saha , Nabilah Baby , M.A. Malek , Anisha Kumar , Ann-Mari Svennerholm, Mark
Pietroni, Alejandro Cravioto 'Impact of Rapid Urbanization on the Rates of Infection by
Vibrio cholerae O1 and Enterotoxigenic Escherichia coli in Dhaka, Bangladesh. Accepted
in PLoS Neglected Tropical Diseases on 5th March 2011

3. Chowdhury F, Yasmin A. Begum, Mohammad Murshid Alam, Ashraful [.Khan,
Alejandro Cravioto, Firdausi Qadri et al. Concomitant Enterotoxigenic E. coli Infection
Induces Increased Immune Responses to Vibrio cholerae O1 Antigens in Patients with
Cholera in Bangladesh. Infection and immunity. 2010; 78(5): 2117-2124

4. Chowdhury F, Khan AI, Faruque ASG, Ryan ET. Severe, acute watery diarrhoea in an
adult. PLoS Negl Tropl Dis. 2010 Nov 30:4(11).

5. Chowdhury F, Ashraful I. Khan, Jason B. Harris, Regina C. LaRocque, Edward T. Ryan,
ASG Faruque, Stephen B.Calderwood, Firdausi Qadri. A comparison of Clinical and
Immunologic Features in Children and Older Patients Hospitalized With Severe Cholera
in Bangladesh.The Paediatric Infectious Disease Journal. 2008; 27(11): 986-992
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1 Name: Firdausi Qadri
2 Present Position: Director, IDD, icddr,b, Senior Scientist.
3 Educational background:
(last degree and diploma & training relevant to the present research proposal)
4.0  List of ongoing research protocols
(start and end dates; and percentage of time)
4.1.  As Principal Investigator
Protocol Number | Starting date End date Percentage of time
PR-09064 1-01-2010 31-05-2013
PR-00240 9-11-2005 31-05-2013
PR-00562 16-09-2005 31-12-2012
PR-00708 01-08-2008 31-12-2012
PR-10061 23-12-2010 22-12-2015
4.2.  As Co-Principal Investigator
Protocol Number | Starting date End date Percentage of time
PR-00240 9-11-2005 31-05-2013
PR-00562 4-07-2006 31-03-2011
PR-00707 1-08-2008 31-12-2011
PR-00708 1-08-2008 31-07-2011
4.3. As Co-Investigator
Protocol Number | Starting date End date Percentage of time
5 Publications
of publications ers

a. Original scientific papers in peer-review journals

b. Peer reviewed articles and book chapters

c. Papers in conference proceedings

d. Letters, editorials, annotations, and abstracts in peer-reviewed journals
e. Working papers

f. Monographs

6 Five recent publications including publications relevant to the present research protocol

1. Uddin T, Harris JB, Bhuiyan TR, Shirin T, Uddin MI, Khan AI, Chowdhury F,
Larocque RC, Alam MN, Ryan ET, Calderwood SB, Qadri F. Mucosal
immunologic responses in cholera patients in Bangladesh.Clin Vaccine Immunol.
2011 Jan 19.

2. Matsuda F, Chowdhury M1, Saha A, Asahara T, Nomoto K, Tarique AA, Ahmed T,
Nishibuchi M, Cravioto A, Qadri F. Evaluation of a probiotics, Bifidobacterium
breve BBG-01, for enhancement of immunogenicity of an oral inactivated cholera
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vaccine and safety: A randomized, double-blind, placebo-controlled trial in
Bangladeshi children under 5 years of age.Vaccine. 2011 Jan 12

3. Arifuzzaman M, Rashu R, Leung DT, Hosen MI, Bhuiyan TR, Bhuiyan MS, Rahman MA,
Khanam F, Saha A, Charles RC, Larocque RC, Weil AA, Clements JD, Holmes RK,
Calderwood SB, Harris JB, Ryan ET, Qadri F. Antigen-specific memory T cell responses
after vaccination with an oral killed cholera vaccine in Bangladeshi children and comparison
with natural cholera.Clin Vaccine Immunol. 2012 Jun 27.

4. Leung DT, Chowdhury F, Calderwood SB, Qadri F, Ryan ET.Immune responses to cholera
in children.Expert Rev Anti Infect Ther. 2012;10(4):435-44.

5. Larocque RC, Sabeti P, Duggal P, Chowdhury F, Khan Al Lebrun LM, Harris JB, Ryan ET,
Qadri F, Calderwood SB A variant in long palate, lung and nasal epithelium clone 1 is
associated with cholera in Bangladeshi population. Genes Immun. 2009 Apr;10(3):267-72.
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BIOGRAPHICAL SKETCH
Provide the following information for the Senior/key personnel and other significant contributors. Follow this format for each person.
DO NOT EXCEED FIVE PAGES.

NAME: Khan, Ashraful Islam
eRA COMMONS USER NAME (credential, e.g., agency login): ASHRAFUL
POSITION TITLE: Scientist
EDUCATION/TRAININ DEGREE Completion Date FIELD OF STUDY
G (Begin with (if applicable) MM/YYYY
baccalaureate or other
initial professional
education, such as
nursing, include
postdoctoral training
and residency training
if applicable.
Add/delete rows as
necessary.)
INSTITUTION AND
LOCATION
Sylhet MAG Osmani MBBS 1994 Medicine, Surgery
Medical College,
Sylhet M.Sc 2001 Health Economics
University of Dhaka,
Bangladesh PhD 2012 International Health
Uppsala University,
Sweden

Personal Statement

The goal of the proposed research is to assess the introduction and impact of Typhoid
Conjugate Vaccine (TCV) into routine immunization in Gavi-eligible countries like Bangladesh.
My research has focused on control of enteric diseases including host-pathogen interactions of
enteric pathogens and also helps clinical guideline for the management of diarrhea patients. |
have been involved with Infectious Diseases Division of the International Centre for Diarrhoeal
Disease Research, Bangladesh (icddr,b) in pursuit of these works. In recent years, | have
focused on the project activities entitled "Enteric Disease Surveillance and cholera surveillance
in Bangladesh" in 22 sites covering all the divisions of Bangladesh with the collaboration of
Government of Bangladesh. | am also involved in mHealth: smartphone-based decision-
support tool in a cluster randomized controlled trial (cCRCT) to determine the effect of the
method of decision-support on clinical guideline adherence for the management of diarrhoeal
diseases in 10 district hospitals in Bangladesh. Knowledge gained through these projects could
critically improve our understanding of changes in microbiologically confirmed disease burden
and antimicrobial resistance pattern and could directly lead to early introduction of vaccine that
will help an improved enteric disease control strategy.

B. Positions and Honors

Positions and Employment

1995-1996 Fellow, Dhaka Shishu hospital, Shamoli, Dhaka

1997- Consultant, Padakhap NGO, Lalmatia, Dhaka

1998-2004 Medical Officer, Clinical Sciences Division, ICDDR,B, Dhaka

2005-2008 Assistant Scientist, ICDDR,B, Dhaka

2009-2012 Deputy Project Coordinator, ICDDR,B, Dhaka

2013-2014 Associate Scientist, ICDDR,B, Dhaka

2015-2016 Project Coordinator, ICDDR,B, Dhaka

2016- Scientist, ICDDR,B, Dhaka

C. Selected papers from original research articles published

1. Khan Al, Levin A, Chao DL, DeRoeck D, Dimitrov DT, Khan JAM, Islam MS, Ali M, Islam MT, Sarker
AR, Clemens JD, Qadri F. The impact and cost-effectiveness of controlling cholera through the use of
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oral cholera vaccines in urban Bangladesh: A disease modeling and economic analysis. PLoS Negl Trop
Dis. 2018 Oct 9;12(10):e0006652. doi: 10.1371/journal.pntd.0006652. eCollection 2018 Oct.

2. Khan Al, Khan IA, Siddique SA, Rahman A, Islam MT, Bhuiya MAI, Saha NC, Biswas PK, Saha A,
Chowdhury F, Qadri F. Feasibility, coverage and cost of oral cholera vaccination conducted by icddr,b
using the existing national immunization service delivery mechanism in rural setting Keraniganj,
Bangladesh. Hum Vaccin Immunother. 2018 Sep 27. doi: 10.1080/21645515.2018.1528833.

3. Khan Al, Ali M, Chowdhury F, Saha A, Khan IA, Khan A, Akter A, Asaduzzaman M, Islam MT, Kabir
A, You YA, Saha NC, Cravioto A, Clemens JD, Qadri F. Safety of the oral cholera vaccine in pregnancy:
Retrospective findings from a subgroup following mass vaccination campaign in Dhaka, Bangladesh.
Vaccine. 2017 Mar 13;35(11):1538-1543.

4. Qadri F, Wierzba TF, Ali M, Chowdhury F, Khan Al, Saha A, Khan IA, Asaduzzaman M, Akter A, Khan
A, Begum YA, Bhuiyan TR, Khanam F, Chowdhury MI, Islam T, Chowdhury Al, Rahman A, Siddique SA,
You YA, Kim DR, Siddik AU, Saha NC, Kabir A, Cravioto A, Desai SN, Singh AP, Clemens JD. Efficacy
of a Single-Dose, Inactivated Oral Cholera Vaccine in Bangladesh. N Engl J Med. 2016 May
5;374(18):1723-32.

5. Khan Al, Chowdhury F, Leung DT, Larocque RC, Harris JB, Ryan ET, Calderwood SB, Qadri F.
Cholera in pregnancy: Clinical and immunological aspects. Int J Infect Dis. 2015 Oct;39:20-4. doi:
10.1016/}.ijid.2015.08.006. Epub 2015 Aug 14.
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Biography of Dr. Taufiqur Rahman Bhuiyan
1 Name: Md Taufiqur Rahman Bhuiyan

2 Present Position: Scientist, Infectious Diseases Division.

3 Educational background:

(last degree and diploma & training relevant to the present research proposal)

INSTITUTION AND LOCATION DEGREE | ypup(s) | FIELD OF STUDY
(if applicable)
University of Dhaka, Bangladesh B.Sc. (Hons) 1997 Microbiology
University of Dhaka, Bangladesh Masters 1999 Microbiology
University of Gothenburg, Sweden PhD 2010 Immunology
4.0
List of ongoing research protocols
(Start and end dates; and percentage of time)
4.1 As Principal Investigator
Protocol Number Starting date End date Percentage of time
4.2 As Co-Principal Investigator
Protocol Number Starting date End date Percentage of time
2007-066 9/1/2008 12/31/2011 15
2007-067 9/1/2008 12/31/2011 15
4.3 As Co-Investigator
Protocol Starting date End date Percentage of time
Number
2005-030 07/24/2004 03/31/2011 5
2008-018 10/1/2008 9/30/2009 10
S Publications
Types of publications Numbers
7 Original scientific papers in peer-review journals 23
8  Peer reviewed articles and book chapters 1
9 Papers in conference proceedings 10
10 Letters, editorials, annotations, and abstracts in peer-reviewed journals 20
11 Working papers
12 Monographs

6 Five recent publications including publications relevant to the present research protocol

1. Taufiqur Rahman Bhuiyan, Amit Saha, Anna Lundgren, Firdausi Qadri, Ann-Mari
Svennerholm. Immune responses to Helicobacter pylori infection in Bangladeshi children
during their first two years of life and relation between maternal antibodies and onset of
infection. J Infect Dis. 2010 Dec 1;202(11):1676-84.
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2. Bhuiyan TR, Lundin SB, Khan Al, Lundgren A, Harris JB, Calderwood SB, Qadri
F. Cholera caused by Vibrio cholerae Ol induces T-cell responses in the
circulation. Infect Immun. 2009 Feb 23: 1888-1893.

3. Janzon A, Bhuiyan T, Lundgren A, Qadri F, Svennerholm AM, Sjoling A.
Presence of high numbers of transcriptionally active Helicobacter pylori in
vomitus from Bangladeshi patientssuffering from acute gastroenteritis.
Helicobacter, 2009 Aug;14(4):237-47.

4. Bhuiyan TR, Qadri F, Saha A, Svennerholm AM. Infection by Helicobacter pylori
in Bangladeshi children from birth to two years: relation to blood group, nutritional
status and seasonality. Pediatr Infect Dis J. 2009 Feb 28 (2): 79-85.

5. Bhuiyan TR, Qadri F, Bardhan PK, Ahmad MM, Kindlund B, Svennerholm AM,
Lundgren A. Comparison of mucosal B- and T-cell responses in Helicobacter
pylori-infected subjects in a developing and a developed country. FEMS Immunol
Med Microbiol. 2008 Oct; 54(1): 70-9.
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Biography of Dr. Afroza Akter, SRI, IDD

A. Positions and Honors.
Positions and Employment
2015-TILL DATE  Senior Research Investigator, IDD, icddr,b

2012-2015 Research Investigator, Enteric vaccines, Centre for vaccine sciences, icddr,b
2011-2012 Medical Officer, Enteric vaccine under Center for vaccine science, icddr’b
2009-2011 Lecturer cumMedical Officer, UDC

2006-2008 Medical Officer, Pan Pacific Hospital, Dhaka.

Other Experience and Professional Memberships

2013- Single dose cholera vaccine study in Bangladesh

2011- Introduction of Cholera Vaccine in Bangladesh

Training:

2007 Post Graduation Training in Surgery in BSMMU.

2013 GCP, GVK Bio collaboration with icddr,b

2015 Advanced vaccinology course, IVI, South Korea

B. Selected peer-reviewed publications (in chronological order)
1. Khan, A. 1, AKter, A, et al. Safety of the oral cholera vaccine in pregnancy: Retrospective findings

from a subgroup following mass vaccination campaign in Dhaka. Bangladesh. Vaccine.2017

2. Qadri, F, T. F. Wierzba, Akter A et al. Efficacy of a Single-Dose, Inactivated Oral Cholera

Vaccine in Bangladesh. New England Journal of Medicine.2016
3. Qadri F, Ali M, Chowdhury F, Akter A, Clemens JD et al. Feasibility and effectiveness of the

oral cholera vaccine, in an urban “cholera-endemic” setting in Bangladesh: a cluster-randomised

non-blinded trial. The Lancet. 2015.

C. Research Support

SCVB study-Bill and Melinda Gates funded project 09/12/12-
30/06/16 Protocol Title: An individually randomized,
placebo-controlled trial to measure the protection conferred by a single dose regimen of
bivalent, killed, whole cell oral cholera vaccine (Shanchol™) in Dhaka, Bangladesh.
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BIOSKETCH

Name: Dr.Md. Nur Haque Alam
Business Address : Scientist, Clinical Sciences Division, ICDDR,B,

168, Shahid Tajuddin Sharani,

Mohakhali, Dhaka

88 02 8860523 — 32 ext 2347, 2332 (Office)
88 02 8612028 (Residence), 01713 093851
Email: nhalam@icddrb.org

Education and Training

MBBS

MD

1976 Dhaka Medical College, Dhaka University

1993 University of Basel, Basel, Switzerland

Fellowship: Internal Medicine and Gastroenterology, University Hospital Liestal and Basel,
Switzerland 1991 to 1993
a) Clinical case management in the field of Internal Medicine and Gastroenterology

b) Training in diagnostic and therapeutic gastrointestinal ENDOSCOPY
c¢) Diagnostic abdominal ULTRASONOGRAPHY for 6 months.

Medical Licensure: Registration from the Bangladesh Medical and Dental Council in 1976
Professional Experience
Current Position: Senior Scientist, CSD
Responsibilies
As a member of clinical Sciences Division and Scientist, I consider my three primary responsibilities such
as Patient care, clinical research and training

Patient care

All levels of patient care that include :

a)
b)
¢)
d)
e)
f)

Research

clinical assessment of patients

Decide management plan, laboratory investigation and appropriate referral
Supervise and make consultancy rounds with junior physicians and clinical fellows
Solve logistic problems as when required

Coordinate duty roster, presentation in the morning sessions as a coordinator
Endoscopy of study or other patients as when required

As a clinical researcher I perform the following responsibilities:

a)
b)
c)
d)
e)
f)

2
h)

Research project writing and process for approval by RRC and ERC

Apply for funding to internal and external Donors

Conduction of the study

Maintain the quality of data collection

Monitor good clinical care of the study patients

Data analysis and report writing

Dissemination of the research findings

Assist junior colleagues in protocol development, conduct study, data analysis and paper
writing

TRAINING
Involve in training programme for the Medical personnel organized by the Training and Education
Unit(TEU) of ICDDRB as a Course Director or Faculty member
Duration of experience
Duration of service after graduation: 32 years
Total duration of service at ICDDRB : 28 years
Total duration after last promotion  : 4 ' years
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Professional activities

Society membership

Bangladesh Medical Association (BMA)
Bangladesh Nutrition Council (BNC)
Bangladesh Gastroenterology Association (BGA)
American Gastroenterology Association (AGA)

Editorial Activities
Review in house and overseas research proposals/manuscripts as and when requested.
Reviewed manuscripts requested by the editors of the following Journals:

1. British Medical Journal of Evidence based Medicine
Archives of Disease in Childhood

British Journal of Clinical Nutrition

Acta Pediatrica

Pediatric Drugs

Journal of Pediatric Gastroenterology and Nutrition
Gut

Journal of Health Population and Nutrition (JHPN)
Faculty member of F1000 Medicine

A e A

Publications
Journal articles peer reviewed (in chronological order)

L.

Alam NH, Ashraf H, Sarker SA, Olesen M, Troup J, Salam MA, Gyr N, Meier R. Efficacy of
Partially hydrolysed guar gum-added oral rehydration solution in the treatment of severe cholera
in adults. Digestion 2008;78:24-9

Sarker SA, Mahmud H, Davidsson L, Alam NH, Ahmed T, Alam N, Salam MA, Beglinger C,
Gyr N, Fuchs GJ. Causal relationship of Helicobacter pylori with iron-deficiency anemia or failure
of iron supplementation in children Gastroenterology 2008;135:1534-42

Islam S, Yeasmine S, Khan SA, Alam NH, Islam S. A comparative study of thyroid hormone
levels in diabetic and non-diabetic patients. Southeast Asian J Trop Med public Health
2008;39:913-6

Monira S, Alam NH, Suau A, Magne F, Nair GB, Karmakar PC, Rahman M, Pochart P, Desjeux
JF. Time course of bacterial diversity in stool samples of malnourished children with cholera
receiving treatment. J Pediatr Gastroenterol Nutr 2009;48:571-8

Alam NH, Islam S, Sattar S,Monira S, Desjeux JF. The Safety of rapid intravenous rehydration
and comparative efficacy of three oral rehydration solutions in the treatment of severely
malnourished hildren with dehydrating cholera. J Pediatr Gastroenterol Nutr. 2009;48:318-27
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NAME: DR. IMAM TAUHEED
POSITION TITLE: Medical Officer

January 2023

Education:
DEGREE Completion
INSTITUTION AND LOCATION (if applicable) Date FIELD OF STUDY
PP MM/YYYY
National Institute of Preventive and Social Master of Public 06/2016 Health Service
Medicine, Mohakhali, Dhaka, Bangladesh Health (MPH) Management and policy
. . Medicine, Surgery,
Enam Medical College and Hospital, Savar, MBBS 05/2010 Obstetrics and
Dhaka, Bangladesh
Gynaecology
Jhenidah Cadet College, Jhenidah, Bangladesh HSC 10/2003 Science
Jhenidah Cadet College, Jhenidah, Bangladesh SSC 07/2001 Science
C. Contribution to science
S1 Starting | Ending Role in o,
No. Study name Date Date the study Position
A randomized observer-blinded controlled non-inferiority trial
to evaluate the. safer and immunogenicity of locally 17, July | 31, July Study Project
1. | manufactured inactivated bivalent whole-celloral cholera 2016 2017 Physician Research
vaccine (WC-OCV) ‘Cholvax’ in healthy Bangladeshi adults Y Physician
and children.
A phase /Il dose-escalation study to evaluate safety,
tolerability and immunogenicity of ‘2-dose primary series’ Proiect
5 single strain (Hikojima serotype) inactivated Oral Cholera 24, July Oneoin Study Res eJarch
"| Vaccine formulations (two formulations based on total O1 LPS 2016 gomng Physician -
. . . . Physician
content), in sequential age descending population of healthy
adults and children
Project
3.| Strategic Typhoid Alliance Across Africa and Asia 21, Aug Ongoing Stqdy Research
2016 Physician .
Physician
- L " Project
4 Immunogenicity study for revaccination of study participants of | 10, Mar, | 19, Dec Study Research
" | Single dose oral cholera vaccine study in Dhaka, Bangladesh 2017 2017 Physician ..
Physician
. ) . 01, Oct, . Study Medical
5. | Rohingya Diarrhoeal Surveillance (RODS) 2017 Ongoing Physician Officer
6 Innate and adaptive immune response against oral cholera 01, Oct, Ongoin Study Medical
" | vaccine in Bangladeshi participants 2017 gomng Physician Officer
D. Employment History
Serial o o Date
No. Position Organization Starting Ending
1. Medical Officer ERI, IDD, icddr,b Bangladesh Oéb?; t Continued
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Serial o o Date
No. Position Organization Starting Ending
Project Research . 19, June, 30, Sep,
2. Physician ERI, IDD, icddr,b Bangladesh 2016 2017
3. Medical Officer Mono Chikitshaloy, Mohammadpur, Dhaka, Bangladesh 162’0?2(:’ 182’ g ;lge,
4. Lecturer Enam Medical College & Hospital, Savar, Dhaka, Bangladesh 152’5111?6’ 3 12’0A12g,
E. Total year experience in clinical research: 3 years
F. Training
Serial . .. o Date
No. Title of Training Organization Starting | Ending
¢-learning course Certified by, The Global Health Network (Web-based training course)
L ICH GOOD CLINICAL Certificate Number 265106 Completed on 30.07.2017
PRACTICE E6 (R2) " " P ol
Good Clinical Practices . . 14, July, 14, July,
2. (GCP) Certified by EMMES, at icddr,b 2016 2016
Protecting Human Research The National Institutes of Health (NIH) (Web-based training course)
3. Particinant Office of Extramural Research Completed on 28.06.2016
articipants Certification Number: 2101778 ompreted on =6.55.
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Certificate of Completion

The National Institutes of Health (NIH) Office of Extramural Research certifies that
Fahima Chowdhury successfully completed the NIH Web-based training course
"Protecting Human Research Participants”.

Date of completion: 0B/16/2016.

Certification Number: 2127647.
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Certificate of Completion

The National Institutes of Health (MIH) Office of Extramural Research
certifies that Afroza Akter successfully completed the NIH Web-based
training course "Protecting Human Research Parficipants”.

Date of completion: 12/19/2015

Certification Number: 1938481

Certificate of Completion

The National Institutes of Health (NIH) Office of Extramural Research certifies that
Imam Tauheed successfully completed the NIH Web-based training course
"Protecting Human Research Participants”.
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EVALUATION FORM

Title: “Azithromycin prophylaxis in child contacts of cholera patients.”

Summary of Referee's Opinions: Rank Score

High Medium [ Low

Quality of project X
Adequacy of project design X
Suitability of methodology X
Feasibility within time period X
X
X

Appropriateness of budget
Potential value of field of knowledge

CONCLUSIONS

I support the project proposal

a) without qualification X
b) with qualification

c) on technical grounds

d) on level of financial support

I do not support the project proposal

Name of Referee: Jason Andrews, MD, SM, DTM&H

Position: Assistant Professor of Medicine
Division of Infectious Diseases and Geographic Medicine

Institution: Stanford University School of Medicine, 300 Pasteur Drive
Lane Building, Suite 134, Rm 141
Stanford, CA 94305-5107, USA

Detailed Comments: (Please use additional page if necessary.)

RRC Guidelines Page- 1 31/10/2005

S2|Page



Protocol#19080; Version 7.0 January 2023

Please briefly provide your opinions of this proposal, giving special attention to the
originality and feasibility of the project, its potential for providing new knowledge and
the justification of financial support sought; include suggestions for modifications
(scientific or financial) where you feel they are justified.

(Use additional pages if necessary)

Title: “Azithromycin prophylaxis in child contacts of cholera patients.”

This is a strong and well written proposal from a highly experienced group of
researchers, addressing an important public health question, with well described
study design and methodologies. Funding support has been requested and will be
needed to conduct this trial. I have no reservations about the scientific merits of
this work.

RRC Guidelines Page - 2 31/10/2005

53|Page



Protocol#19080; Version 7.0

54|Page

EVALTTATION FORM

January 2023

Title: "Azithromycin prophylaxis in child contacts of cholera patients.”

summary of Referee's Opinions

Rank Score

High Medium

Lo

wuality of project

X

Adequacy of project degion

Suitab ility of methodology

Feaszibility within time period

Appropriateness of budgst

Potential walue of field of knowledge

CONCLITSIONS

[ support the project proposzal

a] without qualification

b] with qualification

c] on technical grounds

d] on level of inancial support

I do not support the project proposal

Name of Referee: Samuel Kariuki DVM, MSc, FhD

Signature:.,..

LDate:21 June, 2019

Position: Director, Centre for Microb iolo gy Research, KEMEI, Kenva
sanger International Fellow, Wellcome Trust Sanger Institute,

Cambridge

Vigiting Professor of Tropical Microbiolegy, University of Oxford,

Uk

Institution: Off Ngong Foad, Nairobi PO Box 43640-00100,Nairohi, Kenva

Detailed Comments: [Please use additional page if necessary. |

BRC Gudelines
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This is a fairly straightforward CRCT to evaluate the effectiveness of single dose
Azithromycin in the prevention of cholera for contacts (1-15 yo) of symptomatic
cholera patients.

This intervention has the potential to avert infections and symptomatic episodes of
cholera in children who are at the highest risk of infection and who are not well-
protected by oral cholera vaccines. The study will measure the number of infections
avoided and the number needed to treat to prevent one infection.

The study is well justified and will provide much needed data in targeted age-group
in prevention of cholera, but my concerns:

1.

What is different in terms of logistics in delivery of Azithromycin chemoprophylaxis rather
than OCV for this population?

If logistics are similar, what argument is there for use of antimicrobials rather than OCV?

| am mindful here of the downstream negative effects of emergence of AMR for enteric flora
and effects on environmental shedding of resistant bacteria

Do we have data on effectiveness or lack of it for OCV use in the age group targeted here?

A few minor edits in tracked changes in the text of the protocol

My best regards for the project

RRC Guidelines Page -2 31/10/2005
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Please briefly provide yvour opinions of this proposal, giving special attention to the
originality and feasibility of the project, its potential for providing new knowledge
and the justification of financial support sought; include suggestions for
modifications (scientific or financial) where you feel they are justified.

(Use additional pages if necessary)

Title: “Azithromycin prophylaxis in child contacts of cholera patients.”

Reviewer: Sam Kariuki

RRC Guidelines Page - 3 31/10/2005
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Response to Reviewers Comments:

Comment 1: What is different in terms of logistics in delivery of Azithromycin chemoprophylaxis
rather than OCV for this population?

Response: Administration of Oral Cholera Vaccine (OCV) is a preventive measure which will give
protection with 14 days or so after vaccination with two doses of vaccine in an interval of 14 days.
However, azithromycin will provide quick prophylaxis to prevent cholera in households of cholera
index cases. In our experience we have seen that household contacts in most cases become infected
within 7 days of cholera in the index case. Regarding logisitics, OCV needs cold chain management
with temperature maintained within 2- 8° C. Vaccination is no doubt the best solution for prevention
of cholera however the single dose azithromycin will provide prophylaxis against risk of cholera.
Comment 2: If logistics are similar, what argument is there for use of antimicrobials rather than OCV?
Response: The logistics are not similar and the two interventions are used for different reasons- one
for the short term immediate protection while the other for a longer term protection.

Comment 3: [ am mindful here of the downstream negative effects of emergence of AMR for enteric
flora and effects on environmental shedding of resistant bacteria.

Response: We agree that prophylactic antibiotic can be associated with increased antimicrobial resistance of
pathogenic organisms. To date the azithromycin resistance in V. cholerae is less common but has been reported
(Tran HD et.al 2007, Rashed SM et.al 2017). A study (J. Noeske et.ale 2004) has shown that during large
outbreaks of cholera in Cameroon, selective chemoprophylaxis with doxycline were given to household
members and neighbors of cholera cases but no antibiotic resistance was reported.

However, resistance has not been assessed in the setting of targeted prophylaxis population (household
contact of cholera case) and a single dose is less likely to cause resistance than serial dosing. Moreover,
in our study we will monitor for the development antimicrobial resistance to V. cholerae among
infected contacts and measure the impact of the intervention on the gut microbiome, enteropathy and
nutritional status. The icddr,b Dhaka hospital surveillance data in 2018 showed that azithromycin is
99% sensitive to V.cholerae O1 (http://dspace.icddrb.org/jspui/handle/123456789/9053).

Comment 4: Do we have data on effectiveness or lack of it for OCV use in the age group targeted
here?

Response: In participants younger than 5 years of age, the vaccine did not show protection against all
cholera episodes (PE —13% to 23%) (Qadri et.al 2009 & 2018). Vaccine protective efficacy (PE) was
also very lower against all cholera episodes in participants aged 5 years to younger than 15 years.
Comment 5: A few minor edits in tracked changes in the text of the protocol.

Response: All the changes have been accepted.
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APPENDIXTA

International Centre for Diarrheal Disease Research, Bangladesh

Consent Form
(Cholera Index case: 1 — 10 Years)

Protocol No. 19080 Version No. 5.0 Date: 12-10-2021

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial.

Investigator’s name: Dr. Fahima Chowdhury

Organization: icddr,b

Purpose of the research:

Azithromycin is an effective treatment for cholera and is widely used as prophylaxis against other
childhood infections such as trachoma. However, it is unknown whether azithromycin is effective for
prophylaxis against cholera in children aged 1-15 years. We want to find out if giving this medicine to
people who might get cholera, reduces or prevent the infection. By finding out about this we may be
able to prevent cholera in the future.

Background

Cholera is a major health problem in Bangladesh and many other developing countries. It is watery
diarrhoea, which is caused by infection of the human intestine by a germ called V. cholerae. Household
family members of a person with cholera may also develop cholera. We have a medicine that is used
for the treatment of cholera, and we want to find out whether prophylactic use of this medicine to
household member will reduce or prevent cholera or not.

Why invited to participate in the study?

For this study, we need to enrol around 400 cholera patients, either children or adults. Since your child
is suffering from cholera, we are asking permission from you to allow your child to participate in our
study and help us in our efforts.

Methods and procedures:

If you agree to let us test your child’s stool for cholera, we will collect 5 gm of stool to perform a rapid
diagnostic test (RDT) as soon as possible. If the test came positive for cholera we will invite your
household members aged 1-15 years to participate in this study. Stool will also be send to the laboratory
for culture and PCR. We may also use your stool sample for metagenomics, antibiotic resistance, fecal
marker, etc if needed.

Risk and benefits

You don’t have to pay us for this test. It will be free of cost. Your child will not directly benefit from
participating in this study. But your child will be treated as per the result of this test. There are no risks
as we will only collect your stool.

Privacy, anonymity and confidentiality
Your child’s personal and medical information including the laboratory test results will remain

confidential and will be stored in a file cabinet under lock and key, under the responsibility of the
principal investigator. Some of the tests will be performed at the Centre, and some at Massachusetts
General Hospital of Harvard Medical School, Boston, USA.

After completing this study, records will be locked, and no one except study staff, members of the
Ethical Review Committee of the Centre will have access to the records. We will be happy to provide
you the results of the tests when they become available. If you agree, we may take your and your
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child’s photograph. This photograph may be published in news media or publication or icddr,b website
for the purpose of this study. You can say no and you can still be in the study.

Future use of information
We will store all left-over materials for 5 years. It is possible that these stored samples may be of use

in future studies of cholera, diarrheal diseases and factors that make people likely to get these types of
diseases. The samples will not have your child’s name on them, and any possible future research would
not identify you or your child in any way. We would like your permission to possibly use of these
unnamed samples in the future. If the unnamed samples are to be used in any future study, we would
first obtain permission from the Ethical Review Committee of the icddr,b.

Right not to participate and withdraw

The investigators of the research study have explained to me the purpose, procedures, risks and benefits
of my child participating in this study, the rights of research participants, and the confidential handling
of the information and records including personal information. I understand fully. I am assured that
my child’s name and/or identity will not be used in publishing the results of this study. I understand
that I may withdraw at any time without any reason, and that such withdrawal will not change the care
and treatment at this hospital or clinic. Based on the information provided above, I am giving my
voluntary consent to participate in this study.

Principle of compensation
There is no cost to you for participation of your child in this study. Any costs that relate to the treatment
of cholera will be paid for by the hospital.

Communication:

If you have any question, you can ask me right now or at any time later on. If you want to know
anything about rights and benefits of your child for participation in this study you can ask Mr M A
Salam Khan, IRB Coordinator. The addresses are as follows:

Purpose of contact Name and address Address for communication
Address:
Dr. Imam Tauheed Enteri'c and Respiratgry ?nfections,
(local coordinator or 'Infectlous Dlsease.D1V1s10n
representative) lcddr.,b, Mohakhali, Dhaka — 1212
For any question Mobile No. 01673603228
related to the study, (to be open 7/24 hours)
or any problem Addr§ss: . .
Enteric and Respiratory Infections,
Dr. Fahima Chowdhury Infectious Disease Division
(Principal Investigator) icddr,b Mohakhali, Dhaka — 1212 Mobile:
01730016458
(9:00 am to 5:00 pm)
To know the rights IRB Secretariat, Research Administration,
or benefits or to log | M A Salam Khan (IRB icddr,b, Mohakhali, Dhaka-1212
any complain or Coordinator) Phone: (+88-02) 9827084 or Mobile:
dissatisfaction 01711428989

The investigators/ study staff have explained to me the purpose, procedures, risks and benefits of
participating in this study, the rights of research participants, and the confidential handling of the
information and records including personal information of my child, and all my questions have been
answered. I understand that I may withdraw my child from the study at any time without giving any
reason. I have been told that I shall also be able to get further information in the future, and that my
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child’s name and/or identity will not be used in making public of the findings of this study and/or in
publishing them in reports/journals. Based on the above, I voluntarily agree to enrol my child into this
study.

If you agree to our proposal for enrolling your child in our study, please put \ mark on appropriate box
(es) of the following and finally sign on the specified place for you.

Thank you for your cooperation.
I am giving my consent for interview to the investigator [ ] Yes [ ] No

I am giving consent to give my provided information to other [ ] Yes [ ] No
researchers on condition that my identifiable information cannot be disclosed or shared with anybody.

Permission to store and use leftover specimen for future research
I am also giving permission to store and use leftover stool specimens with the understanding that the
samples will not bear the name or identity of my child. L1

I am not giving permission to store and use leftover stool specimens of my child. ]

CONSENT FOR TAKING PHOTOGRAPH

I am giving consent to take mine and my child’s photograph so that it could be used to publish in news
media/publication/icddr,b website for the purpose of this study: Yes [ ] No []

Participant’s age: 1 — 10 years

Name of participant:

Name of Father/Mother/guardian of participant:

If other than father/mother please state relationship with the participant:

Signature or left thumbprint of the Father/Mother/guardian Date:

Name of witness:

Signature of witness Date:

Name of the study personnel securing consent:

Signature of the study personnel securing consent Date:

Note- A signed and dated copy/photocopy of this document will be given to you.
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APPENDIX 1B
International Centre for Diarrheal Disease Research, Bangladesh
Consent Form
(Cholera Index case: 11 — 17 Years)

Protocol No. 19080 Version No. 5.0 Date: 12-10-2021

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized controlled
trial.

Investigator’s name: Dr. Fahima Chowdhury
Organization: icddr,b

Purpose of the research:

Azithromycin is an effective treatment for cholera and is widely used as prophylaxis against other
childhood infections such as trachoma. However, it is unknown whether azithromycin is effective for
prophylaxis against cholera in children aged 1-15 years. We want to find out if giving this medicine to
people who might get cholera, reduces or prevent the infection. By finding out about this we may be
able to prevent cholera in the future.

Background

Cholera is a major health problem in Bangladesh and many other developing countries. It is watery
diarrhoea, which is caused by infection of the human intestine by a germ called V. cholerae. Household
family members of a person with cholera may also develop cholera. We have a medicine that is used
for the treatment of cholera, and we want to find out whether prophylactic use of this medicine to
household member will reduce or prevent cholera or not.

Why invited to participate in the study?

For this study, we need to enrol around 400 cholera patients, either children or adults. Since your child
is suffering from cholera, we are asking permission from you to allow your child to participate in our
study and help us in our efforts.

Methods and procedures:

If you and your child agree to let us test your child’s stool for cholera, we will collect 5 gm of stool to
perform a rapid diagnostic test (RDT) as soon as possible. If the test came positive for cholera we will
invite your household members aged 1-15 years to participate in this study. Stool will also be send to
the laboratory for culture and PCR. We may also use your stool sample for metagenomics, antibiotic
resistance, fecal marker, etc if needed.

Risk and benefits

You don’t have to pay us for this test. It will be free of cost. Your child will not directly benefit from
participating in this study. But your child will be treated as per the result of this test. There are no risks
as we will only collect your stool.

Privacy, anonymity and confidentiality

Your child’s personal and medical information including the laboratory test results will remain
confidential and will be stored in a file cabinet under lock and key, under the responsibility of the
principal investigator. Some of the tests will be performed at the Centre, and some at Massachusetts
General Hospital of Harvard Medical School, Boston, USA.

After completing this study, records will be locked, and no one except study staff, members of the
Ethical Review Committee of the Centre will have access to the records. We will be happy to provide
you the results of the tests when they become available. If you agree, we may take your and your
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child’s photograph. This photograph may be published in news media or publication or icddr,b website
for the purpose of this study. You can say no and you can still be in the study.

Future use of information
We will store all left-over materials for 5 years. It is possible that these stored samples may be of use

in future studies of cholera, diarrheal diseases and factors that make people likely to get these types of
diseases. The samples will not have your child’s name on them, and any possible future research would
not identify you or your child in any way. We would like your permission to possibly use of these
unnamed samples in the future. If the unnamed samples are to be used in any future study we would
first obtain permission from the Ethical Review Committee of the icddr,b.

Right not to participate and withdraw

The investigators of the research study have explained to me the purpose, procedures, risks and benefits
of my child participating in this study, the rights of research participants, and the confidential handling
of the information and records including personal information. I understand fully. I am assured that
my child’s name and/or identity will not be used in publishing the results of this study. I understand
that I may withdraw at any time without any reason, and that such withdrawal will not change the care
and treatment at this hospital or clinic. Based on the information provided above, I am giving my
voluntary consent to participate in this study.

Principle of compensation
There is no cost to you for participation of your child in this study. Any costs that relate to the treatment
of cholera will be paid for by the hospital.

Communication:

If you have any question, you can ask me right now or at any time later on. If you want to know
anything about rights and benefits of your child for participation in this study you can ask Mr M A
Salam Khan, IRB Coordinator. The addresses are as follows:

Purpose of contact Name and address Address for communication
Address:
Enteric and Respiratory Infections,
Dr. Imam Tauheed Infectious Disease Division

(local coordinator or representative) | icddr,b, Mohakhali, Dhaka — 1212
_ Mobile No. 01673603228
For any question (to be open 7/24 hours)

related to the study,

or any problem Addre':ss: . .
Enteric and Respiratory Infections,
Dr. Fahima Chowdhury Infectious Disease Division
(Principal Investigator) icddr,b Mohakhali, Dhaka — 1212

Mobile: 01730016458
(9:00 am to 5:00 pm)

IRB Secretariat, Research
Administration, icddr,b, Mohakhali,
M A Salam Khan (IRB Coordinator) | Dhaka-1212

Phone: (+88-02) 9827084 or Mobile:
01711428989

To know the rights
or benefits or to log
any complain or
dissatisfaction

The investigators/ study staff have explained to me the purpose, procedures, risks and benefits of
participating in this study, the rights of research participants, and the confidential handling of the
information and records including personal information of my child, and all my questions have been
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answered. I understand that I may withdraw my child from the study at any time without giving any
reason. I have been told that I shall also be able to get further information in the future, and that my
child’s name and/or identity will not be used in making public of the findings of this study and/or in
publishing them in reports/journals. Based on the above, I voluntarily agree to enrol my child into this
study.

If you agree to our proposal for enrolling your child in our study, please put \' mark on appropriate box
(es) of the following and finally sign on the specified place for you.

Thank you for your cooperation.

I am giving my consent for interview to the investigator [ ] Yes [ ] No

I am giving consent to give my provided information to other [ ] Yes [ ] No
researchers on condition that my identifiable information
cannot be disclosed or shared with anybody.

Permission to store and use leftover specimen for future research
I am also giving permission to store and use leftover stool specimens with the understanding that the
samples will not bear the name or identity of my child. L1

I am not giving permission to store and use leftover stool specimens of my child. ]

CONSENT FOR TAKING PHOTOGRAPH

I am giving consent to take mine and my child’s photograph so that it could be used to publish in news
media/publication/icddr,b website for the purpose of this study: Yes ] No []

Participant’s age: 11 — 17 years
Name of participant:

Signature or left thumbprint of the participant Date:

Name of Father/Mother/guardian of participant:

If other than father/mother please state relationship with the participant:

Signature or left thumbprint of the Father/Mother/guardian Date:

Name of witness:

Signature of witness Date:

Name of the study personnel securing consent:

Signature of the study personnel securing consent Date:

Note- A signed and dated copy/photocopy of this document will be given to you.
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APPENDIXIC
International Centre for Diarrheal Disease Research, Bangladesh
Consent Form

(Cholera Index case: >18 Years)

Protocol No. 19080 Version No. 5.0 Date: 12-10-2021

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized controlled
trial.

Investigator’s name: Dr. Fahima Chowdhury

Organization: icddr,b

Purpose of the research:

Azithromycin is an effective treatment for cholera and is widely used as prophylaxis against other
childhood infections such as trachoma. However, it is unknown whether azithromycin is effective for
prophylaxis against cholera in children aged 1-15 years. We want to find out if giving this medicine to
people who might get cholera, reduces or prevent the infection. By finding out about this we may be
able to prevent cholera in the future.

Background

Cholera is a major health problem in Bangladesh and many other developing countries. It is watery
diarrhoea, which is caused by infection of the human intestine by a germ called V. cholerae. Household
family members of a person with cholera may also develop cholera. We have a medicine that is used
for the treatment of cholera, and we want to find out whether prophylactic use of this medicine to
household member will reduce or prevent cholera or not.

Why invited to participate in the study?
For this study, we need to enroll around 400 cholera patients, either children or adults. Since you are
suffering from cholera, we are asking you to participate in our study and help us in our efforts.

Methods and procedures:

If you agree to let us test your stool for cholera, we will collect 5 gm of stool to perform a rapid
diagnostic test (RDT) as soon as possible. If the test came positive for cholera we will invite your
household members aged 1-15 years to participate in this study. Stool will also be send to the laboratory
for culture and PCR. We may also use your stool sample for metagenomics, antibiotic resistance, fecal
marker, etc if needed.

Risk and benefits

You don’t have to pay us for this test. It will be free of cost. Your will not directly benefit from
participating in this study. But you will be treated as per the result of this test. There are no risks as we
will only collect your stool.

Privacy, anonymity and confidentiality

Your personal and medical information including the laboratory test results will remain confidential
and will be stored in a file cabinet under lock and key, under the responsibility of the principal
investigator. Some of the tests will be performed at the Centre, and some at Massachusetts General
Hospital of Harvard Medical School, Boston, USA.

After completing this study, records will be locked, and no one except study staff, members of the
Ethical Review Committee of the Centre will have access to the records. We will be happy to provide
you the results of the tests when they become available. If you agree, we may take your photograph.
This photograph may be published in news media or publication or icddr,b website for the purpose of
this study. You can say no and you can still be in the study.
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Future use of information

We will store all left-over materials for 5 years. It is possible that these stored samples may be of use
in future studies of cholera, diarrheal diseases and factors that make people likely to get these types of
diseases. The samples will not have your name on them, and any possible future research would not
identify you in any way. We would like your permission to possibly use of these unnamed samples in
the future. If the unnamed samples are to be used in any future study, we would first obtain permission
from the Ethical Review Committee of the icddr,b.

Right not to participate and withdraw

The investigators of the research study have explained to me the purpose, procedures, risks and benefits
of participating in this study, the rights of research participants, and the confidential handling of the
information and records including personal information. I understand fully. I am assured that my name
and/or identity will not be used in publishing the results of this study. I understand that [ may withdraw
at any time without any reason, and that such withdrawal will not change the care and treatment at this
hospital or clinic. Based on the information provided above, I am giving my voluntary consent to
participate in this study.

Principle of compensation
There is no cost to you for participating in this study. Any costs that relate to the treatment of cholera
will be paid for by the hospital.

Communication:

If you have any question, you can ask me right now or at any time later on. If you want to know
anything about rights and benefits for participation in this study you can ask Mr. M A Salam Khan,
IRB Coordinator. The addresses are as follows:

Purpose of contact Name and address Address for communication
Address:
Enteric and Respiratory Infections,
Dr. Imam Tauheed Infectious Disease Division

(local coordinator or representative) | icddr,b, Mohakhali, Dhaka — 1212

. Mobile No. 01673603228
For any question

related to the study, (to be open 7/24 hours)
or any problem Address:
Enteric and Respiratory Infections,
Dr. Fahima Chowdhury Infectious Disease Division
(Principal Investigator) icddr,b Mohakhali, Dhaka — 1212

Mobile: 01730016458
(9:00 am to 5:00 pm)

IRB Secretariat, Research
Administration, icddr,b, Mohakhali,
M A Salam Khan (IRB Coordinator) | Dhaka-1212

Phone: (+88-02) 9827084 or Mobile:
01711428989

To know the rights
or benefits or to log
any complain or
dissatisfaction

The investigators/ study staff have explained to me the purpose, procedures, risks and benefits of
participating in this study, the rights of research participants, and the confidential handling of the
information and records including personal information, and all my questions have been answered. I
understand that I may withdraw myself from the study at any time without giving any reason. I have
been told that I shall also be able to get further information in the future, and that my name and/or
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identity will not be used in making public of the findings of this study and/or in publishing them in
reports/journals. Based on the above, I voluntarily agree to enrol myself into this study.

If you agree to our proposal for enrolling yourself in our study, please put Y mark on appropriate box
(es) of the following and finally sign on the specified place for you.

Thank you for your cooperation.
I am giving my consent for interview to the investigator [ ] Yes [ ] No

I am giving consent to give my provided information to other [ ] Yes [ ] No
researchers on condition that my identifiable information

cannot be disclosed or shared with anybody.

Permission to store and use leftover specimen for future research

I am also giving permission to store and use leftover stool specimens with the understanding that the
samples will not bear my name or identity. L1

I am not giving permission to store and use my leftover stool specimens. 1

CONSENT FOR TAKING PHOTOGRAPH

I am giving consent to take my own photograph so that it could be used to publish in news
media/publication/icddr,b website for the purpose of this study: Yes [ ] No []
Participant’s age: >18 years

Name of participant:

Signature or left thumbprint of the participant Date:

Name of witness:

Signature of witness Date:

Name of the study personnel securing consent:

Signature of the study personnel securing consent Date:

Note- A signed and dated copy/photocopy of this document will be given to you.
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SCIFAR PN 8 Azithromycin prophylaxis in child contacts of cholera patients: a randomized

controlled trail.
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| Protocol No. 19080 | Version No. 5.0 | Version date: 12-10-2021 |

AIFAR PN 8 Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trail.
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| Protocol No. 19080 | Version No. 5.0 | Version date: 12-10-2021 |
SIFAR PN 8 Azithromycin prophylaxis in child contacts of cholera patients : a randomized
controlled trail.
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APPENDIX II A

Research Consent Form for Household contact Ages 1-10

icddr,b
68, Shaheed Tajuddin Ahmed Sarani, Mohakhali,
Dhaka, Bangladesh 1212 Participant Identification

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial. (PR#19080)

Principal Investigator: Dr. Fahima Chowdhury
Description of Participant: Children aged 1-10 years

Protocol Version: 5.0 Consent Form Revision Date: 12-10-2021

ABOUT THIS CONSENT FORM

This consent form gives you information about the research study. A member of the study team will
also discuss it with you. Once you understand the study, and if you agree to take part, we will ask you
to sign this consent form. We will offer you a copy to keep.

It is important that you understand the following:

v" Your participation in this study is completely voluntary.

v" You may refuse to take part in this study or leave it at any time.

v" Your decision to take part in or leave this study will not affect your future medical care or your ability to take
part in other studies.

SPONSOR
National Institutes of Health

NUMBER OF PARTICIPANTS TO BE ENROLLED
720 children will be enrolled in this study.

WHY IS THIS RESEARCH STUDY BEING DONE?
Cholera is a major health problem in Bangladesh and many other developing countries. The symptoms

of cholera infection include watery diarrhoea, caused when a germ called V. cholera infects the
intestine. A member of your household has cholera, and we know that people who live in the same
household can also easily get cholera from the infected patient. We have a medicine that is used for
the treatment of cholera, and we want to find out whether preventative, or pre-emptive, use of this
medicine can reduce or prevent cholera from infecting the other members of the household.

Why are you invited to participate in the study?
For this study we will enrol around 720 household contacts of cholera patients between 1 and 15 years

of age. We are inviting your family to participate in this study because there is a chance that your child
could get cholera as a member of same household as someone who is suffering from cholera. We would
like to understand if the antibiotic that treats cholera can also prevent the disease of your child as well.

Eligibility Criteria

You can participate in the study if you meet the following inclusion criteria:
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Inclusion criteria:
e Shared cooking facilities for the prior three days with a household member who tested positive
for cholera
e Agelto 15 years
e A parent or guardian available to provide informed consent
¢ Intention to remain enrolled in the study for 6 months

You cannot participate in the study if you meet any of the following exclusion criteria:

Exclusion criteria:
e Participation in any other drug, device, or vaccine trial at present or within the past 30 days
e Known or suspected hypersensitivity to azithromycin or other macrolide antibiotics

HOW LONG WILL I TAKE PART IN THIS RESEARCH STUDY?
If you choose to participate in this study, you will be involved for 6 months.

WHAT WILL HAPPEN IN THIS RESEARCH STUDY?
If you agree to let your child participate in this study, the following procedures will be carried out:

1. We will collect 2 rectal/stool swabs from your child within 12 hours of your household member
testing positive for cholera at the icddr,b. Our study team will come to your house to collect the

rectal/stool swabs or we will collect them at the icddr,b hospital if child is accompanying you. If

you agree to participate in this study, our research staff will visit your household 9 times. We
will ask a small number of questions related to demographic information and medical conditions,
as well as perform height and weights measurements of your child. Your household will
randomly be assigned to either receive a dose of azithromycin or placebo. Depending on which
group your household is in, your child will get either a single dose of placebo or azithromycin,
based on their weight (20 mg/kg azithromycin to maximum dose 1g).

2. For the first 7 days, we will come to your house to conduct a medical examination and ask some
questions related to your child’s health. We will also ask some question related to cardiovascular
event during this active home visit. It will take about 20-30 minutes. We will also collect 2 rectal
swabs, from his/her rectal area, collected with a soft, sterile cotton-tipped swab. Or, we will

collect 2 stool swabs, from his/her stool collected in stool pot. We will carry out one ECG if any

symptomatic cardiovascular event occurs within seven days after dosing.

One month after starting the study, and 6 months after starting the study, we will also visit you
to ask some questions and to collect 2 rectal/stool swabs. On 6 month visit we will again measure
his/her anthropometric measurement.

3. Rectal/stool swab will be collected for culture, metagenomics, antimicrobial resistance and faecal
marker for enteropathy. The analysis will be carried out at both icddr,b laboratory and in the
United States MGH laboratory where they will use it to examine the material collected on the
swab. From the swab, they will conduct tests to examine child’s genetic information and use it
to assess the body’s response to cholera.

WHAT ARE THE RISKS OF THE STUDY?
The risks of participating in this study are small. Your child may experience a very mild pressure

sensation, and minor discomfort, during rectal swab collection. After receiving the dose of

azithromycin, they may experience mild, short-term, stomach discomfort.

WHAT ARE THE BENEFITS OF THE STUDY?
Your participation in this study will help us to acquire knowledge which would help in knowing
when to give antibiotics to fight against cholera, especially in children. Your child may receive one
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dose of medicine which will protect against cholera (a form of severe diarrhoea) depending on the
randomization, and the immediate benefit of a full examination by a health professional.

WILL I BE PAID TO TAKE PART IN THIS RESEARCH STUDY?

Any cost that relates to your child’s participation in this research will be paid for by the study sponsor.
To compensate for the loss of working hours, 1500 taka will be provided to the each household for the
6 month period of the study.

WHAT WILL I HAVE TO PAY FOR IF I TAKE PART IN THIS RESEARCH STUDY?
There are no costs to participate in this study.

WHAT HAPPENS IF I AM INJURED AS A RESULT OF TAKING PART IN THIS
RESEARCH?

Immediate, necessary care will be given to the study participant is injured due to taking part in this
study. However, no financial compensation will be given.

WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?

If you have any question, you can ask me right now or at any time later on. If you want to know
anything about rights and benefits of your child for participation in this study you can ask Mr. M A
Salam Khan, IRB Coordinator. The addresses are as follows:

Purpose of contact Name and address Address for communication
Address:
Enteric and Respiratory Infections,
g(r).czlirllls(r)lz)rrg?rlll:tierdor Infectious Disease Division
. icddr,b, Mohakhali, Dhaka — 1212
. representative) Mobile No. 01673603228
For any question (to be open 7/24 hours)
related to the study, :
or any problem Addr;ss. . .
Enteric and Respiratory Infections,
Dr. Fahima Chowdhury Infectious Disease Division
(Principal Investigator) icddr,b Mohakhali, Dhaka — 1212
Mobile: 01730016458
(9:00 am to 5:00 pm)
) IRB Secretariat, Research
To know the rights Administration, icddr,b, Mohakhali,
or benefits or to log | M A Salam Khan (IRB Dhaka-1212
any complain or Coordinator) Phone: (+88-02) 9827084 or Mobile:
dissatisfaction 01711428989

FUTURE USE OF INFORMATION

We will store all left-over materials for 5 years. It is possible that these stored samples may be of use
in future studies of cholera, diarrheal diseases and factors that make people likely to get these types of
diseases. The samples will not have your child’s name on them, and any possible future research would
not identify you or your child in any way. We would like your permission to possibly use of these
unnamed samples in the future. If the unnamed samples are to be used in any future study, we would
first obtain permission from the Ethical Review Committee of the icddr,b.

PRIVACY, ANONYMITY AND CONFIDENTIALITY
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Your child’s personal and medical information including the laboratory test results will remain
confidential and will be stored in a file cabinet under lock and key, under the responsibility of the
principal investigator. Some of the tests will be performed at the Centre, and some at Massachusetts
General Hospital of Harvard Medical School, Boston, USA. After completing this study, records will
be locked, and no one except study staff, members of the Ethical Review Committee of the Centre will
have access to the records. We will be happy to provide you the results of the tests when they become
available.

A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required by
U.S. Law. This Web site will not include information that can identify you. At most, the Web site
will include a summary of the results. You can search this Web site at any time.

RIGHT NOT TO PARTICIPATE AND WITHDRAW

The investigators of the research study will explain the purpose, procedures, risks and benefits
associated with the child participating in this study, the rights of research participants, and the
confidential handling of the information and records including personal information. Your child’s
name and/or identity will not be used in publishing the results of this study. You may withdraw at any
time without any reason, and such withdrawal will not change the care and treatment at this hospital
or clinic.

INFORMED CONSENT AND AUTHORIZATION

Statement of Study Doctor or Person Obtaining Consent
e [ have explained the research to the study participant.
e [ have answered all questions about this research study to the best of my ability

Name of the study physician/ person obtaining consent

Signature of the Study Physician or Person Obtaining Consent Date
Statement of Person Giving Information Consent and Authorization

e [ have read this consent form.

e This research study has been explained to me, including risks and possible benefits ( if any),
other possible treatments or procedures, and other important things about the study.

e [ have had the opportunity to ask questions.

e [ understand the information given to me.

Signature of Parent(s)/Guardian for Child:
I give my consent for my child to take part in this research study and agree to allow his/her health

information to be used and shared as described above.

Name of participant:

Name of Father/Mother/guardian of participant:

Signature of the Father/Mother)/Guardian Date

Name of the witness

Signature of the witness Date
Note: A signed and dated copy/photocopy of this document will be given to you.
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APPENDIX II B

Research Consent Form for Household contact Ages 11-15
icddr,b

68, Shaheed Tajuddin Ahmed Sarani, Mohakhali,

Dhaka, Bangladesh 1212

Participant Identification

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial. . (PR#19080)

Principal Investigator: Dr. Fahima Chowdhury
Description of Participant: Children aged 11-15 years

Protocol Version: 5.0 Consent Form Revision Date: 12-10-2021

ABOUT THIS CONSENT FORM

This consent form gives you information about the research study. A member of the study team will
also discuss it with you. Once you understand the study, and if you agree to take part, we will ask you
to sign this consent form. We will offer you a copy to keep.

It is important that you understand the following:

v" Your participation in this study is completely voluntary.

v" You may refuse to take part in this study or leave it at any time.

v" Your decision to take part in or leave this study will not affect your future medical care or your ability to take
part in other studies.

SPONSOR
National Institutes of Health

NUMBER OF PARTICIPANTS TO BE ENROLLED
720 children will be enrolled in this study.

WHY IS THIS RESEARCH STUDY BEING DONE?
Cholera is a major health problem in Bangladesh and many other developing countries. The symptoms

of cholera infection include watery diarrhoea, caused when a germ called V. cholera infects the
intestine. A member of your household has cholera, and we know that people who live in the same
household can also easily get cholera from the infected patient. We have a medicine that is used for
the treatment of cholera, and we want to find out whether preventative, or pre-emptive, use of this
medicine can reduce or prevent cholera from infecting the other members of the household.

Why are you invited to participate in the study?
For this study we will enroll around 720 household contacts of cholera patients between 1 and 15 years

of age. We are inviting your family to participate in this study because there is a chance that your child
could get cholera as a member of same household as someone who is suffering from cholera. We would
like to understand if the antibiotic that treats cholera can also prevent the disease of your child as well.

Eligibility Criteria

You can participate in the study if you meet the following inclusion criteria:
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Inclusion criteria:
e Shared cooking facilities for the prior three days with a household member who tested positive
for cholera
e Agelto 15 years
e A parent or guardian available to provide informed consent
¢ Intention to remain enrolled in the study for 6 months

You cannot participate in the study if you meet any of the following exclusion criteria:

Exclusion criteria:
e Participation in any other drug, device, or vaccine trial at present or within the past 30 days
e Known or suspected hypersensitivity to azithromycin or other macrolide antibiotics

HOW LONG WILL I TAKE PART IN THIS RESEARCH STUDY?
If you choose to participate in this study, you will be involved for 6 months.

WHAT WILL HAPPEN IN THIS RESEARCH STUDY?
If you agree to let your child participate in this study, the following procedures will be carried out:

1. We will collect 2 rectal/stool swabs from your child within 12 hours of your household member
testing positive for cholera at the icddr,b. Our study team will come to your house to collect the
rectal/stool swabs or we will collect them at the icddr,b hospital if child is accompanying you.
If you agree to participate in this study, our research staff will visit your household 9 times. We
will ask a small number of questions related to demographic information and medical
conditions, as well as perform height and weights measurements of your child. Your household
will randomly be assigned to either receive a dose of azithromycin or placebo. Depending on
which group your household is in, your child will get either placebo or azithromycin, based on
their weight (20 mg/kg azithromycin to maximum dose 1g).

2. For the first 7 days, we will come to your house to conduct a medical examination and ask some
questions related to your child’s health. We will also ask some question related to cardiovascular
event during this active home visit. It will take about 20-30 minutes. We will also collect 2 rectal
swabs, from his/her rectal area, collected with a soft, sterile cotton-tipped swab. Or, we will
collect 2 stool swabs, from his/her stool collected in stool pot. We will carry out one ECG if any
symptomatic cardiovascular event occurs within seven days after dosing.

One month after starting the study, and 6 months after starting the study, we will also visit you
to ask some questions and to collect 2 recta/stool swabs. On 6 month visit we will again measure
his/her anthropometric measurement.

3. Rectal/stool swab will be collected for culture, metagenomics, antimicrobial resistance and faecal
marker for enteropathy. The analysis will be carried out at both icddr,b laboratory and in the
United States MGH laboratory where they will use it to examine the material collected on the
swab. From the swab, they will conduct tests to examine child’s genetic information and use it
to assess the body’s response to cholera.

WHAT ARE THE RISKS OF THE STUDY?
The risks of participating in this study are small. Your child may experience a very mild pressure

sensation, and minor discomfort, during rectal swab collection. After receiving the dose of

azithromycin, they may experience mild, short-term, stomach discomfort.
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WHAT ARE THE BENEFITS OF THE STUDY?

Your participation in this study will help us to acquire knowledge which would help in knowing
when to give antibiotics to fight against cholera, especially in children. Your child may receive one
dose of medicine which will protect against cholera (a form of severe diarrhoea) depending on the
randomization, and the immediate benefit of a full examination by a health professional.

WILL I BE PAID TO TAKE PART IN THIS RESEARCH STUDY?

Any cost that relates to your child’s participation in this research will be paid for by the study sponsor.
To compensate for the loss of working hours, 1500 taka will be provided to the each household for the
6 month period of the study.

WHAT WILL I HAVE TO PAY FORIF I TAKE PART IN THIS RESEARCH STUDY?
There are no costs to participate in this study.

WHAT HAPPENS IF I AM INJURED AS A RESULT OF TAKING PART IN THIS
RESEARCH?

Immediate, necessary care will be given to the study participant is injured due to taking part in this
study. However, no financial compensation will be given.

WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?

If you have any question, you can ask me right now or at any time later on. If you want to know
anything about rights and benefits of your child for participation in this study you can ask Mr. M A
Salam Khan, IRB Coordinator. The addresses are as follows:

Purpose of contact Name and address Address for communication
Address:
Enteric and Respiratory Infections,
Dr. Imam Tauheed Infectious Disease Division

(local coordinator or representative) | icddr,b, Mohakhali, Dhaka — 1212

. Mobile No. 01673603228
For any question

related to the study, (to be open 7/24 hours)
or any problem Addr§ss: . .
Enteric and Respiratory Infections,
Dr. Fahima Chowdhury Infectious Disease Division
(Principal Investigator) icddr,b Mohakhali, Dhaka — 1212

Mobile: 01730016458
(9:00 am to 5:00 pm)

IRB Secretariat, Research
Administration, icddr,b, Mohakhali,
M A Salam Khan (IRB Coordinator) | Dhaka-1212

Phone: (+88-02) 9827084 or Mobile:
01711428989

To know the rights
or benefits or to log
any complain or
dissatisfaction

FUTURE USE OF INFORMATION

We will store all left-over materials for 5 years. It is possible that these stored samples may be of use
in future studies of cholera, diarrheal diseases and factors that make people likely to get these types of
diseases. The samples will not have your child’s name on them, and any possible future research would
not identify you or your child in any way. We would like your permission to possibly use of these
unnamed samples in the future. If the unnamed samples are to be used in any future study, we would
first obtain permission from the Ethical Review Committee of the icddr,b.
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PRIVACY, ANONYMITY AND CONFIDENTIALITY

Your child’s personal and medical information including the laboratory test results will remain
confidential and will be stored in a file cabinet under lock and key, under the responsibility of the
principal investigator. Some of the tests will be performed at the Centre, and some at Massachusetts
General Hospital of Harvard Medical School, Boston, USA. After completing this study, records will
be locked, and no one except study staff, members of the Ethical Review Committee of the Centre will
have access to the records. We will be happy to provide you the results of the tests when they become
available.

A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required by
U.S. Law. This Web site will not include information that can identify you. At most, the Web site
will include a summary of the results. You can search this Web site at any time.

RIGHT NOT TO PARTICIPATE AND WITHDRAW

The investigators of the research study will explain the purpose, procedures, risks and benefits
associated with the child participating in this study, the rights of research participants, and the
confidential handling of the information and records including personal information. Your child’s
name and/or identity will not be used in publishing the results of this study. You may withdraw at any
time without any reason, and such withdrawal will not change the care and treatment at this hospital
or clinic.
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INFORMED CONSENT AND AUTHORIZATION
Statement of Study Doctor or Person Obtaining Consent

e [ have explained the research to the studyparticipant.
e [ have answered all questions about this research study to the best of my ability

Name of the study physician/ person obtaining consent

Signature of the Study Physician or Person Obtaining Consent Date
Statement of Person Giving Information Consent and Authorization
e [ have read this consent form.
e This research study has been explained to me, including risks and possible benefits ( if any),
other possible treatments or procedures, and other important things about the study.

e [ have had the opportunity to ask questions.
e [ understand the information given to me.

Signature of Parent(s)/Guardian for Child:

I give my consent for my child to take part in this research study and agree to allow his/her health
information to be used and shared as described above.

Name of Father/Mother/guardian of participant:

Signature of the Father /Mother/Guardian Date
Assent
Statement of Person Giving Assent
e This research study has been explained to me, including risks and possible benefits (if any),
other possible treatments or procedures, and other important things about the study.
e [ have had the opportunity to ask questions, and my questions have been answered.
Signature of Child:
I agree to take part in this research study and agree to allow my health information to be use and shared

as described above.

Name of participant:

Child, Ages 11-15 Date

Name of the witness

Signature of the witness Date
Note: A signed and dated copy/photocopy of this document will be given to you.
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APPENDIX IT A

Research Consent Form for Household contact Ages 1-10
icddr,b

68, Shaheed Tajuddin Ahmed Sarani, Mohakhali,

Dhaka, Bangladesh 1212

Participant Identification

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial. (PR#19080)

Principal Investigator: Dr. Fahima Chowdhury
Description of Participant: Children aged 1-10 years

Protocol Version: 5.0 Consent Form Revision Date: 12-10-2021
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APPENDIX II B

Research Consent Form for Household contact Ages 11-15
icddr,b

68, Shaheed Tajuddin Ahmed Sarani, Mohakhali,

Dhaka, Bangladesh 1212

Participant Identification

Protocol Title: Azithromycin prophylaxis in child contacts of cholera patients: a randomized
controlled trial. (PR#19080)

Principal Investigator: Dr. Fahima Chowdhury
Description of Participant: Children aged 11-15 years

Protocol Version: 5.0 Consent Form Revision Date: 12-10-2021
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Check-list
Check-list for Submission of Research Protocol
For Consideration of the Research Review Committee (RRC)
[Please check all appropriate boxes|

1. Has the proposal been reviewed, discussed and cleared by all listed investigators?

B4 Yes 0 Neo

If the response is No, please clarify the reasons:

2. Has the proposal been peer-reviewed externally?

X Yes [J No [J External Review Exempted

If the response is ‘No" or “External Review Exempted”, please explain the reasons:

If the response is “Yes”, please indicate if all of their comments have been addressed?
B Yes (please attach)

[J No (please indicate reason(s)):

3. Has the budget been reviewed and approved by icddr,b’s Finance?
X Yes ] No (reason):

4. Has the Ethics Certificate(s) been attached with the Protocol?

™ Yes [] No

If the answer is ‘No’, please explain the reasons:

210719019

Date

Signature of the
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