MALABAR CANCER CENTRE

(An Autonomous Centre under Government of Kerala)

INSTITUTIONAL REVIEW BOARD

Standard Operating Procedures
(SOPs)

Edited by Directed by
Subhradev Sen Dr. Satheesan B

OFFICE OF IRB
Division of Clinical Research & Biostatistics
Malabar Cancer Centre
(An autonomous Institute under the Government of Kerala)
Thalassery, Kannur, Kerala, PIN-670 103, India
Phone: 0490 2355881, 2355981,2357881,2357981 Fax: 0490 2355880
Website:www.mcc.kerala.gov.in




Standard Operating Procedur e (SOPs)

I nstitutional Review Board (IRB) - Malabar Cancer Centre (MCC)

SOP Codes SOPOV/VERL1, SOP02/VER1, SOPO3/VER],
SOP04/VER1, SOP05/VER1, SOPO6/VERL,
SOP07/VER1, SOP08/VER1, SOPO9/VERL,
SOP10/VER1, SOP11/VER1, SOP12/VER],
SOP13/VER1, SOP14/VER1, SOP15/VER1

Effective from: September 2013
Copyright@ Office of IRB, Malabar Cancer Centre, Thalassery 670 103, India
Published by Malabar Cancer Centre, Thalassery on April 2015

Edited by

Subhradev Sen
Lecturer in Biostatistics, Malabar Cancer Centre

Approved by
(Name and Position in IEC-MCC)

avindran (Chairperson)

W
Dr. Sat AJB(M:mber Secretary)

Accepted b

Dr. Satheesan B
Director, Malabar Cancer Centre




FOREWORD Dr. Satheesan B M.B.B.S, MS, M.Ch, DNB

8he Malabar Cancer Centre at Thalassery (MCC) fosters a research

environment that promotes respect for the rights and welfare of

individuals recruited for, or participating in, research conducted by or

under the auspices of the centre.
In the review and conduct of research, actions by MCC will be guided by the principles (respect
for persons, beneficence, and justice) set forth in the ethical principles and guidelines for the
protection of human participants of research and will be performed in accordance with the
ICMR revised guidelines on “Ethical Guidelines for Biomedical Research on Human Participants
(2006)” and ICH-GCP regulations. The actions of MCC will also conform to all other applicable
federal, state, and local laws and regulations.
The Centre maintains an Institutional Review Board (IRB) with its delegate sub-committees to
review research protocols involving human participants and to evaluate both risk and the
protection against risk for participants. It is the function of the IRB to
v' Determine and certify that all projects reviewed by the IRB conform to the policies and
procedures in this document and the regulations and policies set forth under the
Common Rule regarding the health, welfare, safety, rights, and privileges of human
participant
v Assist investigators in complying with national and international regulations
v' Ensure that research meets the centre’s ethical standard of “Research & Academic
freedom” which the institute is committed to.
This compiled version of Standard Operating Procedures (SOPs), through which the IRB
functions, are developed for last two years and simultaneously made into action. | am happy
that the first version of the SOPs is finally into a shape of a single book for publication.
| congratulate the Office of IRB, Division of Clinical Research & Biostatistics, for bringing out the

first version.

/'!'

March’2015 DIRECTOR
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CHAPTER 1

Preparing Standard Operating Procedures (SOPs)

1.1 PURPOSE

This SOP defines the process for writing, reviewidigtributing, and amending SOPs
within the Institutional Review Board (IRB), Malab@ancer Centre (MCC).

The SOPs will provide clear, unambiguous instrutdito conduct activities of the IRB in
accordance with the ICMR guidelines 2006, Scheddle(Drugs and Cosmetic Act
1940: Amendment 20th Jan 2005), WHO Operating Giuniele for Ethical Review
Committee that Review Biomedical Research, and (Giernational Conference on
Harmonization) - Good Clinical Practice (GCP)

1.2 SCOPES

This SOP covers the procedures of writing, revigwdistributing, and amending SOPs
within the Institutional Review Board (IRB) of Mddar Cancer Centre (MCC).

1.3 RESPONSIBILITIES

It is the responsibility of Member Secretary of thetitutional Ethics Committee (IEC)

of MCC along with the consent of the Director, MCIG, appoint the SOP Team to
formulate the SOPs. SOP team will prepare the dfafie SOPs. The draft SOPs will be
reviewed and approved by the IRB members. SOP wdre responsible to amend the
SOPs as and when required.

SOPs will be reviewed by the members of IRB ,members of Committees constituting
IRB in MCC. The Chairperson of IEC, MCC will givanél approval of the SOPs.
The SOPs will then be signed by Director.

» SOP team will consist of Member Secretary of IRE>I&d one or two Scientific
Review Committee members and/or Academic StaffsIGfC. No other person,
without the written consent from authorized memieIRB, is entitled to make
any changes in SOPs. The Office of IRB/ Membertherconcerned SOP team




will not be responsible for any natural/ill-inteorial torturing in SOPsThe SOP
team will-

Assess the request(s) for SOP revision in conguftatith the Member-Secretary
of IEC and Chairperson, IEC

Propose a new, or modification in existing SOPeexedled

Draft the SOP after formatting and suitable coding

Review the draft SOP

Submit the draft for approval to Chairperson (Edhicommittee)

VVVY 'V

1.4 DETAILED INSTRUCTIONS
1.4.1 Identify the need for new or amendment to th&OP

Any member of the IRB or member of Office of IRB Academic Council Member or
Investigators/ Researchers, can make a requesév®ion or notices an inconsistency/
discrepancy / has any suggestions on how to imptiegeexisting SOPs or requests to
design an entirely new SOP. The request can pth foy using the Request Form for
Formulation of new SOP/ Revision of an SOP FoANX5-VER1/SOP01/VERI)his
Formulation of new SOP/ Revision of an SOP FoiNX5-VER1/SOP01/VER13
submitted to the Chairperson, IEC. The Member-Sagreof IEC will inform all IRB
(both SRC & IEC) members about this request ingalex full meeting.

If IRB members agree to the request, the Chairpérstember Secretary of IEC will
appoint an appropriate SOP team comprising of MerBleeretary and suitable members
of both committees and/or Academic staffs of MC@isTdesignated team will proceed
with the task of revision / formulation procesdlué SOP.

If IRB members do not agree to the request, ndvéuraction will be taken

The Member-Secretary of IEC must inform the persd&®®B member who made the
request for modification of the SOP in writing abthe decision.

1.4.2 Appoint of SOP Team

The Chairperson/Member Secretary will constitute $@P team consisting of the
Member-Secretary and two or more members from SRCE& who have a clear
understanding of the scientific and ethical revigwcess & qualities. The SOP writing
team will carry out the subsequent steps (1.4134@®)

1.4.3 List of relevant SOPs
> All the procedures of the IRB must be written dosystematically and step by

step
» Organize, devise and hame each process



» Make a list of SOPs with coding format (eAdNX1-VER1/SOP01/VER1)
1.4.4 Format and Layout designing

Each SOP must be given a number and a title thaklisexplanatory and is easily
understood.

A unique code number with the form@OP xx / VER ywill be assigned to each SOP
‘xx’ is a two-digit number assigned to a specifos “VER' refers to version of the SOP
and “y” is a number identifying the version e.g. BQ/VER1 is SOP number 01 with
VER = Version Number 1

Each Annexure (ANX) is unique code with formNXn—VERpP/SOP xx/VERYy. e.g.
ANX1-

VER1/SOPO01/VERIndicates ANX is Annexure, 1 is Annexure numbelERL is
version 1, belonging to the SOP 01/VER1

Each Appendix will be given unique code with thernfat APNn/VERy e.g.
APN1/VERL1 indicates APN is Appendix, 1 is Appendix1, VERL1 is Version no.1.

Each SOP will be prepared according to the temitait&tandard Operating Procedures
(ANX2 — VER1SOPO1/VER1)Each page of the SOP will bear a header with the
effective date which is the date of approval of 8@Ps by the Chairperson, IEC and the
Director, MCC.

The SOP number will be on the left hand cornemefhieader. The title of the SOP will
be on the left hand corner of the footer. The pagaber will be listed as Page—of—
Total pages on the right hand corner of the footer.

The first two pages of each SOP document will bgnesi and dated by the
authors/editors/ SOP team members, the IRB membleoshave reviewed the SOPSs,
IRB-IEC Chairperson and Director, MCC.

1.4.5 Preparation and submission of final draft

All the members of SRC & IEC will review the draftevised SOP

During respective IRB meetings, members can ptih filveir suggestions /
comments on the draft / revised SOP

The suggestions agreed upon unanimously by alliieBibers will be
incorporated and the final draft SOP will be forated

The SOP team would stand automatically dissolvex dine IRB takes final
decision regarding the SOP.

YV WV VYV

1.4.6 Final Approval of New/Revised SOP

The final version will be presented to the Chaispe;, IEC, MCC for review and
approval. The Chairperson will sign. This approdedument will then be submitted to



the Director, MCC for acceptance. This date of apak will be declared as the effective
datefor implementing the SOPs.

1.4.7

>

>

Implementation, distribution and filing of SOPs
Approved SOPs will be implemented from the Effegtivate.

Approved SOPs will be distributed to IRB membergaHl of the Departments,
Medical Librarian, Administrative authorities andRB staff and members
according to the distribution lisANX4 —VER1/SOP 01/VER1)

When revised version is distributed, the old versigll no longer be effective. A
copy of the old version will be archived in a madile.

One complete original set of current SOPs will lehived in the SOP master file,
by the IRB Secretariat/Office of IRB and maintained/alabar Cancer Centre.

Soft Copy (Scanned & pdf) of the existing SOPs Makile will be maintained in
the individual offices of Division of Clinical Reaech & Biostatistics, Division of
Cancer Registry, Office of the System Manager, deffof the Director and
Medical Records division for sudden back up.

Photocopies made from the paper versions of the \BBe considered official
only if stamped and signed by Member Secretary uthaized individual. A
distribution log should be maintaindNX6 —VER1/SOP 01/VER1)

1.4.8 Manage and Archive old SOPs

All the old SOPs should be retained and clearlykedr'SUPERSEDED and archived
in a file by the Office of IRB. The process of awtibn of previous SOPs of the IRB will
be documented in a defined formANX3 —VER1/SOP0O1/VER1

** A pdf version of the approved SOPs must be puth® Institution’s Website & the
System Manager & other staffs of Health IT divisipMCC, must be aware of and with
any amendment done in SOPs.

References

1. Schedule Y (Drugs and Cosmetic Act 1940; amendr@etit January 2005) Retrieved from
http://www.cdsco.nic.in‘html/Schedule-Y 20 (Ameri®dersion- 2005)
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GLOSSARY

Effective date The date of approval of the SOPs signed and dawedthe
Chairperson, IRB, MCC and by Director, MCC, and saduently the SOP is
implemented from that date

Master SOP files An official collection of the Standard OperatiiRyocedures
(SOPs) of IRB, MCC accessible to all staffs, IRBmmbers, auditors and government
inspectors as a paper copy with approval signatures

Previous SOPs of the IRBA collection of previous official versions of &8s and
relevant information regarding changes and all laraped deviations

Requestors Investigators, Sponsors, Contract Research Ordémsa Regulatory
authorities, Hospital administrators, and such igthe

Revision date Date/Year by which the SOP may be revised or vestie

Recipients Stakeholders who would receive a copy of SOP, wm categories
IRB Members i.e. SRC Members & IEC Members 2) NBB-Imembers i.e.
investigators/sponsors/Institutes or Research Qzgaons undersigned MoU
with MCC/ Academic departments of MCC/ AdministvatiOfficers, MCC/
Accounts Officer, Heads of Departments/Divisiondvl€C/ Librarian, MCC
and other concerns as per MCC administrative d®tisi
SRC membersindividuals serving as regular members of thee®idfic Review
Committee of IRB, MCC. The Committee has been ctutetl in accordance with
the requirements set forth in ICMR guidelines.
IEC members Individuals serving as regular members of thditinmsonal Ethics
Committee of IRB, MCC. The Committee has been ctutetl in accordance with
the requirements set forth in schedule Y (20th danR005)
SOP (Standard Operating ProcedUreDetailed, written instructions, in a certain
format, describing activities and actions undentakg the IRB to achieve uniformity
of the performance of a specific function. The aoh the SOPs and their
accompanying checklists and forms is to simplify thnctioning, whilst maintaining
high standards of Good Clinical Practice.
SOP Team A team of members selected from the IRB, MCCudaig the Member
Secretary, In Charge of Clinical Research & Biostas division and any other
member of IRB —SRC and/or Academic staff of MCC atéqpents, as identified by
the Chairperson/ Member-Secretary of IRB-IEC, MQ@@o oversee the creation,
preparation, review and periodic revision of th8IR



ANX1-VER1/SOPO0O1/VER1

List of SOPs of Institutional Review BoardIRB), Malabar Cancer Centre (MCC)

S SOP Title SOP Code
No.
1 Preparing Standard Operating Procedures SOPOL/VER1
(SOPs)
2 | Constitution of Institutional Review Board SOPRR1
3 | Management of Research Study Submissign SOPO3IVER
Preparation of Agenda, Procedures for
4 conducting Meetings, Minutes recording SOPO4/VER1
5 | Continuous Protocol Review SOPO05/VERL1

6 Re\_/lew of Protocol _DeV|at|on/ Violation/ SOPO06/VER1
Waiver/ Non-compliance

Review of Reports on Serious Adverse Eve

7 (SAES) SOPO07/VER1
Maintenance cActive project Files

8 | Disposal/Archival of Closed project, SOPOS8/VERL1
Documents Retrieval

9 | Documentation of IRB Activities SOP09/VER1

10 | Study Completion Report Review SOP10/VER1
Management of premature Termination/

11 Discontinuation/ Suspension of the Studies SOPLI/VERL

12 Review of request for waiver of Writte SOP12/VER1

Informed Consent

13 | Site Monitoring SOP13/VERL1

Dealing with patient/ study participan’
14 Requests or Complaints SOP14/VER1

Protection of Vulnerable Population in

Clinical Research SOP15/VER1

15
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CHAPTER 2

Constitution of Institutional Review Board

INTRODUCTION

Malabar Cancer Centre (MCC), an autonomous ingiitutinder Health and Family
Welfare Department of Government of Kerala, thrif@sexcellence in the field of early
detection, diagnosis and treatment of cancer. mbgtdition is been developed as a State
of Art cancer centre with equal thrust on Clini€dre, Education and ResearthCC
has a clear vision to establish & evolve itselfaaub for Core Research on Oncology
through investigator-initiated trials, interventisgtudies, and development of newer
technologies, experimental medications, therapgugimcesses and scientific techniques
to fight against the deadly disease, Cancer.

The Institution feels to continue oncology baseskaech by developing itself on qualities
of being extremely thorough, exhaustive and aceurahis gave rise to the need for
impeccable and efficient management of its reseacthities and clinical trials to ensure
the protection of human rights as mandated by mmthav (Schedule Y), and to satisfy
public scrutiny.

Keeping the above in view, the Institutional Ethi€emmittee (IEC) of MCC was
formally established in August 2013 as per the Amne VIII of Schedule Y. All
research proposals are subjected to ethical rewgwnstitutional Ethics Committee
(IEC), after scientific evaluation and approval the Scientific Review Committee
(SRC). The Scientific Review Committee (SRC)and the Institutional Ethics
Committee (IEC), together, constitutetthe | nstitutional Review Board (IRB) in MCC.

Timely review and systematic maintenance of ethstahdards formed the basis of the
IRB review process in MCC. These are essentiatliaical research including Doctoral

research, collaborating academic research with Mwidersigned, student research,
investigator initiated research, extramural, inaah funded research, multi-centric
multinational research and CRO/SMO based clinicallst

In view of the emerging demands for clinical resbain the institution, the Director,
MCC, constituted IRB to function with the specifipdrposes and SOPs, to expedite the



review process. Allresearch proposals are scientifically evaluated approved by
Scientific Review Committee, before ethical revievibeen taken up.

However, as per the decision of the Director, M@C order to manage the review
process more efficiently, the MCC Scientific Revi@ommittee and the Institutional
Ethics Committee are been merged to form the utsiital Review Board (IRB).
Therefore, in MCC, IRB works in review process fesearch study proposals with two
mutually exclusive wings, viz., SRC & IEC.

Each IRB reviews both, the scientific and ethicgexts, if any, of the study

A Board, named Data Safety & Monitoring Board (DSIMB also been formed to assist
IRB for monitoring patient safety and assessin@ ahiring the course of the study in a
manner that contributes to the scientific and ethittegrity of the study

The Institutional Review Boards (IRB) is constiaitby the Director, Malabar Cancer
Centre (MCC) under authority vested by the Exeeu@ouncil and the Governing body
of the centre.

2.1 PURPOSE

The IRB in MCC was established to give legal statrsl specify Institution’s
commitment to the development and promotion of higfality scientific and ethical
standards in Research, Education and Patient S&f€pre.

2.2 MANDATE

The Institutional Review Board (IRB) through itslelgated sub-committee(s) functions
independently for maintaining a systematic, rekadohd consistent scientific as well as in
an ethical framework for patient care and reseamnd for communicating and
integrating ethical values into organizational\atigs and practice.

I.  The purpose of the IRB is to cultivate comprehemsand well-formalized
exchange of scientific and ethical values and cors;eand to analyze them while
looking for possibilities and scopes to enrich Hugentific and ethical integrity
and honesty of the Institution.

II.  The mandate of the IRB essentially is to promotdept care and services
through a scientific and ethical approach to redeand education. The Terms of
Reference for the IRB, MCC are as follows:

1) To ensure the highest scientific and ethical stedwlaf research at MCC

2) Review, approve and manage proposals for clinicakic or translational
research projects (Intramural and Extramural) édergific and ethical content

3) To function as a Medium to advise the administraiio case of any ethical
issues that may arise from patients or from famiiefrom public

4) To create and sustain in leadership as a Natigiaald&rd of reference in the
field of oncology Treatments, Care, Research & &sibnal Education.



5) To issue and periodically, update and revise S@R$ guidelines for
effective functioning of IRB as and when necessary

6) Continuing education in clinical research bioethasd ethical aspects of
clinical practice by National/ International Semwma/ Conferences,
Workshops and interactive discussions for all catieg of staff members
including Nursing and Paramedical staffs.

7) To initiate research studies on ethical aspecgsagdtice in MCC

The committees under | RB do not address or interfere in matters of administration,
nor function asa grievance cell for staff members of MCC.

2.3 SCOPE

This SOP applies to the formation of the IRB at ab@r Cancer Centre, Thalassery.

2.4 RESPONSIBILITY

The IRB has the responsibility, within the Institut, for the following objectives:

>
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To ensure the competent review and evaluationl scantific and ethical aspects
of research projects received, compliance withajperopriate laws, and welfare
of subjects.

Consultations for clinical science and ethics

Education of professional, administrative, and supgtaff about ethical issues.
Creation, development, revision and implementatbrguidelines for the IRB
(SOPs).

Initiate research studies in ethics.

Continuing education and training programs to emghiat IRB members are
regularly acquiring knowledge & well updated quahbtion to perform their
specific duties.

2.5 SCIENTIFIC AND ETHICAL BASIS

The committee consists of members who collectivelye the qualifications and
experience to review and evaluate the scientifiedical and ethical aspects of a
proposed research project.

The IRB recognizes that the protocols approved atsy be approved by national
and/ or local ethics committees and concerned adguyl bodies prior to their
implementation in specific localities.

In evaluating protocols and ethical issues, the IRBware of the diversity of
laws, cultures and practices governing researchnagdical practices in various
countries around the world



The IRB also seeks to be informed, as approprigteational / other local ethics
committees and researchers of the impact of thearek it has approved.

The IRB establishes its own Standard Operatingd&haes mainly based on the
ICMR guidelines (2006), Schedule Y (Drugs and Cdsree Act 1940.,
amendment 20 Jan 2005), Operational Guidelines for Ethics Cdttes that
Review Biomedical Research (WHO 2000), and ICH-GC#96 and the local
regulations, CFR 45 (US FDA)

IRB seeks to fulfill the requirements for intermatal assurances and is
established and functions in accordance with thiema law and regulations

2.6 COMPOSITION OF IRB

Institutional Ethics Committee (IEC)

IRB will be multidisciplinary and multi-sectoriaini composition. IRB-IEC is

composed of a minimum afeven and maximum offifteen members. The

members are selected to have an equitable repatisenbf all specialties in

Malabar Cancer Centre. It includes scientific anoh-scientific members,

clinicians and non - clinicians, a clinical pharmiagist, members of the

community, a lawyer-expert in ethics, a social veor layperson / patient
representative to represent different points ofwie

The committee will comprise of a Chairperson, Cai@berson, a Member

Secretary, and 4-12 other active members who reptes appropriate balance of
professional, ethical, legal, cultural, educatigaald community interests

The committee should have adequate representatiagey gender, community,
etc. to safeguard the interests and welfare ofsaditions of the community
/society. Members are expected to be aware of,Iscalal and cultural norms, as
this is the most important social control mechanism

The members should have various backgrounds to gieorcomplete and

adequate review of research activities commonlyguooted by MCC.

Composition of IEC

The composition should be as follows:-

. Chairperson (not — affiliated to MCC)

. Member Secretary (MCC Staff member)

. 1-2 clinicians (not affiliated to MCC)

. 4-8 clinicians (can be MCC staff members)

. Basic medical scientist

. Clinical Pharmacologist

. One legal expert or retired judge or medicodegaert

. One social scientist / representative of Nonegomental Voluntary Agency/
Philosopher/ Ethicist / Theologian

. One lay person from the community

O~NO U~ WN P
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2.6.1 SCIENTIFIC REVIEW COMMITTEE (SRC), MCC

2.6.1 (a) Constitution:

The Scientific works under the Institutional Revi&ward, MCC and it is an
independent sub-committee to review research prqgpegposals in scientific

point of view. The committee is formed by the Dim¢ MCC, after a

consultation with Chairperson, IRB-IEC and Acader@iouncil of MCC. SRC

reviews the scientific & technical aspects of thedg proposals. It works as a
first phase screening committee of IRB, MCC.

SRC will have the authority to approve a study psab if the majority of

members are agreed in a SRC meeting and recomrhendtudy proposal to
Institutional Ethics Committee (IEC) for reviewimghical issues, if any. 8 to 15
qualified persons constitute the SRC, MCC. Therennhembers are directly
appointed by Director, MCC with composition as daiks:

2.6.1 (b) Composition of Scientific Review Commite (SRC), IRB, MCC

A\

>
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Chairperson: Director of MCC

Vice-Chairperson : One Senior Professor (preferibiy MCC)

Members: Faculty members with or above the rankinfyssociate Professor in
academic divisions, MCC

2 Biostatistics Faculty Members from MCC to ses $tatistical bases for the study
proposals

1 or 2 External Experts in selected cases

1 or 2 Selected faculty members of high acadenpiategion or rare specialization

SRC meets on every®Saturday of a month or off'®aturday, if the ¥ Saturday
falls on a holiday and as and when required.

2.6.2 MEMBERSHIP OF IRB, MCC

The Director, MCC appoints the Chairperson, IRB-IHGe Director, MCC, will appoint

all members of the IRB-IEC, after having a discassn the Academic Council and/or in
the Executive Council, in cases. The Director of G1@imself/herself will hold the

position of Member Secretary for IRB-IEC.

/7
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Criteria for selection of members

Members are selected on their personal capaciigesed on their interest, ethical
and/or scientific knowledge and expertise, expegem the domain field and
profile.



Conflict of interest will be avoided while makingp@ointments, but where
unavoidable, there will be transparency with regarsuch interests.

New members will be identified according to the uiegment i.e. as per the
composition specified in Section 2.6. of this SORI grovided the potential
member fulfils the conditions of appointment asikd in 2.6.3 of this SOP.

2.6.3 Terms of Appointment

2.6.3. (A) Duration

The members of the IRB, MCC will be appointed fodaration of 3 years
(especially for IEC)

The appointment procedure for membership will de¥eed so that it allows for
continuity, development and maintenance of expenighin the review board,
and the regular input of innovative ideas and dyinapproaches.

The members can be continued and there will benmit dn the number of times
the membership is extended. Extension of membergililipbe based on the
recommendation of the Chairperson and Member Sagref the IEC.

In case of the resignation/discontinuation of a MemSecretary, Chairperson or
member, a replacement may be newly appointed bpiteetor, MCC before the
completion of the tenure of the existing appointednmittee. This appointment
will be effective for the remaining tenure of theisting committee. In case the
Director, MCC resigns from the post of Member-Seme IEC, the Vice -
Chairperson of SRC will automatically be the MemBecretary of IEC. In case
of unwillingness of Vice -Chairperson of SRC in beting Member-Secretary of
IEC, the IRB constitution has to be fully modifi&dthe matter must be placed to
MCC Academic Council.

In case of the transfer/resignation/discontinuatoérthe Director, MCC, from
his/her post at the centre, the Secretary of SRCaati as Member-Secretary (in-
charge) of IEC with full office and authority asrpg@e IRB constitution until a
new Director for MCC is appointed.

2.6.3. (B) Renewal

The membership will be renewed after the stated td#r3 years.

The process of renewal will be as follows :

Selection of Chairperson and other mesaould be done at least 3 months
and 1 month in advance respectively. Member seagretasignate should be
inducted into the IRB as an observer before hetakes on the mantle in the
new IRB.

Designated members of the IRB who wishttend IRB meetings as observers
should read, understand, accept and sign the agrgepontained in the
Confidentiality / Conflict of Interest fornffANX2 — VER1/SOP02/VER&) the
beginning of the IRB meeting and/or before scientiind ethical review tasks
of the IRB commence



> If a regular member resign®r ceases to be a member due to disqualification/
dissatisfaction or in case of deatha new member will be appointed for the
remaining term as per the Conditions of appointnstated below- section
2.6.3

2.6.3. (C) Resignation / Replacement procedure

The members who have resigned may be replacee digbretion of the Director, MCC.
IRB members who decide to resign must provide tivedibr, MCC, and Chairperson,
IEC, the written notification of their proposed iggsation date at least 30 calendar days
prior to the next scheduled meeting. In case agnasion, Director, MCC would appoint
a new member, falling in the same category of mestije e.g. “NGO representative”
with “NGO representative”. Recommendations may lbeight from the resigning
member. Appointments may be made in consultaticdh vwtademic Council members
and /or Chairperson of IEC.

2.6.3. (D) Termination / Disqualification procedure

A member may be relieved or terminated of his/hemipership in case of
» Conduct unbecoming for a member of the IRB, MCC
» Failure to attend more than 3 consecutive meetri@gse IRB and subsequent to
review of the membership by the IRB; if deemed Beagy, the IRB may decide
to terminate the membership and the ChairpersorC llBay make a
recommendation to the Director, MCC, for necessation.
> Relocation to another city or any such matter
In all such situations/circumstances, Director, M@( serve a letter of termination to
the member. Documentation of the termination weél fecorded in the minutes of the
next duly constituted IRB meeting and the IRB mersb# roster and circulars will be
revised.

2.6.4 Conditions of Appointment

1. Name, age, gender, profession, and affiliatiorRB members will be publicized.

2. Members must accept the appointment in writing.

3. Members must submit a one page CV and trainindficates in Ethics and/or
GCP.

4. Conflict of interest, if any, must be disclosed.

5. Members must apprise themselves of the relevanirdents, codes, ICH -GCP
guidelines and the ICMR code and IRB, MCC SOPs.

6. Members are required to sign the confidentialityeagnent ANX1-VER1/SOP
02/VER) at the start of their term. The confidentialitgreement protects the
privacy and confidentiality of all parties whosdammation may be disclosed to
the IRB in the course of its work.

7. An investigator can be a member of the IRB. Howgevbe investigator-as
member cannot participate in the review and apprpracess for any project in



which he or she is present as a PI, Co-PI or Qlagrany other potential conflict
of interest.

2.7 OFFICE BEARER OF IRB-IEC

The IEC will have the following office bearers whave the expertise and professional
qualifications to review the proposals submitted.

2.7.1 Chairperson, IRB-IEC

The IEC Chairperson should be a highly respectedvioiual preferably from outside

MCC, fully capable of managing the IEC and the pratbrought before it, with fairness
and impartiality. The task of making the IRB a mded part of the institutional

community will fall primarily on the shoulders ohis individual. The IRB must be

perceived to be fair and impartial, immune fromsstee either by MCC's administration,
the investigators whose protocols are brought leefipror other professional and non-
professional sources. The IEC Chairperson will eespthe diverse backgrounds,
perspectives, and sources of expertise of all IREntrers, especially the contributions of
the non-scientists, and must have the ability tsteio such respect among the IRB
members.

Co-Chairperson- The IEC Co-Chairperson should baighly respected individual

preferably from outside MCC, with the same captési of the Chairperson so as to
manage the IRB and the matters brought beforetit f@irness and impartiality, in the

absence of the Chairperson.

2.7.2 Member-Secretary, IRB-IEC

The Member Secretary will be the Director of MCQynunitted to the task of

coordinating and managing the activities of the wuttee. He/she will be responsible for
scheduling the meetings, describing the agendaeasdring that the function of the
committee is conducted as per the norms and pslazscribed in this SOPs.

In the absence of the Member-Secretary of IEC Ghairman or Vice-Chairman of IEC
will function as an acting Member-Secretary of IRB= and vice-versa for routine IRB
work.

In the absence of a Member Secretary of IEC for suleduled IRB meeting, Director,
MCC must authenticate some distinguished staff @Qvito act as Member-Secretary
(with having a decision making power) for that pafar meeting only. The
Chairperson/Vice-Chairman will take the help of thention MCC staff for coordinate
and manage the activities of the IRB for that nmegti

.2.7.3 The IRB Secretariat/ Office of IRB, MCC
The Secretariat is composed of the Member Secret&®, and the administrative

supporting staff. The supporting staff consiststaff members of MCC appointed by the
Director, MCC.



The secretariat shall have the following functions:
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3.

Organization of an effective and efficient trackprgcedure for each proposal
received.

Preparation, maintenance and distribution of sfildy.

Organization of regular IRB meetings. .

Preparation of the agenda and the minutes of thegings,

Maintenance of the IRB records and archives.

Communication with IRB members and PIs.

Arrangement of training for personnel and IRB merabe

Provision of the necessary administrative suppmrtRB related activities to the
Member-Secretary, IEC.

Receipt of IRB processing fees for pharma-fundegegts and the issue of
official receipts for the same.

The IRB Administrative Staff: Working Rules

There will be one or two faculty @linical Research & Biostatistics Divisiand
attendant/s /helpers who will help the IEC Chaisparand/or Member-Secretary
in executing functions of the IRB.

Additional staff may be appointed and duties assigas and when required by
the IRB. The eligibility criteria for new staff tbe appointed will be laid down
depending on the required job profile. The needafgrointment of administrative
staff, job profile and qualifications may be recoemded by IRB members during
regular IRB meeting and will be recorded in minutBsese will be forwarded to
the Director, MCC.

The administrative staff will be appointed by coatitug formal interviews as per
MCC policy.

Duties of the administrative officers/staffs:

iv.
V.
Vi.
Vi.

Organizing an effective and efficient tracking prdare for each proposal
received.

Organizing IRB meetings regularly, Preparing theratp and minutes of the
meetings

Maintaining IRB records and archives. Providing essary administrative
support for IRB related activities to the Membeci®¢ary, IEC.

Arranging training for personnel and IRB members.

Receiving IRB processing fees and issuing officeakipts for the same.
Corresponding with the IRB members, external expand investigators.
Preparing, maintaining and distributing study fil&&mmunicating with IRB
members and PIs.

2.8 ROLES & RESPONSIBILITIES OF IRB MEMBERS

>

The members’ primary responsibilities will be detering the scientific and
ethical validity of the research and the protectminthe safety, rights and
confidentiality of the research subjects.
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Participate in the IRB meeting & review and disctessearch proposals assigned
for evaluation.

Review progress reports and monitor ongoing studienitor SAEs and
recommend appropriate action(s).

Maintain confidentiality of the documents and def#éttions of the IRB meetings.
Declare conflict of interest, if any.

Carry out work delegated by the Chairperson anfember-Secretary of IRB-
IEC.

Participate in continuing education activities iorhedical ethics and biomedical
research.

Provide information and documents related to tregnobtained in biomedical
ethics and biomedical research to the IRB secsgtari

2.9 QUORUM REQUIREMENT

All research projects for approval by the full bsbasf the IRB shall be reviewed at
convened meetings at which a majority of the mesbéthe IRB are present, including
at least one member whose primary concerns arensarentific areas. In order for the
research to be approved, it shall receive the ajpprof a majority of those members
present at the meeting. The presence of the fatigviive (5) members is required to
form part of the quorum without which a decisiogaaling the projecshould not be

taken.

These 5 members should have the following repratient

a)
b)
c)

d)
€)

>

basic medical scientists (preferably one clinical pharmacol ogist)
clinicians

legal expert;

social scientist or representation of non-governmental voluntary agency or
philosopher or ethicist or theologian or similar person

lay person from the community

A quorum should include at least one member whoseapy area of expertise is
in a non-scientific area, a clinician, and at leas® member who is independent
of MCCl/research site and have no immediate faméynier affiliated to MCC.

No quorum should consist entirely of members of Brafession/ one Gender.

In the absence of the Chairperson, the Co-Chawpensll chair the meeting. In
the absence of both, Member-Secretary of IEC, MACchair the meeting as the
Acting Chairperson.

When an alternate member attends a meeting assétatéfor a regular member,
the alternate member’s participation counts towhedquorum requirements.

2.10 EDUCATION OF IRB MEMBERS

IRB members have a need for initial and continugdcation regarding the science and
ethics of biomedical research. All IRB members mbst conversant with ICMR



Guidelines for Research involving Human Subject®620Schedule Y of Drugs and
Cosmetics Act and ICH-GCP guidelines.

IRB members will receive introductory training maéé in research bioethics and
functioning of IRBs and will be exposed to ongoiogportunities for enhancing their
capacity for ethical review.

Training of the IRB members in Research Bio-Ethics:

v' A new member may be inducted 1 month prior to kisAppointment and will be
requested to be an ‘Observer’ for the first boaekting. The Member Secretary
or IRB Secretariat/ Office of the IRB, MCC, will part an introductory training.

v' The IRB members will be encouraged to receive amgaiaining by attending
workshops at least once every year.

v" The IRB will conduct workshops from time to timeitopart training to the IRB
members and Institutional faculty members.

2.11ANNUAL ACTIVITY REPORT

The Member-Secretary, IEC, in consultation with @feirperson, IEC, shall prepare an
annual activity report of the IRB for submissiontie Director, MCC and accreditation.
The IRB office staff members will provide all nesasy help to the Member-Secretary,
IEC. This shall include:

» A Quantitative Evaluation (QE) of the activities thfe committee on a yearly
basis.

» List of the research proposals reviewed and apprave year.

» Status of each research proposal.

The Annual Activity Report will be immediately puh the MCC website after the
approval from Director, MCC.

2.12ZHONORARIUM

All external non-MCC members should be given honoma according to MCC norms &
recommendations.

1. CIOMS International Ethical Guidelines for Biomealidkesearch Involving Human Subjects
Retrieved from-http://www.cioms.ch/frame guidelines nov2002.htm

2. International Conference on Harmonization, Guidameésood Clinical Practice (ICH- GCP)
1996. Retrieved fronanttp://www.ich.org/LOB/media/MEDIA482.pdf

3. ICMR Ethical Guidelines for Biomedical research Haman Participants, ICMR (206
Retrieved from http://www.icmr.nic.in/ethical guidelines.pdf



4. World Health Organization, Operational Guidelines £thics Committees that Review
Biomedical Research, 2000. (Geneva 2000) Retrieved from-
www.who.int/tdr/publications/publicatiohs

5. Code of Federal Regulations 45 CFR 46.108
htttp://www.hhs.gov/ohrp/humansubjects/guidance

6. European Convention on Human rights and Biomedici{i®97). Retrieved from
http://conventions.coe.int/treaty/en/treaties/hirié.htm

7. Schedule Y (Drugs and Cosmetic Act 1940; amendr@tht January 20Q03Retrieved from
http://www.cdsco.nic.in/html/Schedule-Y 20(Amer®dersion-2005) 20 original .htm

GLOSSARY

Confidentiality: Prevention of disclosure to other than authorizedividuals, of
information and documents related to IRB

Institutional Review Board (IRB): It is an independent body formally designated to
review, approve, and monitor biomedical and behaViesearch involving humans with
the aim to protect the rights and welfare of thijects. It is an independent body whose
responsibility is to ensure the protection of tights, safety and well-being of human
subjects involved in a clinical trial and to progidublic assurance of that protection.

Independent Consultants. Professionals with advanced training and expeitis¢he
medical or non-medical areas related to the prétoeing reviewed.

Scientific member : Individual who possesses the clinical and/or sdienknowledge
and ability to effectively evaluate the researct almical investigation.

Non-Scientific member: Individual who possesses expertise and/or experientside
scientific areas and serves to represent eitherevable populations or local cultural and
community attitudes relative to the rights and waedfof human research participants.

Non-affiliated member: Individual who is a scientific or non-scientific méer, is
knowledgeable about clinical or scientific mattens local cultural and community
attitudes, and has no association with MCC.



ANX1-VERY/SOP02/VER1

CONFIDENTIALITY & CONFLICT OF INTEREST FORM
(For IRB-IEC Members Only)
” INSTITUTIONAL REVIEW BOARD

“m% Malabar Cancer Centre, Thalassery- 670 103, India

“In recognition of the fact, that I, Dr/ Mr./ Mrs..........ociiii i, herei

referred to as the "Undersigned", have been apgbiat a member of the Institutional Revi
Boardandwould be asked to assess research studies invdiingn subjects in order to enst
that they are conducted in a humane, scientificethttal manner, with the highest standard
care according to the applied national, local rejoihs, institutional policies and guidelines;
Whereas, the appointment of the undersigned asmbereof the IRB is based on individu
merits and not as an advocate or representatigehafme province/ territory/ community nor
the delegate of any organization or private interé¢hereas, the fundamental duty of an |
member is to independently review research prosogololving human subjects and make
determination and the best possible

objective recommendations, based on the meritseo$tibmissions under review;

Whereas, the IRB must meet the highest ethicaldatals in order to merit the trust a
confidence of the communities with respect to thetgrtion of the rights and well-being
human subjects; The undersigned, as a member dRfBds expected to meet the same h
standards of ethical behavior to carry out its nade.d

This Agreement thus encompasses any informatiome@eConfidential or Proprietary provide
to the Undersigned in conjunction with the duties & member of the IRB. Any writtg

nd
of

gh

od
n

information provided to the Undersigned that imdonfidential, Proprietary, or Privileged nature

shall be identified accordingly.
As such, the Undersigned agrees to hold all Confide or Proprietary trade secre

ts

("information") in trust or confidence and agreésittit shall be used only for contemplated

purposes, shall not be used for any other purpaosdiszlosed to any third party. Writte
Confidential information provided for review shalbt be copied or retained. All Confident
information (and any copies and notes thereof) skalain the sole property of the IRB.

The Undersigned agrees not to disclose or utilifiegctly or indirectly, any Confidential @
Proprietary information belonging to a third pamyfulfilling this agreement. Furthermore, t
Undersigned confirms that my performance of thisament is consistent with MCC's polic
and any contractual obligations it may have tadtipiarties.”

Undersigned Signature Date

n
al

=

ne

Conflict of Interest

It has been recognized that the potential for octrdif interest will always exist but has faiththe
IRB-IEC of MCC and its Chairperson to manage thaflati issues so that the ultimate outcomé

> S
t

the protection of human subjects. In accordancehef policy of the IRB-IEC, | shall ng




participate in the review, comment or approval of activity in which | have a nflict of
interest, except to provide information as requeblethe IRB-IEC.

The Undersigned will immediately disclose to theaifperson of the IRB-IEC any actual
potential conflict of interest that | may have #&lation to any particular proposal submitted
review by the committee, and to abstain from anyigpation in discussions or recommendatic
in respect of such proposals.

If an applicant submitting a protocol believes that IRB member has a potential conflict,
investigator may request that the member be exdlérden the review of the protocol.

The request must be in writing and addressed toChairperson. The request must cont
evidence that substantiates the claim that a abrékists with the IRB member(s) in questi
The IRB may elect to investigate the applicantsnelof the potential conflict. When a memk
has a conflict of interest, the member should pdtie Chairperson/IRB and may not particip
in the IRB review or approval except to provideoimiation requested by the Committee.

Examples of conflict of interest cases may be &tiyeofollowing
1. A member is involved in a potentially competingeegsh program.
2. Access to funding or intellectual information magydde an unfair competitive
advantage.
3. A member's personal biases may interfere with ihieeoimpartial judgment

Agreement on Confidentiality and Conflict of Interest

In the course of my activities as a member of tR8,I1 may be provided with confidenti
information and documentation (which we will referas the Confidential Informatioly.

| agree to take reasonable measures to prote@dhédential Information; subject to applicak
legislation, including the access to it, as per tight to Information Act, not to disclose tk
Confidential Information to any person; not to tise Confidential Information for any purpo
outside the IRB's mandate, and in particular, ineaner which would result in a benefit to mys
or any third party; and to return all Confidentiaformation (including any minutes or notes
have made as part of my Committee duties) to thar@érson upon termination of my functio
as a Committee member.

Undersigned Signature Date

Whenever | have a conflict of interest, | shall immediately inform the committee not to count
me toward a quorum for consensus or voting.

(T T 01, LY | = have readnd |
accept the aforementioned terms and conditionsagga in this Agreement.

Undersigned Signature Date

Director of MCC ate
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ANX2-V1/SOP02/VER1

CONFIDENTIALITY AGREEMENT FORM- A
(For Independent Consultant)
INSTITUTIONAL REVIEW BOARD

(Name and Designation) as a hon-member of IRB wtaled that the copy (ies) given to me
the IRB is (are) confidential. | shall use the mmfation only for the indicated purpose
described to the IRB and shall not duplicate, givelistribute these documents to any perso
without permission from the IRB.

Upon signing this form, | agree to take reasonaldmsures and full responsibility to keep
information as confidential.

Ly e e e (Enter name
acknowledge that | have received a copy of thise&grent signed by Member-Secretary, IH
IEC, MCC, and me.

Signature of the recipient tea

by
as

n(s)

the

RB-




CONFIDENTIALITY AGREEMENT FORM- B

(For Independent Observer)

INSTITUTIONAL REVIEW BOARD

Malabar Cancer Centre, Thalassery- 670 103, India

s e e understand that | amlowed
to observe IRB activities and attend the IRB-SR®BHEC meeting/ scheduled ¢
......................... at...................am/ pm as an Observer.

In the course of the observership / meeting ofIRB some confidential information may be

disclosed or discussed.
Upon signing this form, | ensure to take reasonai#asures to keep the information and
discussion as confidential.

Member-Secretary, IRB-IEC Date

Ly e e (Enter name
acknowledge that | have received a copy of thise&grent signed by Member-Secretary, IH
IEC, MCC, and me.

Signature of the recipient tea

RB-




CHAPTER 3

Management of Research Study Submission

SOP 03/ VER1



CHAPTER 3

Management of Research Study Proposal Submission

3.1 PURPOSE

This SOP is designed to describe and act as alméder the IRB Secretariat/ Office of
IRB to manage Research study submissions

3.2 SCOPES

The scope includes the following -

v Submission for initial review

v" Resubmission of study with modifications

v Protocol amendments and any other amendments.
v" Annual Status Reports/Continuing review of the gtud
v' Study completion/termination

3.3 RESPONSIBILITY

It is the responsibility of the IRB secretariatrexeive, record and distribute the study
documents for IRB review.

3.4 DETAILED PROCESS
3.4.1 Receive submitted packages

For the initial review of study, investigators shibaubmit all study related documents to
the IRB, no fewer than ten (10) days before thea sekeduled meeting. Initially, the PI
will be asked to give power point presentation$isfher research proposal in front of
SRC & IEC members after a communication and gregnak from IRB Secretariat/
Office of IRB. The PI should submit research pr@io® the IRB for review and
approval under any of the 5 categories mentionéahbe

* Initial Review Application

* Resubmission of Study with Corrections

* Protocol Amendment or any other amendments



* Annual Status Reports /Continuing Review of thelgtu
» Study Completion / Termination

3.4.2 Verification of Submission
On the receipt of the study related documents Bt3&cretariat/ Office of IRB:

> Check the submissions for initial review as percghist, to ensure that all
mandatory forms and documents are submitted.

» Submission should include
I.  Project proposal/protocol submission FoANK1-VERL/SOP03/VERL)
[I.  Study Protocol/Study Proposal

» Check completeness of necessary information wigimagure at all designated
places in the submission form

Notify the investigators, if the submission is ingaete.

State clearly the missing documents as per the (aNX3-VERL/SOP03/VER1)
Stamp, sign & date on the cover letter confirmirgeipt of the documents.
Record the completeness of submission on docureeaipt log book and inform
the investigators for necessary action

» Payment details of IRB processing fees, if appleab

» Count for correct numbers of hard copies as petyie of study

YV V

» Thesis/ Academic Projects: 12 hard copy + sqgftyco
* Investigator-initiated studies: 12 hard copiesoft copy
* Pharma-sponsored studies: 20 hard copies +@pft c

» Store the hard copies and soft copy of the resganaject. The hard copies will
be stored under controlled access storage in thgarfraent of Biostatistics &
Health Research. The soft copy of the study acdepiktbe stored electronically.

» The project file is numbered as in format giverohel

“Type of Trial/Field/Dept/Year/Serial Number/Contin uous Number”

e.g., IM/HNO/DS0/2013-01/350 will indicate —
Intramural study (IM) from Head & Neck Oncology (HNO)/ Department of
Surgical Oncology (DSO) /of theYear (2013)serial number (01) project of the
year 2013 andrunning project Number (350). This project number is for use in
the IRB Secretariat / Office of IRB

» Running project numbewill be labeled on each project file by electronic IRB
Management software.

» All correspondence for the projects, should quatly the running project number
i.e., 350 (unique identity number)

3.5 DETAILED DESCRIPTION: RESEARCH/ STUDY PROJECT SUBMISSION

TheResearch proposal/Study protocoshould be accompanied with the following
relevant supporting



documents for Scientific and Ethical review. Thase-
* Checklist ()

A. Project Submission Form

Grouping of Project

Project Fact Sheet

Project Submission Overview

Budget Sheet for the Proposed Study

Qaoow

B. Essential Documents

a) Participant Information Sheet & Informed Consent Fms (ICFs), for studies
in children, parent consent form and in case dfdobmn between age 7-18 years of
age- Child Assent Forms and Parent consent forralayalam and English are
mandatory and any other language required £&&-VER1/SOP 03/VERL)

b) Investigator’'s Brochure (if applicable)

c) Case Record Form

d) One page, recent, signed and dated curriculum gitéiee investigators indicating
gualifications and relevant experience.

e) Agreement to comply with national and internatio@P protocols for clinical
trials

f) Regulatory clearance from appropriate regulatotharties i.e. DCGI approval /
ICMR /Health Ministry Screening Committee (HMSQj gpplicable)

g) For international/ national collaborative study Mmandum Of Understanding
(MoU) between the collaborating partners

h) Clinical Trial Agreement (if applicable)

i) Insurance/Indemnity policies, indicating who areered (if applicable)

J) Any other important information relevant to thedstu

k) Decision of other Ethics Committees ( If requireasked for)

3.6 RESUBMISSION OF STUDY WITH CORRECTIONS AS PER IRB
SUGGESTIONS

» For resubmission- the PI will submit 3 copies o€ tamended study related
documents along with justification for amendmentnoodification, and clearly
highlighted/demarcated sections which have undergbange

» The Office of IRB will verify the completeness angconfirm that the copies
contains the modification highlighted with respecthe earlier submission

» The Office of IRB will perform the steps 3.4.2. Thechanged study related
documents need not be submitted

3.7 RESEARCH PROTOCOL AMENDMENTS & OTHER STUDY REL ATED
DOCUMENTS

» The PI should submit 12 hard copies or 5 hard sopisoft copy of the amended
documents
» The Office of IRB will verify the completeness diet submission



» The PI should highlight the modification/s in thenendment, along with a
summary of changes. He should also indicate whetiese changes would entail
change in the ICF as per the form.

» The Member Secretary in consultation with Chairpensill decide whether to
» Carry out an expedited review in case of minor auifstriative amendment.

OR
» Table for discussion at the full board meeting.

3.8 ANNUAL CONTINUING REVIEW FOR APPROVED RESEARCH STUDIES

» The IRB will send reminders for annual report tditndual PI at least 30 days
prior to expiry of approval.

» The IRB will receive a copy of Annual Status/ Caning Review Report in the
prescribed format and related documents (asSpér 07/VERL1) for the approved
research study

» The Office of IRB will verify the completeness ofiet Continuing Review
Application Form ANX1-VER1L/SOP0O5/VER1) Progress report/Request letter for
extension of approval of the project. The officdl wign and date the documents.

» The progress or continuing review report will bbel¢a in the expedited review
meeting or full board meeting of IRB

3.9 COMPLETION/TERMINATION OF RESEARCH STUDY

» The IRB will send reminders for annual status regor Individual Principal
Investigators,

» The IRB will receive a copy of Study Completion Regn the prescribed format
(as perSOP 10/VERL1) termination.

» The Office of IRB will verify the completeness dfet Study Completion Report
Form OP10/VERL) termination filled by the PI.

» The study completiontermination report will be tabled in the board meeting of
IRB.

Reference:

1. International Conference on HarmonizatioBuidance on Good Clinical Practice
(ICH -GCP) 1996 Retrieved from - http://www.ich.4r@B/media/MEDIA482.pdf .
2. IRB SOPs by Tata Memorial Hospital, Mumbai, India.




GLOSSARY

Amendment A written description of a change(s) to or forrolrification of a
protocol.

Case Record FormA printed, optical, or electronic document desigt@decord all of
the protocol required information to be reportedh® sponsor on each trial subject

Clinical Trial Agreement A written, dated, and signed agreement betweenotwaore
involved parties that sets out any arrangementsedagation and distribution of tasks
and obligations and, if appropriate, on financialtters.

Essential DocumentsDocuments which individually and collectively petravaluation
of the conduct of a study and the quality of thieagaoduced.

Informed Consent A process by which a subject voluntarily confirrhgs or her
willingness to participate in a particular triafteat having been informed of all aspects of
the trial that are relevant to the subject's denidio participate. Informed consent is
documented by means of a written, signed and datedned consent form.

Investigator’s Brochure The Investigator's Brochure (IB) is a compilatidritee clinical
and non-clinical data on the investigational prd(k)adhat are relevant to the study of the
product(s) in human subjects.

Study Protocal A document that describes the objective(s), desmethodology,
statistical considerations and organization ofad tr

Abbreviation used

1. MCC : Malabar Cancer Centre

2. MOHFW-DHR : Ministry of Health & Family Welfare-Deptment of Health Research
3. ICMR . Indian Council for Medical Research

4. DBT : Department of Bio-Technology

5. DST : Department of Science & Technology

6. WHO : World Health Organization

7. BARC : Bhabha Atomic Research Centre

8. UGC : University Grant Commission



ANX1-VER1/SOPO3/VER1

RESEARCH PROJECT PROTOCOL FORM
Institutional Review Board (IRB)

(A) GROUPING OF RESEARCH PROJECT

Malabar Cancer Centre (MCC), Thalassery - 670103 ndia.

Project Nc
(For Office Use Only)

ProjectTitle

Name of thePrincipal Investigato

(P1)

Please complete the questionnaire for submitting thresearch proposal for IRB- MCC
Study Group
(Please circle the applicable Y/N neatly)

| Group | Detail | Yes | No
Controlled Trials
01.| A1 a | Is this a Randomized Controlled tri Y N
02 | A1 Lk | Is this aNon-Randomized Controlled trie Y N
03 | A1 c | Is this a controlled trial that seeks new indicafamestablishing v
drug, process or a procedure?
Uncontrolled Trials
04 | A2 a | Is this a prospective trial testing new interventidrug, or devici v N
on patients?
05 | A2 b | Is this a prospective trial designed to test (unproven)
indication for established drug, process, procedugevice on Y N
patients?
06 | A2 ¢ | Is this a pilot trial on new intervention, drugd device or v N
patients?
Trial involve transfer of data/ material from MCC
07 | A3 & | Is this a Mult-centre trial Y N
08 | A3 b | Is this trial involves transfer of patients’ dateanother sit
(including industry)? Y N
09 | A3 ¢ | Is this trial involves transfer of patienblood, serun DNA, tissue v N
to another site?
Intramural Funding
10 | A4 ¢ | Are you seeking Intramural fundin Y N
11 | A4 Lk | Does this trial use additional resources of MCCopelythe usu;
work-up (e.g., Molecular profiling, MRI or any otheon- routine Y N
part of work-up)




Extramural Grants

12 | A5 & | Are you submitting application for ex-mural grant for this tria

13 | A5 kb | Is this trial partly or wholly supported by grarftem sponsoret
industry?

14 | A5 ¢ | Is this a phase IVmarketing trial undertaken behalf of the
industry?

Modification in approved trials
15 | A6 Are you seeking modification/s in the II-MCC approved trial
Patient to bear the cost of trial

16 | A7 ¢ | Are patient going to bear the costexperimental intervention «

drug therapy?

17 | A7 Lk | Does patient has to undergo additional blood sz collection,
biopsy, endoscopy, procedure etc.?

18 | A7 ¢ | Whethe thepatient has to bear the cost of complical arising
from experimental treatment?

18 | A7 c | For the trial purpose, does the patient has tod Rs. 500C- or
more above the usual expenses (for any reasonasutiug
therapy, additional investigation, prolonged stayepeated
travel)?

Community or Screening trial
20 | A8 & | Will the trial be undertaken in the commun
21 | A8 b | Will the trial involve screening
Trials involving genomics & proteomics

22 | A9 Does this trial involve conducting Genomics or Boohics studie
on patients’ specimens?

Trials with conflict of interest

23 | A10 Will this trial involve development of a deviceudror test lead t
profits or patent?

24 | B1 Is this a prospective follc-up study (documentati of parameter
only) of patients being offered standard treatnaeMiCC?

25 | B2 Is this a phase-IV trial restricted to standa intervention/
treatments?

26 | B3 Is this a feasibility study for introduction of n treatment
recently shown in major international studies, édoeneficial /
superior and need to be started at MCC?

B4 Is this a retrospective or prospective analyscharts and audit ¢

27 procedures / tests / treatments?




28 | B5 Is this a retrospective or prospective revie\pathologyspecimer
(may involve some additional staining techniques)?

Y

29 | B6 Is this a retrospective or prospective revieiradiology report:
and their clinical correlation? Y

30 | B7 Is this a retrospective or prospective revievlaboratory report
and their clinical correlation? Y

Procedure / demonstration at workshops et

31 | B8 Are you demonstrating an experimental proce which is 'not
established standards of care’ at a workshop or a public meeting? Y

32 | B9 Are you performing a procedure in workshojMCC by nor-
MCC staff member? (Please check other requirenzdsis Y

Name of the PI Signature with date




Project Submission Form for review by IRB, MCC

(B) PRIECT FACT SHEET

1. Study/Project Number(to
be filled up by IRB Office,
MCC)

2. Project Title

3. Date of receipt by IRB,
MCC

4. Keywords for Title (2 to 4
options)

5. Principal Investigator

6. Number of ongoing study
the Pl is involved (as PI

only)

7. Full address & Contact
details of PI
(provide e-mail ID & contact
no. along with complete
mailing address in CAPITAL
LETTERS)

8. Co-Investigator(s)

9. Name of the Study Site

10. Agency or Sponsor ot




Funding resource

11. Total estimated Budget (in
Rs.)

12. Duration of the project (in
months)

13. Total number of patients to
be accrued in study
(including MCC, if multi-
institutional study)

14, Expected Date/Month of
starting the project

15. Will biological products be
sent out of the country?
(Yes/No)

If yes, attached the copy of
regulatory clearance
obtained [DCGI/ ICMR
/Health Ministry Screening
Committee (HMSQC)]

16. Any Conflict of interest,
(Yes/No)
If Yes Please specify

————————— Date
Signature of Pl

Investigators Declaration:

1. This research project (including collection of blood or tissues samples for research) will
not be started until the final approval of the IRB has been obtained.

2. We agree to undertake research proposal involving human subjects in accordance with
the ICH-GCP and ICMR ethical guidelines, 2006. We will not modify the research
protocol, consent, etc without prior approval by the IRB.

3. The investigators agree to obtain a properly informed and understood consent for all trial
subjects before their inclusion in the trial in the informed consent form that is approved by
the IRB. Participants will receive an ‘information sheet’ which will detail the project design
in simple understandable layperson’s language.




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

The investigators agree to report within a week all serious adverse events (SAE)
associated with the trial in the SAE form to the IRB. In the event of a death of the trial
subject, the Secretary, IRB and DSMSC, will be informed within 24 hours.

The investigators agree to submit periodic 6 monthly progress report of the trial in the
appropriate form. A final report will be submitted at the end of the trial.

Full details on funding and a proposed budget are included with the trial proposal. The
proposed budget is presented on the specific budget sheet of this form.

We understand that the IRB is concerned about transparent financial transactions during
the trial. A report on how the trial funds were utilized will be presented to the Academic
Council of MCC along with the final project report at the end of the trial.

The investigators agree to transfer 8% of the total budget to MCC as service charges.
This will not apply to intramural projects, those projects cosponsored by MCC/MOHFW-
DHR and ICMR/CSIR-CDRI/ DBT /DST/WHO/BARC/UGC funded projects.

The investigators agree that the grant money will be spent in accordance with the budget
proposal only. The funds will not used for any other purposes without prior approval from
the IRB. Thirty percent of the surplus grant if left over at the end of the study will be
credited to MCC. The remaining 70% of the surplus grant money may be used by the
investigators for conducting intramural research, improving teaching facilities in the
department, providing financial assistance to investigators for conferences, etc after
obtaining permission from the MCC authority.

For all research proposals that are sponsored by a pharmaceutical or biomedical
company, we the investigators will ensure that the Sponsor Company will underwrite all
expenses such that neither the hospital nor the study participants are made to spend
while participating in the trial. The investigators will also ensure that in the event of
complications arising directly due to the trial or litigation, the cost of management or legal
fees will be borne by the Sponsor Company totally.

The investigators state that they do not stand to gain financially from the commercial
sponsor and do not have conflict of interest in the drug or product by way of
consultations, shareholding, etc.

The investigators will ensure that personnel performing this study are qualified,
appropriately trained and will adhere to the provisions of the Institutional Ethics
Committee (IEC). MCC, approved protocol.

All data collected during the research project, including those supported by commercial
sponsors (e.g. pharmaceutical company), will remain the property of Malabar Cancer
Centre.

The salaries to staff employed for the research project will be as shown in the budget
sheet and at par with the prevailing MCC salary scales.

The case records (source documents) will be made available to members of the SRC or
IRB any time for random verification and monitoring. The case records (source
documents) will be preserved in the premises of MCC for at least 5 years after the last
approval of application or publication.

The investigators promise to ensure that there is no falsification of data when compared
to the source documents. We agree to clarify any doubts or discrepancies that may arise
during the data monitoring evaluation.

All the findings and conclusions of the proposed project such as review of case records,
analysis of forms of treatment, investigations, etc will be first presented to the staff
members of MCC before they are released or presented elsewhere. The investigators
will submit a copy of the abstract to the SRC and IRB well in advance of any proposed
presentation at national or international conferences or seminars.

The investigators will not issue any press release before the data and conclusions have
been peer-reviewed by the MCC staff or published in a peer-reviewed journal.

All serious injuries arising from the trial will be the responsibility of the Investigators. The
investigators agree to ensure that the sponsors undertake a product liability insurance to
cover any expenses for injury or compensation arising from the study treatment.

The investigators will constantly inform the IRB about amendments in the study protocol,
data collection forms, informed consent forms, budget expenses, salaries, other trial



documents, etc. as and when they occur. No major changes in the treatment arms or the
study protocol or randomization technique will be carried out without prior permission of
the IRB.

21. The investigators realize that the IRB is particular that all aspects of the study are in
accordance with the ICH-GCP and ICMR ethical guidelines, 2006. The investigators will
comply with all policies and guidelines of the MCC and affiliating/collaborating institutions
where this study will be conducted, as well as with all applicable laws regarding the
research.

We the investigators of the proposed trial have redh all the statements listed above and
agree to observe / undertake these IRB requirementwhile conducting our proposed
project/ trial

We understand that serious protocol violations anair non-compliance during the trial by
the investigators may result in withdrawal of project approval by IRB

Study team undertaking with duties & delegation:

Investigatol Status (PI/C- Role & Conflict of Signature witt
Name PI1,Cl etc.) Responsibility** Interest date
(Yes/No)
If yes, please
specify
1
3

Please provide details (an one page CV) of Co-Bls,,Clinical Research Coordinator, Research
Nurse, Phlebotomist, other stuffs related to thestUse separate sheets for each individual
** Choose from the following list:

A. Concept J. Examination of patients on follow-up

B. Design K. Data collection and monitoring of data

C. Screening of patients L. Interpretation of data

D. Selection & Recruitment and consenting of patien | M. Statistical analysis & Interpretation

E. Laboratory investigations N. Maintaining patients file and master file of
F. Laboratory report interpretation project

G. Treatment decision O. Drafting final report

H. Patient evaluation P. Publication

I. AE and SAE management, evaluation and reportingZ. Any other, please specify

Note Investigators may clarify any of the pointsin this undertaking with the IRB office of MCC.



To

The Member Secretary

Institutional Ethics Committee

Institutional Review Board, Malabar Cancer Centre

o (01T A =

Name of P!

Conflict of Interest

(Please tick in the appropriate |)
|:| | hereby declare that | have no conflict of intéiasmy project.

|:| | have following conflict of interest:

Signature of PI

Date

Consent of Head of the PI's Departmer
Date: DD/IMM/YYYY ..oovvviiieiininnn,

| have reviewed the above project submitted by ......ccceeii i

Principal Investigator, from my Department/Instibut

| endorse the project and have ‘no objection’ fdsraission for consideration by Institutional
Review Board.

| concur with the participants / investigators im#d in the study.
Signature & date

Name
Department

OFFICE SEAL




ANX2-VER1/SOPO03/VER1

Guidelines for devising Informed Consent Form
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery-670 103, ldia

*‘ THALASSERY _‘

GUIDELINE FOR PREPARATION OF THE INFORMED CONSENT F ORM

While submitting your project to the IRB, ensurattlyou have included an informed cons
form that is prepared as per the guidelines for RC&thical guidelines 2006, Schedule Y, ICH-
Good Clinical Practice (ICH — GCP) and the Declarabf Helsinki.

Kindly Note:

i. Informed consent forms in English and Malayalamraesdatory and any Langua
if applicable

ii. Font: Times New Roman for English & Meera/ Karthflhka Malayalam

iii. Font Size: 1

iv. Each page of consent forms must have Date, StudyeNaPage numbein the
footer

V. Separate forms should be prepared when minorsdfeh) are studyparticipants
assent form for the mature minors (age 7-18 years) consent form for the parents

The consent form template describes the minimalirements. You are free to add additional
information you wish to

Template for a “Participant Information Sheet & | nformed Consent Form”
(Include or exclude information, as applicable)

Participant Information Sheet & Informed Consent Form
[The simplified title of the project as per theojgct submission form with names of Principal
Investigator and all other investigators.]

Introduction:
You are invited to participate in a study/reseagpériment. This document gives you| a
description of the study/trial in which you arermpiasked to participate. Your participation in this
study is voluntary, and you can enquire about athits before giving your written consent|to
participate in the study.

Purpose:
The purpose of this study is to




Information:
List all procedures, which will be carried out Iretstudy.
Clearly state experimental procedures and explkadhrtical and medical terminology
simple, non-technical & direct language.
Graphics could be used if helpful in making the taganingful to the research subject.
If this is a randomized trial, details of both arofighe trial must be explained .
State the amount of time required by the subjectie study with clearly stating the tot
duration of the study.
Clearly state :
i. The number of participants who will take part ie tesearch
ii. Information concerning taping or filming (If appdible)
iii. If case tissues or biological samples, are beitaimed for research, describe what wi
be done to the tissues in simple lay person’s tefifnapplicable)

YV VYVV VYV

Alternative treatments:
Disclose appropriate alternative treatments avig]abany.

Risks:

List the foreseeable risks, if any, of each ofgihecedures to be carried out in the study and
measures to minimize the risks or treatment in cdsecurrence. Explanation of anticipated sidg
effects, including rare side effects, or known sgiacratic reactions.

Costs:
Describe the cost for participating in the studyhi® subject/participant. The information must be
written in clear terms regarding the cost whicH il borne by sponsors/Principal Investigator/s
the project, and study participant.

Reimbursement for Participation
Describe plan for reimbursement or compensationuatnimr expenses incurred, time spent and
inconvenience. State clearly the details for traeahbursement for trial subjects &/or attendant

Emergency Medical Treatment

(If applicable, add here)

In case of the physical injury to the subject dgiine course of research please state the name
contact details of the PI.

Describe available medical treatment in case ofpiimations.

Benefits

List the anticipated benefits from this researities to the participants, others, community,
scientific community. Also mention that the manytlod most effective treatments used today are
the

result of clinical trials done in the past.

n
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Confidentiality

The information in the study records will be kephfidential and the clinical charwill be hous
(specify the location). Data will be stored secyrahd will be madavailable only to persg
conducting the study and to the regulatory auttesrit

The data will not be made available to anothenviiddial unless you specifically give permissi
in writing. No reference will be made in oral orithen reports which could link you to the stug
Result of the study will not be communicated toghbject unless deemed necessary.

ly.

Compensation for study related Injury
Compensation of subjects for disability or deasguhéng from such research related injury;
Describe the details of compensation or insurancestudy related injury to the trial subje

Ct.

Explain who will bear the cost in case of trialateld injury? Research subjects who suffer

physical injury as a result of their participationthe research study are entitled to financia
other assistance to compensate them equitablyrfprtemporary or permanent impairment
disability subject to confirmation from Director, ®C. In case of death, their dependents
entitled to material compensation.

or
or
are

Contact
If you have questions at any time about the studthe procedures, (or you experience advg
effects as a result of participating in this stdidggu may contact the researcher, [Pl Name]
[Office Address], and [Office Phone Number.
If you have questions about your rights as a ppéitt, contact the Member -Secretary, IR
MCC, [Name], at [Office Address], and [Office Phddamber].

erse
, at

B,

Participation
Your participation in this study is voluntary; yooay decline to participate at any time withg
penalty and without loss of benefits to which yoe atherwise entitled.

If you withdraw from the study prior to its compéat, you will receive the usual standard of ¢
for your disease, and your non participation wit have any adverse effects on your subseq
medical treatment or relationship with the treatptgysician. If you withdraw from the stug
before data collection is completed, your data moli be entered in the study report.

If staff /student is involved - Your participation this research will not bestow upon you g
competitive academic or occupational advantage oWexr students or staff who do not volunte
and we will not impose any academic or occupatigrealalty on those students or staff who
not volunteer.”

but
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Consent

Informed Consent form to participate in a clinit#l

Study Title:
Study Number: [ For Office Use Only]

Subiject’ Initials: Subject’'sida
Date of Birth / Age:_ DD/MM/YYYY /

1

2)

3)

4)

5)

| confirm that | have read and understood the mftion sheet dated for
above study and have had the opportunity to asktipmes.

| understand that my participation in the studyatuntary and that | am free to withdrg
at any time, without giving any reason, without mmgdical care or legal rights beir
affected.

| understand that the Sponsor of the research stitiers working on the Sponso
behalf, IRB and the regulatory authorities will neted my permission to look at n
health records in respect of both the current sty any further research that may
conducted in relation to it, even if | withdraw fnothe trial. | agree to this acces
However, | understand that my identity will not fexealed in any information released
third parties or published.

| agree not to restrict the use of any data orlte¢hat arise from this study provided su
a use is only for scientific purpose(s)

| agree to take part in the above study.

| have read the above information and agreed tticggate in this study. | have received a cq
of this form.

Participant's name (in Capital Lette

Participant’s signature & de¢

Address(capital letter:
Phone Nos.:

Legal Acceptable Representative na
Legal Acceptable Representative
Signature & Date

Address (capital letter:
Phone Nos.:

Impartial Witness's hame

Impartial Witness's signature & da

Address (capital letters
Phone Nos.:

Name of PI or C-PI/Cc-I:

Pl or C¢-PI/Cc-l & date!

the
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Note to Investigators Regarding the Process of Obtang Informed and Understood
Consent

» The prospective participant should be given Paaici Information Sheet first.

» The participant should then be encouraged to readnformation Sheet and think
over, preferably for a period of 24 hours. Follogviwhich, the participant should be

served a questionnaire to ensure that he/she iseawfahis/her own rights as

participant in the clinical trial. The informed ®nt form should be served to the

participant only after ensuring that the particip@ now prepared for informed

decision making.
» The PIs are urged by the IRB to use the simpletachnical words or should addet

glossary and follow the sample template of Paristdnformation Sheet & Informe

Consent Form

» Use of alternative wording or different format msipw down the review proces
The form should be written in second person ("Ywmauiavited..."). Use of first perso

("I') can be interpreted as suggestive and coercive

» The study participant should be explained all theails in a language she/
understands.

» The Informed Conseritorm must have the name and Telephone No. of tineipal

(o)

50

ne

Investigator or of any other co-investigator inec@$ an emergency, or even to seek

answers to their queries.

A Xerox copy of the Informed Consent Form(ICF) mistgiven to prospective participant.

A receipt of copy of ICF by the subject should lbewmented by the investigator in the source

documents. Copies of the consent form must bdadokaiin English & Malayalam.

Please tailor your ICF to suit the needs of oufdngopulation, and if this is a multinational

Pharma based project, an additional ICF specifiaidkigned for us may be used.

Separate forms should be prepared when minorssat one for the mature minors (age 7+18

years) and one for the parerifsyour form is more than one page, there shoel@tine at the

bottom of each page for the subject's initials,epkdor the last page where the signatur
obtained.

b S

Be sure to include any elements of informed congeitare appropriate to your study. If they

apply to your study, they must be included. If imfied consent form requires more than

bne

page, print the informed consent form front to bdelease make provision for the assent of

the child to the extent of the child’s capabiliti®sch as in the case of mature minors
adolescents. Please make provision on the formsigmatures/thumb impression of t
participant/parent or legal guardian, if minor aridhe investigator, or person administrat
the consent form, and of a witness. If the LAR@nshas been taken for medical reasons

and
he
ng
e.g.

patient is unconscious, then the patient has toobsented when conscious and able to grant

consent and this should be documented




ANX3-VER1/SOP 03/VER1

Child Information Sheet and Assent Forn

Study Title: “ §

Introduction

You have come to meet the doctor as you are snffeérom .................. You may be havi
SYMPLOIMIS ... ettt et e et e et e e e e e e e

Describe briefly the purpose of this study

If this is a randomized trial, details of both arpfsthe trial must be explained in writing to t
subject being enrolled.

Disclose appropriate alternative treatments avigijabany.

We invite you to participate in this stu
What will you have to do?




To participate in this research study, you willdb@mined by your doctor and if found to fulfil
pre-specified criteria, you will be eligible to barolled in this research study.
Since you are in the age group of 5-18 years, Weyas to sign this assent form if you agree to

participate. The assent form describes the resesdincly and states that you have been expldined
the purpose and the nature of the study to yousfaation by the attending doctor and you are

ready to abide by the trial procedures. Your acamymg parent / guardian will also sign a

similar form called as the Parent Informed Congemtn.
List all procedures, which will be employed in gtady.
Point out any that are considered experimentalfloeravise, and explain technical and medical
terminology in simple, non-technical & direct larzge.
In addition, to record the same parameters daily yarent/ guardian will also be provided with a
dairy where they will enter the same findings adewly. You will have to tell them about your
symptom and they will mark accordingly in the diary

Side effects

=

All medicines/procedures produce some side effedise medicine you will take/the procedure
you will undergo can produce (Describe the sidea$). Your Physician will take due precautions
so that you do not experience these side effects.
If you experience any of these listed effects oy ather unlisted effects do contact your study
doctor immediately. The study doctor will treat yaecordingly.
Your parents will not have to bear the cost of iedical treatment/ hospitalization as a result of
these side effects.

In addition during the trial period if you suffetofn any other diseases, if you consider somg of
the side effects as serious or you undergo hoigatain during the study period, please
immediately contact the study doctor:

Dr. Phone:




The occurrence of any of the side effects (knowrkihown) and concomitant diseases will be ng
by the physician at every visit. The assessmeatoéptability of the formulation/procedure will
performed by the treating physician at the endhefdtudy.

Risks and discomforts

There is no foreseen significant risk / hazarddaryhealth, if you wish to participate in the stu
You will not bear the expenses regarding the therpyou follow the directions of the doctors
charge of this study and you are injured due to sutystance or procedure given under the s
plan, the Sponsor will pay for the medical experisethe treatment of that injury.

Benefits

If you participate in the study you will receive .............. If you appear to have any acute illne
............... you will be offered free treatment for thosksits in accordance with local standa
medical care. You will not be offered free treattrian chronic diseases or conditions not relate
study procedures.

Your participation in the study may help others;adaese this participation will help us determing
the study drug/procedure is safe.

Confidentiality

Your existing medical records may be accessed;opatshealth information about you may

collected and processed by study investigatorshi@mpurpose of performing the study. Informat
about you will be collected and stored in fileshnétn assigned number, and not directly with y,
name. The document linking your name with the assigstudy number will be kept for 5 years i
locked cabinet at the study site, after which thkihg document will be destroyed. All docume
related to the study will only be accessed by theysinvestigator, sponsor, the Ethics Commit
and the Regulatory authority

Your parent / guardian will have the right to accpersonal information about you at any time v
the study doctor and the right to correct this geas information. Your parent / guardian can ts
away your authorization to collect process andldsgcdata about you at any time.

Right to refuse or withdraw

You do not have to take part in this researchoif glo not wish to do so. Refusing to participati

not affect your treatment. You will still have dtle benefits that you would otherwise have go
this clinic/hospital. You may stop participatingtime research at any time you wish without los
any of your rights. Your treatment will not be affed in any way The study doctor may decide
withdraw you from the study if he/she consideris iin your best interest You will be informed
important new findings developed during the cowfsine study so you will be able to consider y
participation in the study in light of new inforna

Whom to contact

If you have any questions, please ask them now.nvayalso ask questions later. If you wish to
ask questions later,

<Name of PI > PhoneContact No.>

If you have any queries regarding your medicaltegind ethical responsibilities

you may contact,

<Name of Member-Secretary of IRB > Phor&Contact No.>
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Your responsibilities

It is the responsibility of your parent / guardi@ncome along with you to the hospital during the
study period for all the visits unless you withdramare prematurely discontinued from the study. It
is also your responsibility and your parent / gisrdo report any expected or unexpected reactions
(side effects) that you notice during the studyiquer

It is also the responsibility of your parent / giian to inform the doctor if you consume any other
medication apart from the study treatment.

We expect your co-operation throughout the study.




Child Assent Form

I , skeyany free power of choice, herepy

give my consent for participation in the study tedi:

I have been informed, to my satisfaction, by therating physician, about the purpose of
study and the nature of the procedure to be doaen hware that my parents/guardians do

have to bear the expenses of the treatment iffeisfifom any trial related injury, which has
causal relationship with the said trial drugs/pohaes/therapies/any other form of interventions.

| am also aware of right to opt out of the tridlaay time during the course of the trial, without

having to give reasons for doing so.

Name and Signature of the study participant Date:

Name and Signature of the attending Physician  Date:

the
not




Parent Information sheet and Informed Consent Form

[The title of the project here exactly as it igtie project design with names of Principal
Investigator and all other investigators.]

Introduction:

Your child is invited to participate in a studyfeasch/experiment. This document gives you a
description of the study/trial in which you are ripiasked to participate. Your participation in
this study is voluntary, and you can enquire aladiudetails before giving your written consent to
participate in the study.

Purpose:

The purpose of this study is to

Participant selection

Voluntary Participation

Indicate clearly that they can choose to have tttald participate or not. State, if it is appliteb
that they will still receive all the services thesually do if they decide not to participate. This
can be repeated and expanded upon later in thedsnwvell. It is important to state clearly at the
beginning of the form that participation is volurtgo that the other information can be heard in
this context. Example: Your decision to have yohilcc participate in this study is entirely
voluntary. It is your choice whether to have youild participate or not. If you choose not to
consent, all the services you and your child rexeitvthis clinic will continue and nothing will
change. You may also choose to change your mieddaid stop participating, even if you agreed
earlier, and the services you and/or your chiletirgzs at the clinic will continue

Information on the Trial Drug/Therapy/Procedure/Any other form of Intervention

Procedures and Protocol

Describe or explain the exact procedures that lvélfollowed on a step-by-step basis, the tests
that will be done, and the drugs that will be givErescribe very clearly which procedure is
routine and which is experimental or research.

Duration
Include a statement about the time commitmenthefrésearch for the participant and for the
parent including both the duration of the researmth follow-up, if relevant.

Example The research takes place over _ (number of) days/ or _ (number of) months in
total. During that time, it will be necessary for you to come to the clinic/hospital/health facility
(number of) days, for (number of) hours each day. We would like to meet with you six months
after your last visit for a final check-up. Altogether, we will see you and your child 4 times over a
year.

Side Effects

Parents should be told if there are any known tcigated side effects and what will happen in
the event of a side effect or an unexpected event.

Example: These vaccines can have some unwantedisefie some effects that we are not
currently aware of. However, we will follow youritthclosely and keep track of these unwanted
effects or any problems. We will give you a telepbaumber to call if you notice anything out
of the ordinary, or if you have concerns or questiorou can also bring your child to this health
facility at anytime and ask to see [names of Nubsetor and Researcher].



We may use some other medicines to decrease thet@ys of the side effects or reactions or we
may stop the use of one or more drugs. If thiseisessary, we will discuss it together with you
and you will always be consulted before we movthéonext step.

Risks

A risk can be thought of as being the possibilitgttharm may occur. Explain and describe any
such possible or anticipated risks. Provide enadnfgitmation about the risks that the parent can
make an informed decision. Describe the level of that will be available in the event that harm
does occur, who will provide it, and who will payr fit.

Example: By participating in this research, it is possible that your child will be at greater risk
than he/she would otherwise be. Thereis a possibility that

may
happen as a result of taking this drug. While the possibility of this happening is very low, you
should still be aware of the possihility. If something unexpected happens and harm does occur,
we will provide you with .

[Explain the level of care that will be available, who will provide it, and who will pay for it.
Informthe parent if thereis a particular insurance in place]

Discomforts
Explain and describe the type and source of arigipated discomforts that are in addition to the
side effects and risks discussed above.

Example: By participating in this research, it is possible that your child will experience some
discomfort, such as, the discomfort of the injections. There may be a dight hardening and/or
swelling where the needle stick goes into the skin. This should disappear in one day. Your child
may also be fussier than usual or more tired. These behaviors usually stop within one day but if
you are concerned, please call me or cometo theclinic.

Benefits

Benefits may be divided into benefits to the indidl, benefits to the community in which the
individual resides, and benefits to society as aletas a result of finding an answer to the
research question. Mention only those activitied thill be actual benefits and not those to which
they are entitled regardless of participation. EgkemlIf your child participates in this research,
he/she will have the following benefits: any interillnesses will be treated at no charge to you.
If your child falls sick during this period he/shil be treated free of charge.

There may not be any other benefit for your child lis/her participation is likely to help us find
the answer to the research question. There mapenany benefit to the society at this stage of
the research, but future generations are likeletaefit.

Confidentiality

Explain how the research team will maintain thefictamtiality of data, especially with respect to

the information about the participant, which woottierwise be known only to the physician but
would now be available to the entire research tdaetause something out of the ordinary is
being done through research, any individual taliag in the research is likely to be more easily
identified by members of the community and is tfememore likely to be stigmatized.

Example : The information that we collect from this research project will be kept confidential.
Information about your child that will be collected from the research will be put away and no one
but the researcherswill be able to see it. Any information about your child will have a number on



it instead of higher name. Only the researchers will know what hig’her number is and we will
lock that information up with a lock and key. It will not be shared with or given to anyone except
[name who will have access to the information, such as research sponsors, your clinician, etc].

Sharing of the results

Your plan for sharing the information with the peigants and their parents should be provided.
If you have a plan and a timeline for the sharihgnformation, include the details. Also inform
the parent that the research findings will be dhaneore broadly, for example, through
publications and conferences.

Example: The knowledge that we get from this stwillybe shared with you before it is made
widely available to the public. Confidential infoation will not be shared. There will be small
meetings in the community and these will be annednc

Afterwards, we will publish the results in ordeattother interested people may learn from our
research

Right to Refuse or Withdraw

This is a reconfirmation that participation is valary and includes the right to withdraw. Tailor

this section well to ensure that it fits for theogp for whom you are seeking consent. The
example used here is for a parent of an infantdinic. Example: You do not have to agree to
your child taking part in this research if you dmt wish to do so and refusing to allow your child

to participate will not affect your treatment oruycchild's treatment at this Centre in any way.
You and your child will still have all the benefitsat you would otherwise have at this Centre.
You may stop your child from participating in thesearch at any time that you wish without

either you or your child losing any of your righds a patient here. Neither your treatment nor
your child's treatment at this Centre will be aféetin any way.

Alternatives to participating

Include this section only if the study involves adistration of investigational drugs or use of
new therapeutic procedures. It is important to &xpland describe the established standard
treatment.

Example: If you do not wish your child to take piartthe research, your child will be provided
with the established standard treatment availabikeacentre/institute/hospital. People who have
malaria are given....

Whom to Contact

Provide the name and contact information of somedme is involved, informed and accessible
(a local person who can actually be contactedje&tigo that the proposal has been approved and
how.

Example, if you have any questions you may ask them or later, even after the study has
started. If you wish to ask questions later, youynsantact any of the following: [name,
address/telephone number/e-mail] This proposabbas reviewed and approved by [name of the
IRB], which is a committee whose task it is to makee that research participants are protected
from harm. If you have any queries regarding yighits as a study participant, you may contact,
the Member-Secretary, of the IRB-Institutional Ethcommittee (IEC), MCC.

Dr. Phone:



Consent To Participate In Research & AuthorizationTo Use And Share Personal Health

Information: For Subjects less than 18 Years of Age

The nature and the purpose of the above Reseandll Bave been explained to my child and me;
we have agreed to have my child participate inrfsearch study. We also agree that my child’s
personal health information can be collected, wetishared by the researchers and staff for the

research study described in this form.
We will receive a signed copy of this consent form.

Signature of Parent/Guardian Date
Signature of Subject (when appropriate) Date
Signature of Person Obtaining Consent/Authorization Date
Signature of Witness Pat
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CHAPTER 4

Preparation of agenda, procedures for conducting
Meetings, minutes recording

4.1 PURPOSE

The purpose of this procedure is to elaborate adtrative process and provide

instructions for preparation, review, approval, agidtribution of meeting agenda,

minutes, and notification letters of IRB, MCC megs.

The day, time, and venue of IRC meetings for baimmittees (SRC and IEC) are

specified as follows:

SRC meets at 10:00 am on th¥ and 4' Saturday of every month unless otherwise
specified.

IEC meets at 03:00 pm on the last Friday of everg tnonths and/or as and when
required.

Venue: Conference Hall, Malabar Cancer Centre, Thalgsser

4.2 SCOPE

This SOP applies to administrative processes cairggrthe conduct of the IRB
meetings.

4.3 RESPONSIBILITY

It is the responsibility of the Chairperson, SR@ &ember Secretary of IEC and Office
of IRB staffs to prepare for the respective meeting

44 DETAILED INSTRUCTIONS
4.4.1 BEFORE IRB MEETING
SRC Mesting:

Prepare the agenda of the SRC meeting at leasys3piteor to avoid last minute rush or
mistakes.



|EC Mesting:

Prepare the agenda of the IEC meetiligX1-VERL/'SOP04/VERL)

Schedule protocols on the agenda on a first comederve basis. MCC has constituted
one IEC, so the protocols are not assigned randtortye committee. However, in case
Pl is a member of one of the IEC, the protocokfemred to the IEC Chairperson to avoid
bias.

442 DISTRIBUTION OF PROTOCOL/DOCUMENT PACKAGES TO IRB
MEMBERS

Distribute copies of the protocols to the SRC membgy electronic mail (mail ID;
irbmcctly@gmail.compat least 3 days prior to the scheduled meeting,. da

Distribute copies of the protocols to the IEC mershey either electronic mail or by
courier preferably 10 days in advance of the scleedmeeting.

Verify (verbally, by e-mail, by fax or by mail) witthe members whether the protocol
packages are received. It is the responsibilitthef IEC member to verify items of the
parcel on receipt and in the event of any missitggns, intimate the IRB office
immediately so that the relevant documents couldniaele available to the members
before the meeting.

443 MEETING PREPARATION

» Reserve the Conference Hall of MCC on the schedoledting date and time.
The meeting will be held in the Conference Hall, ®Cunless otherwise
specified.

» Ensure that the room, equipment (projectors, remordtc) and facilities are
available in good housekeeping conditions on thyeafidhe meeting.

» On the previous day of the meeting, keep all oabiiles of protocols on the
agenda in the meeting room for ready referencenduhe meeting.

444 MEETING CONDUCT

1. The members should gather in IRB Meeting Venueahieduled time.

* In case of any emergency delay of a committee memabattending the
meeting, he or she must immediately inform to thwiperson of that
Committee by the Office of IRB, provided the comzt member does not
do it intentionally.

» The Office of IRB may ask the members who do nohedor the regular
IRB meetings without any prior intimation for a wein explanation and
everything will be recorded as minutes.

2. The Chairperson should determine that the quor88P (02/VER1 section no.
2.9) requirements are met, otherwise he/she may wa#d fmaximum period of 30
minutes, otherwise the meeting will be called @antelled due to lack of
guorum’. To avoid such cancellation of IRB meetings, mensbof both the
committees must intimate (by mail or by phone ciigir presence and absence
(with proper cause) well in advance to the Offi€éRB.



8.

9.

The Chairperson of SRC and IEC should ask for dattan of conflict of interest
either verbally or written on any protocol for dission.

If any IEC member has conflict of interest involgia project then he / she should
declare the same, before the meeting commencedeand the meeting room
before the discussion on the same. This shouléd®ded in the minutes

The Member Secretary of IEC should table the meuatiethe previous meeting
and present the agenda for discussion

The IEC may invite investigators to attend the hdard meeting related to their
studies, and clarify doubts, if any.

The meeting proceeds in the sequential order of apenda; however the
Chairperson may change the order, if the situsgmdemands

The Member Secretary will request the lead diseusga discuss the research
protocol.

The lead discussant will submit the duly filleddbttassessment form at the end of
the discussion or at the conclusion of IEC meeting.

10. Amendment will be reviewed by previously assigreatl scientific discussant.
11.In case the lead discussant cannot attend the mgedliember-Secretary, IEC or

any other IEC member may brief the IEC about tle=aech protocol and also
discuss the written comments/duly filled study asseent form, if provided by
the lead discussant.

12.The Member Secretary, IEC / IRB staffs minutes/résdhe proceedings of the

SRC and IEC meetings.

4.4.5 DECISION MAKING PROCESS

IRB provide complete and adequate review of thearh proposals submitted to them.
The SRC reviews the scientific merits and demaexitall the submitted study proposals
to the IRB.

The retrospective studies do not go for IEC approval and such proposal gets IRB
approval directly on the basis of SRC clearance and recommendations. The SRC
approved and forwarded prospective study proposals go to |EC for final approval.

The IEC will review new project proposals, amendtasgannual progress of ongoing
projects, SAE reports, and assess final reportsalofresearch activities through a
scheduled agenda.

1.

2.

A SRC/IEC member will withdraw from the meeting fitve decision procedure
concerning an application where a conflict of iestrexists.

If SRC/IEC member has her/his own proposal for SRCkeview he/she will not
participate in the discussion on that particulaojgot in the corresponding
meeting. Decision may only be taken when sufficieme has been allowed for
review and discussion of an application in the abseof non-members (e.g., the
investigator, representatives of the sponsor, ieddent consultants) from the
meeting, with the exception of IRB staff.

IEC or SRC decisions will only be made at meetimggere a quorumS0OP
02/VERL section no. 2.9) is present.



4. The documents required for a full review of the lagapion should be complete
and the relevant elements considered before aidecssmade.

5. Only IEC members who attend the meeting will pgrtite in the decision.

6. Decisions will be arrived at through consensus. deonsensus is not possible,
the IEC will vote.

7. If the full board approves a research proposal rimciple subject to minor
modifications, the revised project proposal suleditby the Pl will be reviewed
and approved by the

8. Member Secretary, IEC or in some cases by the pyinewiewer on behalf of the
full board. Such revised proposals will not be takg for the full board review.
However, in case of major changes, the revised rdeats will be discussed in
full board meeting.

9. An IEC may decide to reverse its positive decismn a study if it receives
information that may adversely affect the risk/ éf@rratio.

10. Any advice that is non-binding will be appendedtte decision.

11.In cases of conditional decisions, clear suggestionrevision and the procedure
for having the application re-reviewed will be sified.

12. A negative decision on an application will be supgd by clearly stated reasons.
If the investigator wishes to appeal to the deadisibe/she may do so by
contacting the IRB Office

13.The discontinuation of a trial will be recommendkthe IEC finds that the goals
of the trial have already been achieved midway pequivocal results are
obtained.

14.1f necessary, the investigator may be invited tespnt the protocol or offer
clarifications in the meeting. Representative &f ffatient groups or community
can be invited during deliberations to offer theewpoint.

15.Subject expert/s may be invited to offer their \8evibut expert/s should not
participate in the decision making process. Howeliex / her opinion must be
recorded.

16.The proceedings of the SRC meetings will be docuereand signed by the all
the members attended that particular meeting.

17.The proceedings of the IEC meetings will be docuedrand signed by the
Member Secretary and Chairperson.

446 AFTER THE SRC/IEC MEETING
4.4.6 (A) Preparingthe minutesand the decision letters

For SRC
» The Chairperson/Vice-Chairperson of SRC with thdép hef IRB staffs will
compile the proceedings of SRC meeting in a conagkeasy-to-read style and
will e-check, grammar and context of the writtemuies.

» The minutes of the meeting will be compiled withimveek.



For IEC

» The Member Secretary will compile the proceedingfE€ meeting in a concise
and easy-to-read style and will e-check spellinggngnar and context of the
written minutes.

» The minutes of the meeting will be compiled withimveek.

4.4.6 (B) Approval of the minutes and the decision

4.4.

4.4.

For SRC

» The minutes of the SRC meeting will be signed byhed members who attended
that particular meeting and finally the Chairpersathsign it.

» The minutes of the SRC meeting will be ratified célenically before final
signature by the Chairperson.

» The SRC decisions will be communicated to the Rle-mail initially.

For IEC

» The minutes of the IEC meeting will be signed byni\ber Secretary, IEC and
Chairperson, IEC.

» The minutes of the IEC meeting will be ratifiedtire subsequent IEC meeting.

» The IEC decisions will be communicated to the Bigimail initially.

6 (C) Filing of the minutes of the meeting

» Place the original version of the minutes in theetimg file and copy of the
minutes are filed in the corresponding researckopub file.

7 COMMUNICATING DECISION

For IEC

1.

No

The decision will be communicated in writing to tRg preferably within a period
of 10 days of the IEC meeting at which the decisias made.

2. The communication of the decision will include, mihot limited to, the following,
3.
4. The clear identification of the protocol of the posed research or amendment, date

MCCC Project No. and title of the research proposakewed

and version number (if applicable).

The names and specific identification number versimumbers/dates of the
documents reviewed, including the potential redeaparticipant information
sheet/material and informed consent form.

The name and title of the Principal Investigatdre hame of the site(s)

The date and place of the decision, A clear statéwfghe decision reached



8. Validity of approval usually will be yearly for nmtijyear projects, however may
change on case to case basis.

9. Any suggestions by the IEC.

10.A conditional decision (i.e. approval with recomrdations or modifications,
suggestions for revision and the procedure, angrotguirements by the IEC), will
be valid only for six months from the date of isxfeletter. If the Pl does not
comply with the IEC suggestions during these thremnths, a reminder will be
issued. The modifications will be re-reviewed by rver Secretary, IEC or
primary reviewer/s and /or may be referred for folbard review ANXS3-
VERL/SOPO04/VERL).

11.In the case of a positive decision, the Pl is redifof the following requirements
through an approval letteANX2-VERL/SOP04/VERL)

* a statement of the responsibilities of the Pl;egoample, confirmation of the

* acceptance of any requirements recommended b¥®e |

» submission of progress report(s) decided on casade basis, usually yearly.

» the need to notify the IEC in cases of protocol admeents (other than
amendments involving only logistical or adminigirataspects of the study)

* the need to notify the IEC in the case of amendmtnthe recruitment material
like the potential research participant informationthe informed consent form
the need to report serious and unexpected adveesgserelated to the conduct
of the study

 the need to report unforeseen circumstances, tin@n@ion of the study, or
significant decisions by other IEC

* the information the IEC expects to receive in ottdgperform ongoing review

* the final summary or final report

* the schedule/plan of ongoing review by the DSMBmfnsored trials

12.In the case of a negative decision, the reasonsldhme clearly stated in the
communication to the PI.

13.The PI will also be notified of the duration of tapproval, which will not exceed
one year.

14. All decision and approval letters will be signedthg Member Secretary, IEC.

15.Every page of consent forms (English and Malayalahmvestigator initiated trials
and first page of ICFs of sponsored trials (Enghsikd Malayalam) will be signed
and dated by Member Secretary, IEC. These apprtvEd will be sent to the PI
along with the approval letter.

16.The Chairperson / Member Secretary, IEC, will sagrd date the approval letter
and approval certificate in the original researobtqcol.

For SRC
Each and every proposal must have an SRC clearance.
1. The decision will be communicated in writing to thg preferably within a period
of 10-15 days of the SRC meeting at which the deti&as made.
2. The communication of the decision will include, mihot limited to, the following,
3. MCC Project No. and title of the research proposaiewed



4. The clear identification of the protocol of the posed research or amendment, date
and version number (if applicable).

5. The names and specific identification number versimumbers/dates of the
documents reviewed, including the potential redeaparticipant information
sheet/material and informed consent form.

6. The name and title of the Principal Investigatdre hame of the site(s)

7. The date and place of the decision, A clear statéwfehe decision reached

8. Validity of approval usually will be yearly for ntijyear projects, however may
change on case to case basis.

9. Any suggestions by the SRC

10.No conditional decision (i.e. approval with reconmdations or modifications,
suggestions for revision and the procedure, angrathquirements by the SRC),
will be valid for SRC Clearance. In case any madifion required, the office of
IRB will intimate and request for the same by edraad will request for a modified
version for submission in the Office of IRB. A déad for such submission will be
indicated clearly on the mail. The modifications llwbe re-reviewed by
Chairperson, SRC or primary reviewer/s and /or rbayreferred for full board
review or IEC clearance, if necessary.

11.A positive decision, the PI is notified of the fmNing requirements through an
approval letter ANX4-VER1L/SOP0O4/VER1). In case of negative decision no letter
will be issued, Office of IRB will e-mail such ds@ns to the Pl and corresponding
proposal will be discarded within 7 days from thea@l communication.

12.In case a proposal is forwarded by SRC and recordeteio IEC for ethical
review, a letter of decision will be communicated the PI ANX5-
VERL/SOPO04/VERL).

References
1. International Conference on Harmonization, Guidameesood Clinical Practice
(ICH GCP) 1996 Retrieved from- http://www.ich.or@B/media/MEDIA482.pdf
2. World Health Organization, Operational Guidelines Ethics Committees that
Review Biomedical Research, (Geneva 2000)- Rettievefrom-
www.who.int/tdr/publications/Publications

GLOSSARY

Agenda: A list of things to be done; a program of businfesthe meeting

Minutes: An official record of proceedings at a meeting

Quorum: Number of members required to act on any progossented to a committee

for action.



ANX1 -VER1/SOP04/VER1

I.  Agenda format
.  Minutes
lll.  Projects for Initial Review
IV.  Amendments
V. Letters
VI.  Minutes of DSMB & SAEs (It Applicable)

ANX2 —-VER1/SOP04/VER1
FORMAT FOR APPROVAL LETTER OF ETHICSCOMMITTEE

IEC File No. Date: Month Day-Year (e.g. Januaty-2013)

To

Dr./Mr./Mrs

Principal Investigator,

Malabar Cancer Centre, Thalassery.

Sub.: Decision Forwarding-IEC Meeting-MCC-Reg.

Ref: Project No./Title

Dear Dr./Mr./Mrs........cccccvvvvviinnnnnn. ,

The Institutional Ethics Committee of Malabar CanCentre reviewed and discussed

your application (dated) to conduct the researgtiyséentitled “ " during the
IEC meeting held on (date).

The following documents were reviewed and appraved
1. Project Submission form.

2. Study protocol (including protocol amendments)gedat , version no(s).

3. MCC-Scientific Review Committee approval letteretht

4. Patient information sheet and informed consent foneluding updates if any) in
English and/Vernacular language.

5. Investigator’s brochure, dated , version no.

6. Proposed methods for patient accrual including dbegnent(s) etc. proposed to
be used for the purpose.

7. Current CVs of Principal investigator, Co-investma

8. Package inserts



9. Insurance policy/compensation for participation &nrdserious adverse events
occurring during the study participation.

10. Investigator’'s Agreement with the sponsor

11.Investigator’s undertaking

12.DCGI/DGFT approval

13.Clinical Trial Agreement (CTA)/Memorandum of Undensding (MOU)/Material
Transfer Agreement (MTA), if applicable

The following members of the Institutional Ethicsnomittee (IEC) were present at the
meeting held on Date Place

Name of Member/Position on IEC/Affiliation/Gender
Chairman of the Ethics committee
Member secretary of the ethics ¢tieenm
Name of each member with designatio

The Research Proposal is approved in its preséoted The approval is valid until one
year from the date of sanction. You may make ae@vritequest for renewal / extension
of the validity, along with the submission of anhstatus report.

Following points must be noted:

1. IEC should be informed of the yearly progress efstudy.

2. IEC has approved recruitment of __ patients andtudy.

3. PI and other investigators should co-operate fwityh DSMB, who will monitor

the trial

from time to time.

The decision was arrived at through consensush8ieRl nor any of proposed

study team

members was present during the decision makingeof&C.

At the time of PI's retirement/intention to leaveetinstitute, study responsibility

should be transferred to colleague after obtairdlegrance from HOD, Status

report, including accounts details should be suieahito Secretary, DSMB and
extramural sponsors.

8. The IEC functions in accordance with the ICH-GCRIRISchedule Y
guidelines.

9. In case of any new information or any SAE, whichildoaffect any study, must
be informed to IEC, DSMB and sponsors. The Pl shoeport SAEs occurred for
IEC approved studies within 7 days of the occureeoicthe SAE. If the SAE is
‘Death’, the Office of IRB will receive the SAE reportirigrm within 24 hours of
the occurrence.

10.In the events of any protocol amendments, IEC nhestinformed and the
amendments should be highlighted in clear ternislbsvs:

ok

No



a. The exact alteration/amendment should be spediiretiindicated where the
amendment occurred in the original project. (Pagedtause no. etc.)

b. Alteration in the budgetary status should be cjemdicated and the revised
budget
form should be submitted

c. If the amendments require a change in the consemt, the copy of revised
Consent
Form should be submitted to Ethics Committee farapal.

d. If the amendment demands a re-look at the toxaityide effects to patients,
the same should be documented.

e. If there are any amendments in the trial desigeseéimust be incorporated in
the protocol, and other study documents. Thessedwilocuments should be
submitted for approval of the SRC and IEC, onlynthean they be
implemented.

f.  Approval for amendment changes must be obtaineat pyiimplementation
of changes. Without including all the above pointise amendment is
unlikely to be approved by the Ethics committee.

g. Any deviation/violation/waiver in the protocol must informed to the IEC.

Thanking You,

Yours Sincerely,

Member Secretary,
Institutional Ethics Committee IRB OFFICE ROUND SEAL
OFFICE SEAL



ANX3 -VER1/SOP04/VER1

FORMAT FOR CONDITIONAL APPROVAL FOR PROJECT/AMENDMENTS

IEC File No. Date:
Conditional Approval

Dr./Mr./Mrs...
Principal Investigator,
Malabar Cancer Centre, Thalassery

Sub.: Decision Forwarding-IEC Meeting-MCC-Reg
Ref: Project No./Title

Dear Dr./Mr./Mrs....

The above referenced project was tabled, reviewddlascussed during the Institutional
Ethics Committee meeting held on date/time/place

List of documents reviewed.

1.

2.

The following members attended the meeting.

1.

2.

The committee suggested the following:

a.

b.

C.

The approval will be granted subject to the conma@with all the above suggestions of
the IEC.

Kindly resubmit the two copies of revised propasatlocuments within three months for
re-review.

This conditional approval isvalid only for SIX months from the date of issue of
letter.

Thanking you,
Yours sincerely,

Member Secretary, IEC IRB OFFICE ROUND SEAL
Office Seal



ANX4 -VER1/SOP04/VER1

FORMAT FOR APPROVAL LETTER OF SRC
(In case of Retrospective studies, Audits, etc.)

SRC File No. Date: Month Day-Year (e.g. Januafy-2013)

To

Dr./Mr./Mrs

Principal Investigator,

Malabar Cancer Centre, Thalassery.

Sub.: Decision Forwarding-SRC Meeting-MCC-Reg.

Ref: Project No./Title

Dear Dr./Mr./Mrs.......cccccvvvvvinnnnnnn. ,

The Scientific Review Committee of Malabar Cancentte reviewed and discussed

your application (dated) to conduct the researatiysentitled “ " during the
SRC meeting held on (date) at the Malabar Cancetr€erlhalassery

The following documents were reviewed and appraved
1. Project Submission form.

2. Study protocol (including protocol amendments)gedat , version
no(s).

3. Investigator’s brochure, dated , version no.

4. Proposed methods for patient accrual including dbeeent(s) etc. proposed

to be used for the purpose.
Current CVs of Principal investigator, Co-investma
Package inserts, if applicable

Investigator’s undertaking

© N o O

HOD'’s approval, No objection from Cancer Registgpartment if registry
data is under utilization.

The Research Proposal is approved by SRC in isepted form.

The approval is valid until one year or mentionealg duration (whichever is earlier)
from the date of sanction. You may make a writtguest for renewal / extension of the
validity, along with the submission of annual statepport.



Following points must be noted:

1. No clinical intervention for the purpose of thedtus allowed in the proposed
study site.
2. A study Completion Report must be submitted to @#ice of IRB after

completion of the study.

Thanking You,

Yours Sincerely,

Chair person*
Scientific Review Committee IRB OFFICE ROUND SEAL
OFFICE SEAL

*NOTE:
In case the Chairperson is a PI, the Vice-Chairpersof SRC will sign the letter.



ANX4 -VER1/SOP04/VER1

FORMAT FOR APPROVAL LETTER OF SRC
(In case of Prospective Study Proposals)

SRC File No. Date: Month Day-Year (e.g. Januafy-2013)

To

Dr./Mr./Mrs

Principal Investigator,

Malabar Cancer Centre, Thalassery.

Sub.: Decision Forwarding-SRC Meeting-MCC-Reg.

Ref: Project No./Title

Dear Dr./Mr./Mrs.......cccccvvvvvinnnnnnn. ,

The Scientific Review Committee of Malabar Cancentte reviewed and discussed

your application (dated) to conduct the researatiysentitled “ " during the
SRC meeting held on (date) at the Malabar Cancetr€erlhalassery

The following documents were reviewed and appraved
1. Project Submission form.

2. Study protocol (including protocol amendments)gedat , version
no(s).
3. Investigator’s brochure, dated , version no.

4. Proposed methods for patient accrual including dbeeent(s) etc. proposed
to be used for the purpose.

5. Current CVs of Principal investigator, Co-investma

6. Package inserts, if applicable

7. Investigator’'s undertaking

The Research Proposal is approved by SRC in isepted form and forwarded to IEC,
MCC for ethical review.



Following points must be noted:
1. You are requested not to start the study until#t clearance is obtained

2. Please keep in touch with the Office of IRB for tR€ status of your study
proposal

Thanking You,

Yours Sincerely,

Chair person*
Scientific Review Committee IRB OFFICE ROUND SEAL
OFFICE SEAL

*NOTE:
In case the Chairperson is a PI, the Vice-Chairpersof SRC will sign the letter.
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CHAPTER 5

Continuous Protocol Review

5.1 PURPOSE

The purpose of continuous protocol review is to itworthe progress of the study which
was previously approved; not only for the changaistb ensure continued protection of
the rights and welfare of research subjects.

Continuing review of the study may not be conductesbugh an expedited review
procedure, unless
1) the study was eligible for, and initially reviewbg, an expedited review procedure;
Or
2) the study has changed such that the only activiteesaining are eligible for
expedited review.
3) Continuing review of research previously approvegdtlie convened IRB (e.g., not
originally subject to expedited review) may be iblig for expedited review:
(a) Where
* the research is permanently closed to the enrotlimfemew subjects;
« all subjects have completed all research-relateshiantions; and
* the research remains active only for long-ternofetup of subjects;
Or
(b) Where no subjects have been enrolled and niti@uk risks have been identified,;
Or
(c) Where the remaining research activities ar@didnto data analysis.

4) Minor changes in previously approved researchnduthe period covered by the
original approval: Where the research is permageasitised to the enrolment of new
subjects; all subjects have completed all resesafetted interventions.



5.2 SCOPE

This SOP applies to conducting continuing revievgtoflies involving human subjects at
intervals appropriate to the degree of risk butlass than once a year. Depending upon
the degree of risk to the participants, the natdithe study, the vulnerability of the study
participants and duration of the study, IRB may ad® to review the study more
frequently.

5.3 RESPONSIBILITY

It is the responsibility of the IRB, MCC, to sendminders to PIs regarding the
submission of Continuing Review Application/Ann&atus Report.

All the approved studies will be reviewed annuallfhe Chairperson, IRB-IEC, is
responsible for determining the date of continuiegew if the project will be reviewed
more frequently in the year. This decision is taldlenng the IRB-IEC meeting wherein
the project is finally approved.

IRB is primarily responsible for reviewing the syugrogress, the occurrence of
unexpected events or problems, and the rate ouakcof participants. The protocol,
informed consent documents and assent documentexamined to ensure that the
information remains accurate. The IRB has delegttisdesponsibility of initial detailed
review of Continuing Review Application to Data 8aty and Monitoring Board
(DSMB). The IRB has the same options for decisicskimy on a continuing review
application as for an initial review applicationhd decision is made as, approval to
continue the study; approval with conditions; aagiproval.

5.4 DETAILED INSTRUCTIONS
5.4.1 Determination the date of Continuous Review:

a) The Office of IRB will look through the master fil& projects approved by the
IRB for the due date of continuous review

b) The Office of IRB should receive the continuousieewr application well in
advance i.e., 10 months after final IRB approval

5.4.2 Notify the Principal Investigator or the stug team

» Reminders in writing/email are sent from Office tRB to the Principal
Investigators on every two months basis for subions®f an annual status
reports/ Continuous Review applications for prggeitiat were approved by IRB
previously.

» Principal Investigator should submit three hardiesmf the report (1+2) and a
soft copy.

5.4.3 Management of Continuous Review ApplicationGRA) upon receipt



v' The Office of IRB will receive the Continuous Rewié\pplication submitted by
the Principal Investigator for each approved study.

v Upon receipt of the Continuing Review Applicatitine Office of IRB of the IRB
will perform the following (as per instructions $OP03/VER1)

5.4.4 Verify the contents of the package

I.  Continuing review applications will be checked foompleteness before
submission to DSMB
. The Office of IRB will check for duly complete amglgned application by
Principal Investigator.
. An original copy with 2 photo copies and a softepll be submitted

5.4.5 Review of Continuous Review Application (CRA)

» The DSMB secretary will review the Continuing reviédpplication and will
record his/her comments on the application andsémee will be forwarded to the
IRB Secretary

* In case any clarifications or queries are raisedhleySecretary, DSMB, the same
will be intimated to Pl and reply will be awaited.

 The IRB Secretary will decide whether to table #pplication along with the
comments of the DSMB and Principal Investigatoesponse in the next full
board meeting or expedited review meeting.

5.4.6 Prepare meeting agenda

The Office of IRB will follow procedures on the jparation of meeting agenda and place
the forwarded Annual Progress Report/Continuingi®&eApplication on the agenda for
the full board/expedited review meeting of the IRB

5.4.7 Review Process

» The IRB-IEC Chairperson/ Member Secretary/ membelisuse the Continuing
Review Application Form ANX1-VERL/SOPO05/VER1) to guide the review and
deliberation process.

The IRB members could arrive at any one of thio¥ahg decisions at the IRB meeting:
1. Noted and the project can be continued withoutraaglifications
2. Modifications recommended - Studies for which migdifions have been
suggested by the IRB-IEC may not proceed untilciraditions set by the
IRB have been met. Studies should be amended dmditsed to the IRB
within one month for re-review
3. Disapproved.

» The decision regarding the approval/recommendedfroations/disapproval will
be noted and documented in the minutes of the ngees recorded by the
Member-Secretary of IRB-IEC, MCC.



» The IRB Office of IRB will maintain minutes of thmeeting relevant to the
continuous review as part of the official recordlue# review process.

5.4.8 Store original documents

The Office of IRB will file the continuous review imaster file of the research study.
5.4.9 Communicate the IRB decision to the Principdnvestigator

The Office of IRB will notify the Principal Invegator of the decision. If IRB has
recommended modifications, the decision will beifreat to the Principal Investigator
and he/she will be requested to resubmit the ratedacuments within 1 month for the
approval till then the project is suspended. Ppaktinvestigator will be communicated
about the decision within 14 working days aftertiautes are finalized.

References

1. World Health Organization, Operational Guidelines Ethics Committees that Review
Biomedical Research, (Geneva 2000) www.who.inftaslications/publications/

2. International Conference on Harmonization, GuidaooeGood Clinical Practice (ICH
GCP) 1996- http://www.ich.org/LOB/media/MEDIA482fpd



ANX1-VERY/SOPO5/VER1

CONTINUOUS REVIEW APPLICATION (CRA)
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 Ifafial

PART-l
MCC Study No.:
Date of Registration
Protocol title:
Principal Investigator:
Phone No:
Email Id:
Institute:

Source of funding: Intramural / Extramural | If ex tramural which

Account No:

In case of a Pharma funded studied please provide

Sponsor Name:

Address:

Phone No: Email:

Date of IRB approval:

Start Date of study:

If the start date is > 6 months from the IRB apptalate kindly provide the reasons for the
same

Duration of study(overall) :

No of study arms:




CONTINUOUS REVIEW APPLICATION (CRA)

PART-II

1) Project Status

* Ongoing (Kindly select one option from below)
_____Active Enrollment ongoing
____Accrual completed /Follow-up ongpi
» Suspended (If ‘Suspended’ state Reason and prdeitdeof suspension)

2) Provide the date of last status review report subrttied to IRB for this project

(State NA if this is thet Status report)

3) Summary of Protocol participants
o Target accrual of trial (entire study)
o Total patients to be recruited at MCC

0 Screened:

0 Screen failures:

o Enrolled:

o Consent Withdrawn: Reasona@kttin format below)
o Withdrawn by PI: Reasontdét in format below)

o Active on treatment:

o Completed treatment :

o Patients on Follow-up:

o Patients lost to follow up:
o Any other:

0 Any Impaired participants

None
Physically
Cognitively
Both

Y VVY

MCC Case Nc¢ Reason for withdraw




4) a) Have any SAEs been noted since the lastsstaport?
* YES/ NO
If “Yes’, attach in format below

MCC Case N SAE Even Report Typ: StudyArm Submission dat
to DSMB

b) In case of multicentre trials state whether repof offsite SAEs have been
submitted to the IRB —

* Yes/No
5) Have any Deviations/Violations been noted sithegast status report?
* YES /NO
If “Yes’, attach in format below
MCC Case Nc Type of Deviatiol Study Arrr Date of Submissic
PART-III
6) Have there been any Protocol amendments siststitus report?
* YES /NO

If 'YES', were these Protocol Amendments awed by IRB?
* YES /NO

If 'YES', please provide in format below

7. a) Have any Informed Consent documents beemdea since the last status report?
YES /NO
b) If ‘YES’, were these Informed Consent Document admants approved by IRB?
YES /NO
c) If 'YES/, fill in format below

d) If the amendments were approved by IRB then plete whether all the patients were re-
consented on the amended ICF on the next schedisied
YES/NO

Amendment No. Version Date | Date of Submissic Date of Approve




8) Is the recruitment on schedule?
* YES /NO
(If ‘NO’, please attach a sheet giving reasand your plans to improve accrual)

9) Have there been any changes in the participgmilption, recruitment or selection criteria sitice
last status report was submitted to IRB?

* YES /NO
(If 'YES', Kindly attach a sheet explainitige changes)
10) Have any participants withdrawn from this study during the last one year?
* YES /NO
(If 'YES’, Kindly attach a sheet statingasons for drop-outs)

11) Have any participating investigators been aduedkleted since the last status report was stdmmn
to IRB?

* YES /NO
(If 'YES’, Kindly attach a sheet with details @agling the changes)

12) Have any new collaborating sites (institutiomsgn added or deleted since the last status neper
submitted to IRB?

* YES /NO

(If 'YES’, kindly give details in the attached s

13) Does the protocol have an inbuilt monitoring plan?
e YES/NO

(Kindly mark the above as ‘No’ in case of an Inigestor initiated study wherein there is no external
DSMB to monitor the data generated. The study lvélthen monitored by DSMB, TMH)

14) When was study last monitored?

Date of monitoring ___ / / __ (IM/YYYY)
Monitored by

Number of subjects monitored




15) Is the Data Safety and Monitoring Board repwelable?
« YES /NO (If'YES', submit as an attachment)

16) Did the monitoring team have any adverse consmegarding the study
* YES /NO (If, 'YES’, please attach a cogtlteir comments)

17) Is the report on interim data analysis avadabl
* YES /NO (If 'YES’, kindly submit as an atthment)

18) Has any information appeared in the literat@@, evolved from this OR similar research that ri
affect the IRB evaluation of the risk/benefit arsgyhuman subjects involved in this protocol?

« YES /NO (If "YES kindly attach a sheet proirgd the details)

19) Has there been any presentation/publicatiaiedlto the data generated this trial?
* YES /NO (If,"YES', kindly attach a sheet ensilog the details)

20) Details regarding the budget

Total budget proposed for the project (inRs.)

Total budget sanctioned for the project (in Rs.)

21) Have any investigators developed an equityosgltative relationship with a source relatechis t
protocol that might be considered as conflict oéiast?

* YES /NO (If YES, kindly append a statementistlosure for the same)

SIGNATURES:

Principal Investigator:

Signature with Date :




ANX2-VERY/SOPO5/VER1

Reminder letter by the IRB to investigator
(Will be communicated twice as Reminder 1 & Reminder 2, respectively, through e-mail in two
consecutive weeks)

Name of Principal Investigator:-
Address of Principal Investigator:-
Ref: - MCC Project Title: XXXXXX

The above referenced project was approved bytBBCon /[ andis
due for continuing annual review by the IRB.

Kindly submit the continuing review applicationthe earliest.
Thanking you for your co-operation,

Yours truly,

Secretary,
Data Security & Monitoring Sub-Committee
Institutional Review Board, MCC



ANX3-VERY/SOP 05/VER1

Format for Continuing review Approval Letter

Date
To
Dr.
Principal Investigator,
Malabar Cancer Centre

Sir,
Subject: Continuing Review Approval-reg.

Ref.: Project No./ Title

The Continuing Review Application for the aboveereinced project was tabled and
discussed during the IRB Institutional Ethics Comtea (IRB-IEC) meeting held on date
(place) (time)

The following members of the IRB-IEC were present:
IRB-IEC comments were as follows:

Status: IRB approved the continuation of the stiapyproved with modifications/Not
approved

This decision was taken by consensus. Neither ipahénvestigator nor any of study
team members participated during the decision ngakifi the IRB-IEC of Malabar
Cancer Centre.

Thanking you,

Yours faithfully,

Member-Secretary,

Institutional Ethics Committee (IEC)

Institutional Review Board (IRB)
Malabar Cancer Centre, Thalassery
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CHAPTER 6

Review of Protocol Deviation/ Violation/
Waiver/ Non-Compliance

6.1 PURPOSE

To provide instructions for taking action and maining records, when investigators/
trial sites, fail to —
» follow the procedures written in the approved pcoto
» comply with national / international guidelines tbe conduct of human research,
including those who fail to respond to the IRB, M@&Quests

6.2 SCOPE

This SOP applies to all IRB, MCC approved researciiocols involving human
subjects.

6.3 RESPONSIBILITY

1. Office of IRB is responsible for receiving deviatg/violations/waiver reports as per
(ANX1-VER1/SOPO6/VERBubmitted by the PI and placing it on agenda hef t
meeting. Reporting of deviation/ non-complianceation/waiver in any other
reporting format will not be accepted.

2. IRB members should review and take action on sepbrts.

6.4 DETAILED INSTRUCTIONS
6.4.1 Detection of Protocol deviation/ non-compliaze/ violation/waiver

6.4.1.(a) The IRB members performing monitoring of the pobjat trial site can
detect protocol deviation/non-compliance / violatid the project is —



> not conducted as per protocol / national / inteomat regulations
> when scrutinizing annual / periodic reports / S&Rarts
> any other communication received from the Investigatrial site
/ sponsor /  study monitor / CRO
6.4.1 (b)The Office of IRB can detect protocol deviatiamoh-compliance /
violation from failure to

> comply with statutory requirements
> respond to requests from IRB within reasonable timé
> respond to communication made by IRB office, MCC

6.4.1.(c) The PI himself / herself may forward protocol @d¢wn / non-

compliance/violation / waiver reports to inform tiB.

Protocol Waiver is analogous to a Protocol Devigtiexcept that prior
IRB approval must be obtained before implementihg nhecessary
departures from the protocol. Therefore, Protocolaiwdts are
anticipatory, while Protocol Deviations are notg.e.Protocol Waiver
means a prospective decision by a sponsor or igeést to permit
accrual of a subject who does not satisfy the aggatanclusion /exclusion
criteria for enroliment.

6.4.1.(d)Communication /complaint/information received froesearch participant
who has been enrolled or any individual who hashba&gproached for
enrollment

6.4.1(e) Any report / communication brought to the notddeMember-Secretary /
Chairperson of IRB-IEC. Communication received frahe Director,
MCC informing IRB-IEC about an alleged protocol kition / non-
compliance / protocol deviation.

6.4.2 Noting protocol deviation / non-compliance Violation / waiver by the Office
of IRB

» The IRB members who have performed monitoring gladicular trial site and
detect protocol deviation / non-compliance / viatwill inform the Secretariat
in writing within 24 hours [one working day].

» Whenever protocol deviation / non-compliance / aiimn has been observed, the
Secretariat will ensure that the issues as wellhasdetails of non-compliance
involving research investigators are included ie #genda of the IRB-IEC
meeting.

The deviations / violations will be scrutinized fgravity and implications in the formal
IRB-IEC meeting. The IRB decision will be commurigxto PI.



6.4.3 Board discussion, Decision and Action

» If the protocol deviation / non-compliance / viadat is detected by IRB member
during monitoring visit he/she will present the foa| deviation / noncompliance
Iviolation information.

> If detected by Office of IRB / forwarded by PI, tirecharge of IRB office will
present the protocol deviation / non-compliancelation / waiver information.

» The Chairperson / IRB-IEC members will review tindormation available and
take a decision depending on the seriousness eidlaion.

» The decision will be taken to ensure that the gafeid rights of the research
participants
are safeguarded. The decision will be taken by @uwsiss and if no consensus is
arrived at, voting may be conducted.

The actions taken by IRB could incluae or more of the following:

i. Inform the PI that IRB-IEC has noted the violatidnrnoncompliance /
deviation and inform the Pl to ensure that devieid noncompliance /
violations do not occur in future and follow IRB@Eecommendations.

i. Enlist measures that the Pl would undertake to renslnat deviations /
noncompliance /violations do not occur in future.

iii. Reprimand the PI

iv. Call for additional information

v. Suspend the study till additional information is deaavailable and is
scrutinized

vi. Suspend the study till recommendations made bylRRIEC, MCC are
implemented by the Pl and found to be satisfadigrthe IEC
vii.  Suspend the study for a fixed duration of time
viii.  Inform the Director, MCC
iX. Revoke approval of the current study
X. Inform DCGI / Other relevant regulatory authorities
xi. Keep other research proposals from the PI/ Co-Béuabeyance
xii. Review and / or inspect other studies undertakeRIlyo-PI

6.4.4 Notify the investigator

» The Office of IRB records the IRB-IEC decision dsafnd types a notification
letter.
The Chairperson / Member-Secretary of IRB-IEC siand dates the letter.
The Office of IRB makes four copies of the notifioa letter.
The Office of IRB sends the original copy of thdification to the investigator.
The Office of IRB sends a copy of the notificatitm the relevant national
authorities and other trial sites, in case of rcdtmtric trial.
The Office of IRB sends the fourth copy to the ssmror the CRO of the study.

YVVY
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6.4.5 Records and follow up to be kept by IRB Sedariat

Keeps the last copy of the notification letterhie thon-compliance’ file.

Stores the file on the shelf with an appropriabela

Follows up the action after a reasonable time.

Maintains a file that identifies investigators whe found to be non-compliant
with national / international regulations or whal @ follow protocol approval
stipulations or fail to respond to the IRB-IEC regqufor information/action

YV VY

1. World Health Organization, Operational Guidelines Ethics Committees that
Review
Biomedical Research, (Geneva 2000) www.witidr/publications/publications
2. International Conference on Harmonization, Guidameesood Clinical Practice
(ICH GCP) 1996- http://lwww.ich.org/LOB/media/MEDI&2.pdf

GLOSSARY

Deviation / on-compliance / Violation: The Institutional Ethics Committee (IEC) of IRB,
MCC, monitors whether investigators do not perfaha study in compliance with the
approved protocol, ICH GCP, FDA regulations andéirto respond to the IEC request
for information/action.

Waiver: Protocol Waiver is analogous to a Protocol Dewrgtiexcept that prior IRB
approval must be obtained before implementing tbeessary departures from the
protocol.



ANX1-VER1/SOPO6/VER1

WAIVER (W) /VIOLATION (V) /DEVIATION (D) : Reportin g Form
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery - 670 103ndia

Specify if W/V/D :

Nature:

1 Minor 1 Major [__1Other (Tick whichever
applicable)

Date of Occurrence (DD/MM/YYYY ) [Not applicable in case of waiver]

No. of similar W/V/D occurred during the same tria

Patient ID no.

MCC Project No.:

Project Title:

Details of W/V/D:

Action taken by PI1/Cao-P1/Co-I : (Not applicable in case of Waiver)

Impact on trial subjects: (Not applicable in case of Waiver)

Signature of the Pl with date

Name of the Pt
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CHAPTER 7/

Review of Reports on Serious Adverse Events (SAEs)

7.1 PURPOSE

The purpose of this SOP is to provide instructionghe submission of Serious Adverse
Events(SAEs) and unexpected events and review of SAEsiaegpected events for any
active Research Study approved by the IRB, MCC.

In course of studies, there are sometimes unaategprisks. Information that may throw
impact on the risk/benefit ratio should be promp#ported to and reviewed by the IRB
to ensure adequate & extra protection of the welfaf the study participants. The
unanticipated risks may as well include any evbat in the investigator’s / researcher’s
opinion, may adversely affect the rights, welfanel/ar safety of subjects included in the
study.

7.2 SCOPE

This SOP applies to the IRB review of SAE and umex@ed events reports, onsite and
offsite, including follow up reports submitted bwyvestigators or researchers. The
detailed instructions regarding on site and ofé SBAE revieware described in the
following section 7.4.

7.3 RESPONSIBILITY

The primary responsibility of the Data Safety andritoring Board (DSMB) /IRB is to
review and address SAEs and unexpected eventsingaisks to research participants.
Moreover, the board is well authorized, in addititmoffer mediation under appropriate
circumstances.

IRB should also make sure that researchers are raadee of the policies and
procedures concerning reporting and continuingengvequirements.



The Office of IRB is responsible for receiving tbemplete SAEs / unexpected events
reports and directing them to DSMB for detailedie#ex Following the DSMB meeting,
the Secretary, DSMB will then forward the minutéshe DSMB meeting to the IRB.
DSMB minutes are discussed in the subsequent IRBinge

Notifying the IRB/DSMB does not relieve the PI frdnis/her responsibility to notify the

sponsor and regulatory authorities, if any.

7.4. DETAILED INSTRUCTIONS

(A) On site SAEs

7.4.1 Instructions for PI

v

v

AN

7.4.2

PI1 shall report all SAE to the any two membersRB I(either SRC or IEC) that
accorded approval to the study protocol within 7rkig days of their
occurrence.

If the outcome of an SAE is ‘Deatthe DSMB should be notified within 24
hours of the knowledge of the PI. If a delay isextpd then the same should be
initially notified by email. A comment will be maden the SAE form regarding
the receipt of the information by Office of IRB.

In case the event is Death due to progressive shsitee event should be notified
in the SAE reporting format unless specified in pin@tocol.

If the patient is out of trial and on survival @ up the event should be notified
unless specified in the protocol.

SAE reports are received at IRB as one originalph@o copies+ soft copy.
Serious Adverse Event should be graded as @emimon Terminology Criteria
for Adverse Events’ (CTCAE Version 3.0/CTCAE Version 4.02).

Follow-up reports on the SAEs should be submittétinv 15 days of the initial
report or when any additional information regarditige event is available,
whichever is earlier.

SAE related activities before conducting IE@neeting

SAEs are received at the DSMB office as original amo photo copies and a soft
copy of the SAE.

The Office of IRB will verify that the reports amemplete, signed and dated by
the PI/CoPIl/Col and are checked for dates and s&mors in the SAE event
description, SAE event term and CTCAE grading .

In case the Office of IRB notes that the reporincomplete, the report will be
reverted back to PI by the consent of Member SacreDSMB.

The Office of IRB should receive the reports of SAdecurred for IRB approved
studies within 7 days of the occurrence of the SAE.

If the outcome of an SAE is ‘Death’, the Office IBfB should receive the SAE
reporting form ANX1-VERY/SOP 07/VER1) within 24 hours of the knowledge of
the PI.



7.4.3

In case of Death reporting, the hard copy is reeglwy DSMB & Office of IRB

else the soft copy is sent to DSMB secretary anfic©bf iRB for comments
within 24hrs of SAE reporting.

The SAE reported for death will be stamped “DEAT®# the right corner of the
1% page of SAE form for easy / immediate identificat

Actions to be taken by Member Secretary, IE

The Member Secretary, IEC, will review the SAE Repuwrite comments and
forward it to the Secretary, Data Safety & Managen&ub-Committee (DSMB),
immediately.

If the outcome of any SAE reported is ‘death’, Member Secretary, IEC, will
review the SAE report and forward it to Member $&my, DSMB within 1
working day for immediate action either as the haody or via email. If deemed
necessary, Member Secretary of IEC and Member @egrddSMB will review
the SAE, death, either in person, by e-mail or pietee and inform the
Chairperson, IEC.

Any queries raised are emailed to the PI for action

In case of urgency or if a particular significarend in serious unexpected and
related or unrelated events is observed on anly &imeeting may be held based
on comments and action suggested by the DSMB/Odfi¢BB.

SAE received in every month, scheduled to be dgsaisn the subsequent DSMB
meeting.

Two Lead discussants are assigned by Secretary BXSNMSAE Review.

It is ensured that the lead discussaiN@I A PART OF THE STUDY TEAM and
has NO conflict of interest.

Agenda is sent to Secretary, DSMB for finalizateord signature.

The original signed hard copy of agenda is filede Theeting agenda and SAEs
are sent to DSMB members.

7.4.4 After the DSMB review of SAE

>
>

>

After meeting, the Minutes are finalized by the fs&ry, DSMB.

The Office of IRB will send a formal letter signé&y DSMB Secretary to the
investigator/s with instructions for specific acttoas per the DSMB decision.

In case a Pl fails to respond to the DSMB lettee, matter will be discussed at the
next full board IRB meeting and a decision will ta&en for specific action by
simple majority. The IRB secretariat will send tletter and file a copy of the
letter in the master file of the research protocol.

The original signed hard copy of Minutes of meetisdfiled in the DSMB
AGENDA and MINUTESfile

Minutes are ratified in the next DSMB meeting. Thply to DSMB queries from
Pl are reviewed by Secretary DSMB, These repliesdéscussed in the meeting
next scheduled DSMB meeting and may be forwardetR® in case further
opinion is required. (Decision Pending)



» The Member Secretary will table the DSMB minutesalthincludes SAE review,

at the next scheduled IRB full board meeting.

7.4.5 During the IRB meeting

>

On site SAEs
The Secretary, DSMB will inform all the IRB membesbout the SAEs and
actions taken. The minutes of DSMB meeting willdscussed.

If appropriate, specific action or combination atians will be taken, based on
the consensus decision of the IRB discussion. Szfméich are listed below:

Note the SAE report in the IRB records if infornaatisubmitted is found to be
adequate

Direct the PI to inform participants already eredlin the study about the SAE
and request them to undertake additional visitsditeshal procedures,
additional investigations, etc. as per recommendati

Direct the PI to inform participants already eredlin the study about the SAE
and obtain their consent regarding continuationthie research study, if
necessary.

Request further follow up information

Request additional details

Suspend enrolment of new research participants

Suspend the study for a fixed duration of time

Suspend the study till additional information igabed

Suspend the study till review is completed

Terminate the Study

Any Other action

7.4.6 Actions to be taken by Chairperson, IEC

v" The Chairperson, IEC, on basis of the informatiod aomments received from

the Member Secretary, IEC and DSMB, and applyinrg/ hier judgment will

direct the Office of IRB to any one or more actidisted below, but are not
limited to soliciting opinion of one or more expé@rtwriting. The information can
be provided to expert after he/ she/ they agrde(f#)e confidentiality clause and
abide by the rules and regulations of IRB. The expsuld be requested to
provide an opinion in writing within 2-14 workingags, depending upon the
gravity and seriousness of the matter.

v Calling for an Emergency Review by full board

This review should be initiated within 48 workingurs (2 working days) of
receipt of information.

This review could be done through a meeting, telmr@nce, email or
telephonic conversation.



» The IRB Secretariat will take appropriate step®mgure that IRB members
are informed about this full board meeting.

= Depending upon the complexity of the issue(s) im&d] the chairperson
could direct the Member Secretary, IEC, to invite @r more experts whose
opinion would be valuable. These experts couldigpéete after they agree to
the confidentiality clause and abide by the rules @egulations of IRB.

v Suspend trial-related procedures as listed by éweetariat suspending all trial
related procedures (except those intended for ysadetl well-being of the
participant) till further review by the IRB

v Suspending enrolment of new research participdhtsrther review by the IRB

(B) Off Site SAEs

Off Site SAEs where adverse event reports thatsareous, unexpected and related
(definitely, probably and possibly) to the drug dgeompt reporting to the IRB, MCC.
The SAEs that are expected (if listed in the infedmconsent) or unexpected but
unrelated to the drug (classified as per the Q# SAE Classification form -ANX2-
VERL/SOPO09/VERL) have to be logged by the Pl and to be submitieetly The
following log has to be maintained continuouslyiluthie end of the study.

Those off site SAEs which qualify for prompt repogt (classified as per the Off site
SAE Classification form —ANX2-VERL/SOPO07/VER1) will be reported to IRB
Secretariat, and forwarded to the Member-Secrelafy,and Secretary, DSMB.

If the IRB and DSMB need to review the offsite SAdports, the committee will request
copies of SAE reports at any time, as and whensseacg.

If a trend is observed in SAEs by PI, such a treitdbe reported to IRB Secretariat,
action on such reports will be taken by the MemBecretary, IEC and Secretary,
DSMB, as per 7.3-7.4

The Office of IRB will not accept the complete sét'Off site SAE reports” and/ or the
log. However, the IRB will accept the log of the Bstevery 3 months and/or at the time
of continuing review/ annual status report.

7.5 Off site SAEs

The Line listings submitted by Pl on a monthly/dady/biannual basis are filed by
DSMB as a detailed review of the same is out ofstape of IEC/DSMB.
It is the PI's responsibility to review the listsign detail and report if a trend is observed
and communicate the same to DSMB.
The offsite SAEs are received in the format as@P and one copy is acknowledged
and returned back to PI

» The soft copy is saved

» The same is entered in the Offsite SAE entry boolfiice of IRB.



>

>

The SAEs are checked and stamped ‘For DSMB/Noted-ile’ and then
forwarded to Member Secretary of IEC for signatenaéw

If any queries are raised by the IEC Member- Sacyethey are sent to Pl by
email or letters as applicable; else the OffsiteESAre filed in the respective
project files.

Depending on the trend observed by the PI, if gmpate, specific action or
combination of actions will be taken. Some of whaeh listed below:

= Note the SAE report in the IRB records if infornoatisubmitted is found to
be adequate

= Direct the PI to inform participants already eredllin the study about the
SAE and request them to undertake additional visidilitional procedures,
additional investigations, etc. as prescribed endmendment.

= Direct the PI to inform participants already eredllin the study about the
SAE and obtain their consent regarding continuaiiothe research trial, if
necessary.

» Request further follow up information

» Request additional details

» Recommend an amendment to the protocol, the ICBiciant information
sheet, investigator brochure and/ or any other chect.

= Suspend certain activities under the protocol (gvigibing on with activities

intended to protect the safety, well-being of mapants who have already

been enrolled);

Suspend enrolment of new research participants;

Suspend the study till amendments requested fthdIRB are accepted

Suspend the study for a fixed duration of time;

Suspend the study till additional information idabed;

Suspend the study till review is completed;

Terminate the study;

Any other action

7.6 DCGI Query on Serious Adverse Events

1)

2)

3)

Principal Investigator informs the DSMB about SAydery raised by Drugs
Controller General India (DCGI) requesting IRB dpmfor a SAE

DCGI queries on SAEs which are already discussedSMB and ratified in a
previous IEC meeting will be answered based oroffiion and findings of the
DSMB and IEC at that time. IEC discussion or opmiat that time will be
conveyed to DCGI and Principal Investigator. Thidl Wwe notified in the full

board meeting.

In potentially contentious issues, Member SecretalgC will inform
Chairperson, IEC and Chairperson may use his/lseration to bring it to the full
board IRB meeting. The reply to DCGI is sent witlbapy of same to Principal
Investigator.



1. World Health Organization, Operational Guidelines Ethics Committees that Review
Biomedical Research, (Geneva 2000)w.who.int/tdr/publicationg/publications/

2. International Conference on Harmonization, Guidamteésood Clinical Practice, (ICH GCP)
1996 - http://www.ich.org/LOB/media/MEDIA482.pdf

3. Schedule Y (Drugs and Cosmetic Act 1940; amendretit January 2005) Retrieved from-
http: /imww.cdsco.nic.in/html/Schedule-Y 20 (Amended 20Version- 2005)

4. "Adverse Event Terminology” by Norman M. Goldfaribiournal of Clinical Research Best
Practices, Vol. 8, No. 7, July 2012.



GLOSSARY

Adverse Event (AE)

Any untoward medical occurrence in a patient omicdl investigation subject
administered a pharmaceutical product and whichs de# necessarily have a causal
relationship with this treatment. An adverse e(&t) can therefore be any unfavorable
and unintended sign (including an abnormal labeyafmding), symptom, or disease
temporally associated with the use of a medicimalestigational) product, whether or
not related to the medicinal (investigational) prod(see the ICH Guideline for Clinical
Safety Data Management: Definitions and StandardExpedited Reporting).

Adverse Drug Reaction (ADR)

In the pre-approval clinical experience with a n@edicinal product or its new usages,
particularly as the therapeutic dose(s) may nadtablished: all noxious and unintended
responses to a medicinal product related to ang dbsuld be considered adverse drug
reactions. The phrase —responses to a medicinal productl means that a causal
relationship between a medicinal product and aremdvevent is at least a reasonable
possibility, i.e. the relationship cannot be ruted.

Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (SADR)

Any untoward medical occurrence that at any dossults in death, is life-threatening,
requires inpatient hospitalization or prolongatioinexisting hospitalization, results in
persistent or significant disability/incapacity,is a congenital anomaly/birth defect.

I nvestigational New Drugs (IND)

Investigational New Drugs means substances witbniatl therapeutic actions during the
process of scientific studies in human in ordeveafy their potential effects and safety
for human use and to get approval for marketing.



ANX1-VERY/SOPO7/VER1

SERIOUS ADVERSE EVENT REPORT

Malabar Cancer Centre, Thalassery
PIN-670 103, India

MCC Project No.:

As per ICH-GCP:

Serious Adverse Event (SAE) or Serious Adverse Ragction (Serious ADR) is Any untoward medica|
occurrence (due to the participation in the coneetnial) that at any dose that:

e results in death,

« is life-threatening,

* requires inpatient hospitalization or prolongataf existing hospitalization,

« results in persistent or significant disabilindapacity,

or

* is a congenital anomaly/birth defect

Investigator(s) shall report all SAE to the Sponaithin 24 hours and to the Ethics Committee witfir
working days of their occurrence. In case of DeditnDSMB should be notified within 24 hrs of th
knowledge of the PI. If a delay is expected kinallyify the same by email.

1.Title of the Project:

2. Name of the PI :

3. Report Date:

Report type o Initial
o Follow up
If [lv-up report, state Date of Initial report

o Final

4.MCC Case No: 5a. Age | 5b.
Sex




6. Mention the total number of SAE (prior) occurredras site: & Other
Site(s)

7. Mention number of similar SAEs (prior) occurred fame study at this site:

Other site(s):

8. Does the Principal Investigator feel this SAE iated to participation in the trial

oYes o No o Possibly o Can't say

9.Tick whichever is applicable for serious advengent: (Kindly note that this refers to
IP/intervention being evaluated and NOT diseaseg®s)

A] o Expected Event o Unexpected Event
B] o Hospitalization o Increased Hospital Stay o Death o Others

In case of Death , state probable cause of death :

(If Others, please
specify):

C] o No permanent significant functional/ cosmetic innpegnt
o Permanent significant functional/ cosmetic impantn
o Not applicable

10.Cost of treatment/hospitalization for SAE was lgobpry,

o Patient o Institute o Sponsor/CRO o NA

Relevant Drug Information - IP Information

11. Relevant drug/IR include generic name )/device/intervention:

12 Dose: 13. Route(s) of Administration:
Dosage Form:




14. a)Therapy Dates(from/to): 14.b)Therapy Duration (in days):

15. Did the reaction declinafter stopping the drug/procedure (Dechallenge -challenge
information)

o YES o NO o NA

16.Concomitant drug(s) and date of administration:

Sr. Name of Drug Dose Frequency | Route of Administration Start Date End Datq
No.

17. Patient relevant Case history( e.g. diagnosiergi#s, Date of ICF and randomization):

Reaction Information

18. Description of adverse event (indicate if thigokow-up report and if so, include follow-up
information only)

19.a) Describe the medical treatment providedafif ) to the research subject: Th an update
on treatment given during htadation.

b) Lab Investigations/Blood investigations done:

TEST DATE RESULT




20.0utcome was

o resolved o ongoing o death

21.Was the research subject continued on therdspeotocol

o yes o no o NA Mark ‘NA’ in case of
death

22.1n your opinion, does this report require any altien in trial protocol?
O yes O no

If yes then please specify :

Name of PrincCipal INVEStIGator & ... ... ot e e e e e e ee e
Profession (SPECIAILY) & ..ot e e e e
Date:

Upon receipt of thisreport, the IRB/DSMB will decide whether additional information is needed
or whether further investigation of theincident isrequired

For IRB use only

I agree

disagree with the assessment of the principal tigegsr.

DSMB Reviewer date:

Explanation:




ANX2-VERY/SOPO7/VER1

OFF SITE SAFETY REPORTS CLASSIFICATION FORM

INSTITUTIONAL REVIEW BOARD
[ Malabar Cancer Centre, Thalassery

‘@m‘ PIN- 670 103, India

Note to the PI

The following questions will act as a guide for subsion of the “Safety Reports”. This form is
merely providing guidance for reporting / logginfgQff site Safety Reports’.

If the answer to all three questions ¥e%", prompt reporting is required and such off sit¢
safety reports need to be reported to IRB alonp thi¢ log.
If any one answer iNQ", it needs to be logged

This log should be submitted to the IRB Secretai@ry 3 months and/or along with Continuing
Review report.

Project No. :

Project Title:

Questions YES NO

Is adverse event serious?

Is adverse event related?

Is adverse event unexpected?

Date of reporting:
Signature of PI:

Name of the PI:



ANX3-VERY/SOPO7/VER1

Off Site Safety Reports Log

NOTE to PI:

1.
2.
3.
4.

5.

Please log in details of Off Site Safety Reports.

The following log has to be maintained continslgwntil the end of the study.

This log should be submitted to the Office oBIRvery 3 months and/or along with
Continuing Review report.

The log must be submitted to the IRB Secretadl@C, immediately, if prompt reporting is
required and/or if a trend related to the occureanfcSAE is observed.

Please note the complete set of Off site S&efyorts need not be sent to IRB Office, MCC,
as and when received. If the IRB needs to reviewréiports, they can request copies at any
time.

Project No.:

Project Title:

Total Sample Size

Total no. of patients to be enrolled

Total no. of patients already enrolled :

No.

of patients active on treatment

No.

of patients lost to follow up

No.

of consent withdrawn

No.

of patients withdrawn by the PI

No.

of patients Completed treatment :

Sr.

No Country Date of Onset Adverse Event | Outcome | Observation/
Remarks

Assessment of PI:

Do you observe a trend? 0OYes [ONo

Name and Signature of Principal | nvestigator Date
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CHAPTER 8

Maintenance of Active Project files, Disposal/ Archival
of Closed Projects, Documents Retrieval

8.1 PURPOSE

To provide instructions for preparation and maiatese of active study files and other
related documents approved by the IRB, MCC, anchg&darchival of closed files and
retrieval of documents.

8.2 SCOPE

This SOP applies to all active protocol/study filedosed files and their related
documents that are maintained in the IRB office amthival site.

8.3 RESPONSIBILITY

It is the responsibility of IRB staffs to ensuratfall study files are prepared, maintained,
and kept securely for a period of three years dfterclosure of the project (under a
proper system that ensures confidentiality andifatgs retrieval at any time).

8.4 MAINTENACE OF ACTIVE STUDY FILES &CLOSED STUDY FILES
ARCHIVAL

A Study Master File is the file comprising all essal documents and correspondence
related to the study/protocol.

Study master files should be established at the tienof initial submission in the IRB
office.

» The study files are assigned unique identifiersjgmt serial no.)



» All documents related to the study file are gatterdassified and combined
together appropriately.

> All active files are kept in a secured file cabingth controlled access. Only
authorized individuals’ i.e. IRB Office, will havaccess to the files. The study
files are maintained in an easily accessible amdreeplace for at least 3 years
after the study closure.

> All closed study files are separately archived.

> IRB staff will arrange for the closed project filee be archived once the
completion/status reports are reviewed by the IRBe completed/closed project
files will be stored in archive boxes that are diedabeled with the project
number and title, Principal Investigator and digpakate. The archive boxes will
be sent to a secure, dry location. The accesstélés should be restricted to the
IRB and the regulatory authorities. The detailshef archiving location should be
recorded in a location register stored in the IRf®2e. This register should record
the project number and title, Principal Investigaémd the disposal date. This
procedure should be carried out in accordance MATIC regulations.

8.5 DIS[OSAL OF CLOSED FILES, PROTOCOL COPIES AND DOCUMENTS
SUBMITTED FOR IRB REVIEW

The study master file will be maintained in the IRBice for a period othree years
following closure of the study. After completion tfe archival period the closed files
will be shredded and disposed off in the centrabdting facility. However, all the
copies of the research projects and documents sigoinfior IRB review will be shredded
by the authorized IRB personnel after the IRB nmgptivithout any notification to the
Principal Investigator. A log book of disposed dmeunts will be maintained.

8.6 ACCEESSIBILITY/RETRIEVAL

Master files will be made available for inspecti@and copying by authorized
representatives of regulatory authorities afteengng the request in writing.

In case any investigator needs a copy of any dontifrem the master file, he/she should
make a written requestANX1 —VER1/SOP 08/VERT he IRB staff will furnish a copy
of the required document within a week with thesemt of In-Charge, IRB office, MCC.
The IRB will issue a copy of the following documgmin formal written request.

Archived boxes may be retrieved from storage byiRi as per MCC regulations.

For administrative purposes, the IRB Office catrigee archived file(s) without
requiring the Chairperson’s approval. For this g the IRB office in-charge can
authorize a staff member of the IRB Office to plgdly retrieve a file.

Whenever an item is retrieved from the archives,date, item and person retrieving the
item should be documented, together with the dettemed to the archives.

8.7 DISPOSAL OF MASTER FILES

The master files will be disposed off by the IRBficd after thearchival period of 3
years A formal written off register ANX2- VER1/SOP 08/VERWill be maintained,



providing details of the documents being writteh/afisposed off after notification to the
Member-Secretary, IEC, MCC.

GLOSSERY

Active Study File Any approved protocol, supporting documents, r@gsazontaining
communications and reports that correspond to eackntly approved study.

Closed Study File Any approved protocol, supporting documents, r@garontaining
communications and reports that correspond to@ys#tnich is completed or terminated
or discontinued or suspended



ANX1 -VER1/SOP08/VER1

DOCUMENT REQUEST FORM
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 103

Name of the Principal Investigator/Requesting perso Date:

Documents requested:

Purpose of request:

Principal Investigator / Requesting person’s sigdaie

(For IRB Office use only )

IRB Office Decision/Remark:

Permission Status: Yes/ No

Signature with date of In-Charge, IRB Office




Project
No.

ANX2 —-VER1/SOPO08/VER1

Format of written off/disposal register

No. of IRB Study
Title Pl Fil'es Approval Initiation
Date Date

Study
Closure
Date

Name &
Sign of
Authorized
Individual
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CHAPTER 9

Documentation of IRB Activities

9.1 PURPOSE
To describe the procedures for documenting thedR#ities.
9.2 SCOPE

This SOP will apply to all research activity invislg human subjects, irrespective of
source and nature of funding.

9.3 RESPONSIBILITY

It is the responsibility of the staff members oBIRffice to maintain the IRB files at the
IRB office.

9.4 DETAILED PROCEDURES
9.4.1 IRB records will include the following

1. IRB members’ records
a. Appointment and Acceptance letters of each membe
b. Signed and dated confidentiality agreements
c. Updated Curriculum vitae (hard copy or soft qopy
d. Training records for each IRB member
e. Documentation of resignations/terminations

2. IRB membership roster/mandate

3. IRB attendance roster

4. IRB meeting agenda and minutes

5. Standard Operating Procedures (SOPSs)

6. Annual reports




7. Any other correspondence
9.4.2 Access to IRB records

IRB records will be made available for inspectioratithorized representatives of
regulatory authorities based on written request
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CHAPTER 10

Study Completion Report Review

10.1 PURPOSE

The purpose of this SOP is to provide instructionghe review of Study Completion
Report for every study previously approved by tRB,IMCC.

10.2 SCOPE
This SOP applies to the review of t8eidy Completion Report (SCR). It is an obligatory

review of each investigator’s activities preseniedhe IRB as a written report of study
completion.

Although IRB provides a Study Completion ReportrRdANX1-VERL/SOP10/VERL1) to
each investigator whose study is been approvedRiBy& the study is initiated and/or
ongoing at the proposed site, additional informmafjietter format, form provided by the
Sponsor, etc.) may

be submitted to provide adequate and sufficierrmétion.

10.3 RESPONSIBILITY

It is the responsibility of the IRB members to withe SCR and notify it or request for
further information, if necessary.

10.4 DETAILED INSTRUCTIONS
10.4.1 Befor e each board meeting

» The Office of IRB will receive 20 hard copies oh&rd copies + soft copy of
Study Completion Reports from the PI.



» The IRB Office will follow instructions as iIrBOPO3/VERL (Management of
Research study submission) for receiving and chegdkie report packages.

» It is the responsibility of the IRB Office to rewethe report for completeness
before submission for the Board meeting.

» The Member Secretary, IEC, should keep the stuagpbetion reports on the
agenda for IRB meeting. (Procedures for Agendagregjmn, Meeting procedures
and recording of MinutesSOP 04/VERL)

10.4.2 Before and during boar d meeting

» IRB member(s) should review a copy of the compteteport.

» The members will discuss the report in the IRB rimget

> If appropriate to the discussions, the chairpersag call for consensus to accept
it or request further information or take any othetion.

10.4.3 After the board meeting

» The IRB Office will note the decision in the megtiminutes and the study
will be considered as closed if the document iept=d.

» The IRB decision will be communicated to the inigegor by e-mail. In case,
further information / action is requested, the sameuld be followed by the
Pl and communicated to the IRB office within 30 slayhis update will be
tabled in the full board meeting of IRB.

> IRB Office will file the report in the study mastBle only after the report is
accepted by IRB.

» The IRB Office will archive the entire study as [P 08/VERL and the
report for a period of 3 years from the date of ptation of the project, if the
report is accepted.

References

1. World Health Organization, Operational Guidedintor Ethics Committees that
Review Biomedical Research, (Geneva 2000)-
www.who.int/tdr/publications/publications/

2. International Conference on Harmonization, Gnagaon Good Clinical Practice (ICH
GCP) 1996http://mwww.ich.org/LOB/media/MEDIA482.pdf
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ANX1- VER1/SOP10/VER1

Study Completion Report (SCR) Form
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 103

MCC Project No.:

Study Title:

Principal Investigator:

Co-Pls:

Sponsor(s):

Duration of the Study (in Months):

Study Start Date:

Study End Date:

Summary of Protocol participants:

o Target accrual of trial (entire study)
o Total patients to be recruited at MCC (IRB cgj)in

0 Screened

0 Screen failures :

o Enrolled

o Consent Withdrawn Redadtach in format below)
o Withdrawn by PI : sempa(Attach in format below)

o Active on treatment :
o Completed treatment :
o Patients on Follow-up :
o Patients lost to follow up :
o Any other:
0 Any Impaired participants
* None
* Physically
« Cognitively
* Both




MCC case no. & Reason for withdrawal

Objectives:

No. of Study arms:

Results (brief) (use extra blank sheets, if moaesps requirec:

Presentation/ Publication on the data generatdusiresearch :

SAEs aiMCC (Total number and typ :

Whether all SAEs were intimated to the IRB (Yes::
If No, indicate Reason

Protocol deviations/violations (Number and nature)

Conclusion

Please specify if the raw data was submitted tac®fff IRB, MCC (applicable only for
investigator initiated studies supported by intraathfunding):

Signature of PI:
Date:
Place:
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CHAPTER 11

Management of Premature Termination/
Discontinuation/ Suspension of the Studies

11.1 PURPOSE

This SOP purposes the management & detailed ingtnscfor the Institutional Review
Board in case of premature termination/suspensgegdtinuation of a research study.
Research studies are usually terminated as perettemmendation of the IRB and/or
DSMB, PI, sponsor or other authorized bodies wineseibject enrollment and subject
follow-up are discontinued before the scheduledpmetion of the study.

11.2 SCOPE

This SOP applies to any study approved by IRB fisabeing recommended for
termination/suspension/discontinuation beforedtgesluled completion.

11.3 RESPONSIBILITY

The Chairperson and Member Secretary, IEC, hadubkaesponsibility to terminate any
study that the IRB has previously approved when ghfety or benefit of the study
participants is doubtful or at risk, also to revigwe termination suggested by DSMB, PI,
Sponsors or other authorized bodies.

The IRB Office is responsible for management of theemature termination/

suspension/discontinuation process.

11.4 DETAILED INSTRUCTIONS

11.4 (A) Receive recommendation for study termin&in / suspension /
discontinuation

» The IRB Office will receive recommendation and coemts from DSMB, Pl,
Sponsors or other authorized bodies for premagrmination of study.



>

The IRB members/Chairperson, IEC, can prematurehninate the study if
protocol non-compliance/ violation is detected dR& decision is to terminate
the study due to any reason, e.g.- Frequent SAJEsrong at trial site may
require the study to be terminated prematurelyttier safety & security of the
patients.

The IRB Office will inform the PI to prepare andbsnit a Premature Termination
Report(PTR)

The IRB Office will receive the study protocol termation prepared and
submitted by the PI and verify the contents ofreqeort for inclusion of:

. Premature Termination Report/ suspension/ discoation ANX1-

VER1/SOP11/VER1) signed and dated by the Pl and/or other mat@etéer from
Pl/sponsor etc.)

The Office of IRB will check the completeness af thformation

The Office of IRB will receive and acknowledge tieports.

11.4 (B) Review and discuss the Terminationsuspension/discontinuation report

>

>

IRB will review the termination report suspensiaagdntinuation at regular full
board meeting or expedited review meeting.

The Member-Secretary, IEC, MCC, in the meeting wiform of the premature
termination suspension/ discontinuation of the ggbpnd the IRB members will
review the Premature Termination RepofNK1- VER1/SOP11/VER1) along
with relevant SAE report/DSMB reports

If the Premature Termination Report suspensionddiicuation is unclear/more
information is required from the PI, the Officel®B is instructed to send a query
to the PI.

11.4 (C) Notification to PI

v

v

v

The IRB Office will prepare a notification letteckanowledging the acceptance of
termination /suspension/discontinuation or quenyeteto request information
regarding the premature termination /suspensiacgdimnuation.

The Office will send the notification letter to thd for their records within 2
weeks after the meeting

If a query is sent to PI, on receipt of the remftdr, it will be reviewed in the
forthcoming full board meeting /expedited reviewetneg and steps ithl.4 (B)
will be performed by the IRB secretariat.

11.4 (D) Report Archiving

v

v

The IRB Office will keep the original version ofehPremature Termination/
suspension/ discontinuation report in the studydihd send the file to archive.
The study documents will be stored for a period3ofearsfrom the date of
project termination.




1. International Conference on Harmonization, Guidameesood Clinical Practice
(ICH GCP) 1996 http://mmw.ich.org/LOB/media/MEDIA482.pdf

2. World Health Organization, Operational GuidelinesEthics Committees that
Review Biomedical Research, (Geneva 2000)-
www.who.int/tdr/publications/publications/
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ANX1- VERY/SOP1V/VER1

Premature Termination/Suspension/Discontinuation Rport
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 103

MCC Project No.:

Study Title*:

PI:

Co-PI(s):

e-maif:

StudySite*:

Sponsor(s:

IRB Approve Date& Date of Last Progress Report Submitted to1RB

Study Start Date Termination/ suspension/discontinuation Date:

Study Participants

o Target accrual of study(entire study)

o Total patients to be recruited at MCC (IRB cgj)in

0 Screened:

0 Screen failures:

o Enrolled:

o Consent Withdrawn: eason: (Attach in format below)
o Withdrawn by PI: Reason: (Attach in format below)

0 Active on treatment:

0 Completed treatment :
o Patients on Follow-up:




o Patients lost to follow up:

0 Any other:

Any Impaired participan

* None
= Physically
= Cognitively
= Both
SAE (Total No.j: SAE Event:

Reaso(s) for Termination/Suspension/Discontinuat*:

Summary of Resul:

Pl Signature Date

*Mandatory fields




CHAPTER 12

Review of Request for waiver of

Written Informed Consent

SOP 12/ VER1



CHAPTER 12

Review of Request for Waiver of
Written Informed Consent

12.1 PURPOSE

The purpose of this Standard Operating Procedu@P)Ss to describe the type of
research projects for which the IRB may grant wiaiee requirement of administering
written informed consent and the format of the &pion form to be used by the
investigators for requesting waiver of consent.

The Application FormANX1-VERL/SOP 12/VERL is designed to standardize the process
of applying for consent waiver.

12.2 SCOPE

This SOP applies to the all protocols with a retjoégranting consent waiver submitted
for review by the IRB. At the expedited subcomnatieeeting or during full board
meeting, decision should be taken by IRB members.

12.3 RESPONSIBILITY

It is the responsibility of the Principal Investigaof a study to ask for a request directly
to the Member Secretary of IEC, MCC, of Chairpers8RC, (as the case may be) for
tabling the request along with the project propdsiaexpedited or full board review.

12.4 DETAILED INSTRUCTIONS

When a request for waiver of consent is submittgdhie Principal Investigator along
with the study documents to the IRB Office, in theen format ANX1-VERL/SOP
12/VERL1 stating the reasons for the consent waiver; tHeviimhg steps are taken:
» The IRB Office will check if the concerned docunseate filled completely and
the required list of documents is enclosed.



» The IRB members will review the request taking intmsideration the types of
studies for which waiver of consent may be granted.

» The IRB will ensure that there are adequate metdedsribed in the protocol for
protection of the identity of the research parécifs and maintaining
confidentiality of the study data. This is absdlteecessary as the participant
cannot be assured directly about confidentialityheélth data through a formal
informed consent process, when consent waiveraistgd.

» The decision whether to grant the waiver is takenng expedited or full board
review.

» The decision regarding approval/disapproval of waivs informed to the
Principal Investigator in writinglf the waiver is not granted, the IRB must
provide suitable reasons for the same.

12.5 TYPE OF RESEARCH PROJECTS WHICH MAY QUALIFY FO R
CONSENT WAIVER:

A request to waive written informed consent mustdoeompanied by a detailed &
logical explanation. The investigator(s) is alsquieed to provide assurance regarding
protection of identity of research participants andintenance of confidentiality about
the data of the research participants. The follgvanteria (CMR 2006 guidelines) must

be satisfied for a research project so that it gaalify for granting a waiver of both
written and verbal consent.

1. The proposed research presents no more than mimiskato subjects. (ICMR
guidelines, 45CFR 46) e.g. a retrospective revidwpatient case records to
determine the incidence of disease/ recurrencésebde.

2. [Minimal risk would be defined as that which may be anticipated as harm or
discomfort not greater than that encountered in routine daily life activities of
general population or during the performance of routine physical or
psychological examinations or tests. However, in some cases like surgery,
chemotherapy or radiation therapy, great risk would be inherent in the treatment
itself, but this may be within the range of minimal risk for the research participant
undergoing these interventions since it would be undertaken as part of current
everyday life].

3. Projects involving Theoretical developments of Treghes, e.g., Biostatistical/
Mathematical Model Building methods, Diagnosis @yalimprovement
Techniques etc. & Short terrvigx of 6 Months length) academic projects in the
area of Theoretical Developments of different Sceerstreams related to
onlocology. It is to be noted that these types mijgets will not include any
prospective data related to patient in any forraxa$tence.



4. When it is impractical to conduct research sincefidentiality of personally
identifiable information has to be maintained thglbout research as maybe
required by the sensitivity of the research obyect{ CMR 2006 guidelines) e.g.
conducting interviews with citizens about their religious beliefs/ people with HIV
and AIDS/conducting phone interviews with homosexual s.

5. The only record linking the participant and theeasgh would be the consent
document and when there is a possible legal, saciadconomic risk to the
participant entailed in signing the consent forntheesy might be identified as such
by signing the consent form, the requirement fdaiwiing consent can be waived
of by the IRB. [n case of telephonic interviews, waiver of written informed
consent may be requested but this does not mean that verbal consent cannot be
utilized]. The following points need to be considered.

(A) The following documents need to be submitted for ¢ IRB review

v A script for verbal consent - a verbal consentptqrovides all of the elements of
consent in a more informal style. In addition, eacibject should be provided
with an information sheet that describes the stag gives contact names and
numbers.

v" The interview schedule (questions to be asked?M?amfirm that the interview
is a simple 5 minute call and that no questions amileed that compromise a
person’s confidentiality or position.

(B) Normally, investigator(s) will be asked to keeplag of those who were
approached about the study, and offered verbalerins A simple chart can
indicate the subjects as participant 1, particiganand participant 3. A column
can indicate that verbal consent was given ande& daince a specific number of
study participants are to be recruited. It is im@ot that investigators keep some
record to indicate that they are not enrolling mesubjects than they originally
requested.

6. Research on publicly available information, docutagnrecords, work
performances, reviews, quality assurance studiebjval materials or third party
interviews, service programs for benefit of puldiaving a bearing on public
health programs, and consumer acceptance studidR(2006 guidelines)

7. Research on anonymised biological samples fromadeckindividuals, left over
samples after clinical investigation, cell linesamlil free derivatives like viral
isolates, DNA or RNA from recognized institutions gualified investigators,
samples or data from repositories or registries(BEId/R 2006 guidelines)

8. In emergency situations when no surrogate consEmtde taken. (ICMR 2006
guidelines) when consent of person/ patient/ resipéen relative or custodian/



team of designated doctors for such an event ipassible, the IRB can allow
waiver of consent for recruiting participant in research study. However,
informed consent should be administered wheneverticfp@ant regains
consciousness/capacity to consent or to relategall guardian when available
later.

9. An IRB may approve a consent procedure which dassintlude, or which
alters, some or all of the elements of informedseon set forth above, or waive
the requirement to obtain informed consent provided IRB finds and
documents that:

I. The research or demonstration project is to be woted by or subject to the
approval of state or local government officials @designed to study, evaluate,
or otherwise examingi) public benefit or service programs; (ii) procedures for
obtaining benefits or services under those programs; (iii) possible changesin or
alternatives to those programs or procedures, or (iv) possible changes in
methods or levels of payment for benefits or services under those programs; and

Il. The research could not practicably be carried oithout the waiver or
alteration.

10.An IRB may approve a consent procedure which damsinctlude, or which
alters, some or all of the elements of informedsemr set forth in this section, or
waive the requirements to obtain informed conseavigded the IRB finds and
documents that:

11.The research involves no more than minimal ristheosubjects;

12.The waiver or alteration will not adversely affébe rights and welfare of the
subjects;

13.The research could not practicably be carried atitout the waiver or alteration;
and Whenever appropriate, the subjects will be idem/with additional pertinent
information after participation.

14.The informed consent requirements in this poli®y ot intended to preempt any
applicable federal, state, or local laws which regjadditional information to be
disclosed in order for informed consent to be lggeaffective.

15.Nothing in this policy is intended to limit the &otity of a physician to provide
emergency medical care, to the extent the physisiggermitted to do so under
applicable federal, state, or local law.

16.The research or demonstration project is to be wcied by or subject to the
approval of state or local government officials andesigned to study, evaluate,
or otherwise examine: (i) public benefit or servgregrams; (ii) procedures for
obtaining benefits or services under those progrdmispossible changes in or



alternatives to those programs or proceduresvppgssible changes in methods
or levels of payment for benefits or services urttdlese programs; and

17.The waiver or alteration will not adversely affébe rights and welfare of the
subjects; The research could not practicably beethout without the waiver or
alteration; and Whenever appropriate, the subjetis be provided with
additional pertinent information after participatioAn IRB may waive the
requirement for the investigator to obtain signedsent form for some or all
subjects if it finds either:

(D That the only record linking the subject and theesech would be the consent
document and the principal risk would be potentiatm resulting from a
breach of confidentiality. Each subject will be edkwhether the subject
wants documentation linking the subject with theegech, and the subject's
wishes will govern; or

(1) That the research presents no more than minimabfiearm to subjects and
involves no procedures for which written consemtasmally required outside
of the research context.

In cases in which the documentation requiremenvasved, the IRB may
require the investigator to provide subjects withrdaten statement regarding
the research.

References:

1. Ethical Guidelines for Biomedical research on HurRanticipants, ICMR (2006)

2. 4A5CFR Title 45 Public Welfare (45 CFR 46) Protectiof human subjects,
Department of Health and Human Services, revised 2@, 2005.
http://www.hhs.gov/ohrp/humansubjects/guidance/Bchtml; accessed on™6
May’2013



ANX1-VER1/SOP 12/VER1

Application form for requesting Waiver of Consent
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 103

1. Principal Investigator's Name:

2. Department/Affiliation

3. Project Title:

4. Names of other participating staffs/stude

5. Request for waiver of informed conse
» Please tick the reason(s) for requesting waiver
a) Research involves ‘not more than minimal risk’ [ ]
b) There is no direct contact between the researctteparticipant ]
¢) Emergency situations as described in ICMR Guidslif@ MR 2006 Guidelines-
http://www.icmr.nic.in/ethical_guidelines.pdf)  []
d) Any other (please specify)

» Statement assuring that the rights of the partitgpare not violated

» State the measures described in the Protocol fwegiing confidentiality of data and
privacy of research participant

Full Signature of Principal Investigator (PI) witrate
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CHAPTER 13

Site Monitoring

13.1 PURPOSE

The purpose of this Standard Operating Procedu@®)3s to provide the procedures to
select a site for monitoring and how the site iWdlmonitored.

13.2 SCOPE

This SOP applies to any visit and/or monitoringn¥ study sites of IRB approved study
protocols.

13.3 RESPOSIBILITY

The Secretary of Data Safety & Monitoring Board @B assigns the reviewers
/monitors to monitor the investigator initiatechts.

The IRB members or IRB Office in consultation witte Chairperson, IEC, may initiate
an onsite Evaluation of a study site for cause.

13.4 DETAILED INSTRUCTIONS
13.4.1 Selection of study sites

Sites will be identified for routine monitoring thite time of approval of the project by the
full board which will be recorded in the minutes.
For cause monitoring will be performed at sitesriasons identified by any member of
IRB, approved by Chairperson, IEC. For cause mangocould be initiated, in any of
the following conditions:

i.  for high number of protocol violations

ii.  too many studies carried out by Principal Investigator



high number of SAE reports

high recruitment rate

non-compliance or suspicious conduct
any other cause as decided by IRB, MCC

13.4.2 Before the visit

>

>
>
>

For cause/routine monitoring of the project, th& IEhairperson will inform

DSMB to perform the task of monitoring during dission of the study.

The Secretariat will intimate the PI regarding theduled monitoring visit and

DSMB and P1 will coordinate the monitoring visit.

A request regarding the monitoring visit will benséo the monitor along with a

copy of the monitoring visit form

The monitor will also:

» Notify the site about the scheduled visit.

= The monitor will review the study project files amdke appropriate notes.

= The monitor may carry copy of documents from thB Epproved project files
for verification and Site Monitoring Visit Report ofn (ANX1-
VERV/SOP13/VERL).

13.4.3 During the visit

The monitor will

>

>

>

\ 27

Y Vv

YV V VYV

Review the informed consent document to make e the site is using the
current approved version

Review randomly the subject’'s source files for mmopnformed consent

documentation. Observe the informed consent psodgsossible,

Observe laboratory and other facilities necessarytiie study at the site, if

possible.

Review the study files to ensure that appropriatichentation

Verifying that the investigator follows the appraverotocol and all approved

amendment(s), if any.

Ensuring that the investigator and the investigattnial staff are adequately
informed about the trial

Verifying that the investigator and the investigatdrial staff are performing the

specified study functions, in accordance with thpraved protocol and any other
written agreement between the sponsor and thetigaés/institution, and have

not delegated these functions to unauthorized iddals.

Verifying that the investigator is enrolling onliiggble subjects.

Verifying that source documents and other studpnds are accurate, complete,
kept up-to-date and maintained.

Checking the accuracy and completeness of the GRieg source documents
and other study related records against each other.

Determining whether all Serious Adverse Events ($ARre appropriately

reported within the time periods required by GOk protocol, the IEC, the

sponsor, and the applicable regulatory requireragnt(



» Collect views of the study participants, if possibl
» Fill the Site Monitoring Visit Report FormrANX1-VERL/SOP13/VERland write
the comments.

13.4.4 After the visit

= The monitor will complete the report (use the foANNX1-VERL/SOP13/VER1)
within 2 weeks describing the findings of the monitoring visit asdbmit the
same to the DSMB. After the form is received at IBfice, it is checked for
completeness.

= Form is reviewed by DSMB secretary, queries if arng, sent to Pl and the form
is Forwarded to IEC for action

» In case of minor findings letter is sent to Pl else IRB office in-charge will
decide whether to table the monitoring visit repaortthe next IRB full board
meeting

» In-charge of IRB Office/DSMB member representate@d discussant for the
project can present the monitoring visit findingghe full board meeting.

» The Office of IRB will place the report in the cect files.

» Full board recommendations to change the studymatere termination/
continuation of the project will be informed to th&incipal Investigator in
writing within 2 weeks of the meeting

GLOSSARY

Monitor

Many IRBs rarely find time to perform monitoringsiti themselves. They may ask
outside experts or the IRB member to perform tis&san their behalf and later report
their findings to IRB.

Monitoring Visit

An action that IRB or its representatives visitdstusites to assess how well the
investigators are conducting researches, taking odrsubjects, recording data and
reporting their observations, especially seriougeagk events found during the studies.
Normally monitoring visit will be arranged in advanwith the principal investigators.

Monitoring Report

Reports should include a summary of what the moniwiewed and the monitor's
statements concerning the significant findingsfactleviations and deficiencies,
conclusions, actions taken or to be taken and/adioreec recommended to secure
compliance.



ANX1-VERY/SOP13/VER1

SITE MONITORING VISIT REPORT
Institutional Review Board (IRB)
Malabar Cancer Centre (MCC), Thalassery- 670 103

1) MCC Project No

2) Study Title

3) Principal Investigatc

4) Institute

5) Type of study(] Investigator initiated] Pharmal Thesisl Intramural JExtramural

6) Date oflEC approval:

7) Start Date of stud

8) Duration of study

9) Date of monitoring visit

10) Reason for monitoring:

U Routine  [IFor Cause (State reason)

[1 Protocol Violations/Deviations SAE reporting
[1 Recruitment rate

[1 Other

11)Last Monitoring done:
U Yes Date of last monitoring
O No

12) Project Status

1) 0 Ongoing 2)1 Completed 3)] Accrual Completed 4) Follow-up 5)[J Suspended
6) [ Terminated 7)J Closed 8)_ Closed Prematurely

In case of the response to the above questiortiendp, 6, or 8 kindly provide reason:




13) Recruitment Status:

[J Total patients to be recruited -

[J Screened:

U Screen failures:

U Enrolled:

O Withdrawn: Reason:

[J Discontinued: Reason:
[ Completed:
[] Active:

14) Is the recruitment on schedul?

1) Yes

2)J No

If ‘No’ is it acceptable? [ Yes [ No

If ‘NO’ State reasons/Steps taken by PI to imprmeuitment:

15) Protocol

Have there been any amendments to the ProtacoYes [ No

If Yes then state changes leading to amendment:

c) Is the Protocol version approved by IRB?Yes [ No

d) Is the latest version of the protocol being usedhe study?] Yes

No

16) Informed Consent

a) Is Informed consent obtained from all enrolledtipipants?] Yes
¢) Is the Informed consent form version approvedRE? U Yes
d) Is the latest version of the ICF being usedterstudy? [ Yes

[ O |

No
No
No

17) Any Protocol Deviations/Violations notel[1 Yes [1 No [ NA
If “Yes’ Kindly state:

Minor Violations:

Major Violations:

Minor Deviations:

Major Deviations:

Have all the deviations/violations notified to IRB?Yes [1 No
Comments (If Any)




18) Have the eligibility, inclusion exclusion crii@ been adhered ta? Yes [ No

19) Are all the Case report forms complete?¥es [ No [ NA

20) Have there been any AE/SAE on the study¥es [1 No [1 NA
If ‘'Yes’

a) No. of Adverse events:

b) No. of Serious adverse events:

¢) No. of deaths reported:

[J Deaths unrelated to participation in the trial:

U Deaths possibly related to participation in thal:tr
U Deaths related to participation in the trial:

d) Were all the SAE reports notified and submitte®SMB within 7 working days and
deaths within 24hrs of the knowledge of PI?

0O Yes O No O NA

Comments (If Any)

21) Any are there any changes to the study per$pnneres [ No [ NA
If “Yes’ kindly state the same:

Is the change notified to IRB? Yes [0 No [ NA

22) No of patients monitored during this visit:

23) Duration of the visit:

24) Any outstanding tasks/action items from thé?®




Monitoring visit conducted by:

Name of DSMB member Signature and Date

Name of DSMB member Signature and Date

Name of study team member present: Signature and Date:
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CHAPTER 14

Dealing with Patients’/ Study Participants’
Requests or Complaints

14.1 PURPOSES

The Institutional Review Board of the Malabar CanCentre takes care the protection of
the rights and welfare of the human subjects ppédimg in a clinical research approved
by the committees under IRB, MCC, as its foremesponsibility. Informed Consent

documents reviewed by the IEC inform the studyip@ednt that queries regarding their
rights as a participant in the study may be adecess the Member-Secretary, IEC and
the IRB address and important phone numbers/ eiDsiare provided.

This SOP provides guidelines for dealing with anccommodating requests by
participants/patients regarding their rights asadigpant or to resolve their complaints
in any approved study.

14.2 SCOPE

This SOP applies to all requests concerning thetsignd well-being of the research
participants participating in studies approvedhmsy iRB, MCC.

14.3 RESPONSIBILITY

It is the responsibility of the Member-Secretarf£C| through aClinical Research
Coordinator (CRC) / Clinical Research Manager (CRM) or through &Clinical Research
Nurse (CRN) to provide the required information to the reshaparticipants/ research
participant’s representatives/patient, in the casfe queries received. It is the
responsibility of the Member Secretary to initiatgrocess of giving information to the



participants or identifying and addressing any stige that has occurred, if complaints
are received from research participants.

14.4 DETAILED INSTRUCTIONS

When IRB member/ CRC/Research Nurse/Investigatniiistrative staff receive an
inquiry or request from a research participant/ eagsh participant’'s
representatives/patient:

» The request and information will be recorded in tbguest record form (Form
ANX1- VER1/SOP 14/VERL1)

» The Member Secretary, IRB-IEC will inform the Chegrson, IRB-IEC about the
guery/complaint received.

» The Member-Secretary / Members designated by tlaér@drson will provide the
information required by the research participant.

> In case of a complaint received from a researchiggaant, the Member-
Secretary, IEC will initiate a process to identdpd address any injustice that
may have occurred.

» The Member Secretary will consider the matter facassion at a full board
meeting or to call an emergency meeting of 2 or entEC members for
discussion or to appoint a subcommittee of 2 oren8RC members for enquiry
in order to resolve the matter on an urgent basis.

» The Chairperson/ Member Secretary/ designated ERB-members will assess
the situation and will mediate a dialogue betwdenresearch participant and the
investigator in an attempt to resolve the matter.

» The IRB will insist on factual details to determitiee reality between the truth
and individual perception.

» The final decision will be informed to the reseapahtticipant by the Secretariat.

» The information including any action taken or fellap will be recorded in the
form
ANX1- VERY/SOP 14/VER1 and the form will be signed and dated.

» The IRB members will be informed about the actiaken and the outcome in the
forthcoming IRB-SRC & IRB-IEC meetings.

14.5 REQUEST DOCUMENT FILLING UP
The record form will be filed in the “response” €fil by the Member

Secretary/Administrative staff. A copy of the sawi be kept in the study file. The file
will be stored in a secure place.



Reference

1. Kathleen J. Motil, Janet Allen and Addison Tayl®hen a Research Subject Calls
with a Complaint, What Will the Institutional ReweBoard do?"1RB: Ethics and
Human Research 26, no.1(January —February 2004 ):pp 9-13

GLOSSARY

Clinical Research Coordinator (CRC) : The Clinical Research Coordinator (CRC) is a
specialized research professional working with ander the direction of the clinical
Principal Investigator (PI). While the Principavestigator is primarily responsible for
the overall design, conduct, and management ofclinécal trial, the CRC supports,
facilitates and coordinates the daily clinical ltaativities and plays a critical role in the
conduct of the study. By performing these dutidtee CRC works with the PI,
department, sponsor, and institution to support @rdvide guidance on the
administration of the compliance, financial, perselnand other related aspects of the
clinical study. The clinical research coordinat@parts primarily to the Principal
Investigator with associated responsibilities toe tldepartment head, division
administrator or program administrator.

Clinical Research Manager (CRM): A Clinical Research Manager (CRM) for a study
assumes overall responsibility for the preparatbmprotocols and Case Report Forms,
finalization of monitoring and data managementami(either in-house or contracted to
a Contract Research Organization), Ethics committégproval, development of
recruitment strategies to increase patient randatioiz into the trial, the provision of
clinical trial materials, and management of thaltrA CRM coordinates the smooth
monitoring of trials by identifying and managing adjied staff, establishing audit
procedures and ensuring that cleaned data is dritéethe database in a timely fashion.

Clinical Research Nurse (CRN) : A Clinical Research Nurse works in a study team to
assist team member in research projects. To aquatelihe evaluation of subjects eligible
for enrolment and to work with nurses, doctors aponsoring companies and their
delegates regarding matters pertaining to the asudicoordinates with Pl regarding
giving doses of medicines/study drugs. Specificalypromote, coordinate, assist in
study subject enrolment, and complete monitoringudeentation and its database entry.



ANX1-VER1/SOP14/VER1

Study Participant Request/ Complaint Record Form
INSTITUTIONAL REVIEW BOARD (IRB)
Malabar Cancer Centre (MCC), Thalassery- 67010

India

Date of

Receive:

Received

By:

Request

from: *  Telephone CallNO. & Da:.......ccoovviiiiiiiiie i e
% FaXNO. &Date .o
X Letter & Date:. ...
*  E-mail /1 Date ©..o
*  Walk-an/Date/Time ... e e
% Other, please SPecCify:.......coviiiii i

Participant’s Name :

Contact Address

Contact No.

Title of the Study/ Pl Name

Starting date of participation:

Request :

Action Taken :

Outcome :

Name & Signaturef the Membe-Secretary|EC Date




FLOW CHART

Receipt of request/complaint from
study participants

l

Provision of information to research
subject by Member-Secretary, IEC

A 4

Initiation of process to identify the problem

A 4

[ Deliberation to arrive at solution ]

l

Communication to the study participant

l

Filling of request/ complaint
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CHAPTER 15

Protection of Vulnerable Population in Clinical Research

15.1. PURPOSE

The purpose of this SOP is to describe the pol@resprocedures for reviewing research
involving vulnerable population such as childrensgners, fetuses/neonates, pregnant
women and individual with consent capacity impainine

15.2. SCOPE

This guideline is applicable to all members of ibasibnal Ethics Committee (IEC) of
Malabar Cancer Centre, involved in review of clalitrials proposals that include the
vulnerable population.

15.3. INTRODUCTION

The Institutional Ethics Committee (IEC) of Malab&ancer Centre takes special
consideration in protecting the welfare considerstgrting the welfare of vulnerable
subjects such as children, prisoners, fetuses/mesnpregnant women, and individuals
with consent capacity impairment.

The IEC carefully considers group characterisscgh as economic, social, physical, and
environmental conditions, to ensure that the rebearcorporates additional safeguards
measures for vulnerable subjects.

The IEC may require additional safeguard measueprotect potentially vulnerable

population. For instance, the IEC may require thatinvestigator submit each signed
informed consent form to the IEC, that someone fritve IEC oversee the consent
process, or that a waiting period be establishégdsn initial contact and enrollment to
allow time to allow the subject time for family disssion and query resolution, family
discussion and questions.



IEC expects to follow the principals laid down inetlCMR-Ethical Guidelines for
Biomedical Research on Human Participant.

15.4. RESPONSIBILITY

It is the responsibility of the Chairperson and MemSecretary of IEC to implement,
amend and give training to other members of IREhf SOP.

15.5. PROTOCOL REVIEW PROCESS: DETAILED INSTRUCTION

15.5.1. For Pregnant Women, Foetuse

» Research involving pregnant women and fetuses ghoublve the least possible
risk. The IEC will document specific findings tommnize the potential for risk or
harm to the fetus, and additional attention musigiven to the conditions for
obtaining informed consent.

» The IEC will ensure that women are not encourageatigcontinue nursing for the
sake of participation in research except in theegashere breast-feeding is
harmful to the infant. IEC will also ensure thatngzensation in terms of
supplying supplementary food such a milk formuldl Wwe considered in such
circumstances.

> In the event of research related to pre-natal diain techniques, IEC will ensure
that such research is limited to detect foetal amadities or genetic disorders and
not for sex determination.

15.5.2. Resear ch involving Prisoners

» Prisoners may have a limited ability to make truuntary and un-coerced
decisions about whether or not to participate asarch subject.

15.5.3. Children involved as subjects/ participantsin Research

» |EC requires special protections for research wingl children. Under the
regulations, children are persons who have noinatiethe legal age for consent
to treatments or procedures involved in the reseancder the applicable
conducted.

The proposed clinical research must fall within ohéhe four following categories:

a. Clinical Trial/ Research not involving Minimal Risk
b. Clinical Trial/l Research involving greater than mal risk, but
presenting the prospect of direct benefits to tigévidual subjects.

c. Clinical Trial involving greater than minimal riskjeld knowledge that
can be generalized about subject’s disorder oritond



» Clinical Trial not otherwise approvable, which pets an opportunity to
understand, prevent, or alleviate a serious probédimecting the health and
welfare of children.

» Each category has specific conditions that mushdeded in their organization
Standard Operating Procedures (SOPs) if the itistitus involved in human
research where children are in the subject pojuati

» Parental/L egally acceptable representative Per mission:

e The IEC require that adequate provisions are maxtesblicit the
permission of each child's parents or guardianiiiggacceptable
representative.

*  Where parental permission is to be obtained, thHe V&ll determine
whether permission of one parent is sufficient drether permission
must be obtained from both parents in order for thgearch to be
conducted.

> Assent of the Child:

(a) Provisions must also be made in the protocol t@miobthe child's assent
when the child is capable of giving assent.

(b) IEC may determine that the assent of the chiltbisnecessary if and only if
all three of the following conditions are satisfied

(i) The research offers the child the possibilitydmect benefit.

(i) The benefit is important to the health or wiedling of the child.

(iif) The benefit is available only in the conteftthe research.

» |IEC will take great care in approving research whée child is suffering from
a life-threatening illness with little real chancttherapeutic benefit from the
research.

» |EC will respect the child's refusal to participatethe research and will be
cautious in allowing parents/ legally accepted espntatives to overrule.

» |EC requires assent form is tailored for the chilith respect to his or her level
of understanding. For young children, especialhe @ssent form should be
designed as per the guidelines provided in the >ameeof SOP 03/VER1
(ANX3-VERL/SOPO3/VERL).



15.5.4. Clinical trial involving Decisionally | mpaired Subjects

» |EC will consider selection issues, privacy and foentiality, coercion and
undue influence, and risk-benefit analysis. Addidib safeguards must be
considered by the IEC to protect these subjects.

References

1. Schedule Y (Drugs and Cosmetic Act 1940; amendr@thit January 2005) Retrieved
from http://mww.cdsco.nic.in/html/Schedule-Y 20 (Amended 20Version- 2005)

2. WHO Operational Guidelines for Ethical Review Cortiae that Review Biomedical
Research (Geneva 2000) Retrieved frommav.who.int/tdr/publications/publications

3. International Conference on Harmonization, Guidamté&ood Clinical Practice
(ICH GCP) (1996) Retrieved formhitp://mwww.ich.org/LOB/media/MEDI A482.pdf

4. ICMR Ethical Guidelines for Biomedical research Bimman Participants, ICMR
(2006) Retrieved from http://www.icmr.nic.in/ethical guidelines.pdf

GLOSSARY

Children: A young human being below the age of full physidaVvelopment or below
the legal age of majority.

Foetus : Means the product of conception from implantatiatildelivery.
Neonate: Means a newborn.

Pregnancy: This encompasses the period from implantation wellvery. A woman
shall be assumed to be pregnant if she exhibitsoétlye pertinent presumptive signs of
pregnancy, such as missed menses, until the reduétgpregnancy test are negative or
until delivery.

Decisionally-impaired Individuals: Decisionally-impaired individuals are those who
have a diminished capacity for judgment and reaspriue to psychiatric, organic,
developmental, or other disorder that affects dbgnior emotional functions. Other

individuals, who may be considered decisionally aingd, with limited decision-making

ability, are individuals under the influence or degent on drugs or alcohol, those
suffering from degenerative diseases affecting lihen, terminally ill patients, and

persons with severely disabling physical handicaps.
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List of Member s-Institutional Ethics Committee (IEC)-MCC

MBBS

Phone:0490-2322150
e-mail ID:drrajaramkk@gmail.com

Sr. N?&me Designation with Address, email ID Position in the
No. . & Contact Number IEC
Qualifications
Senior Medical Consultant
Indira Gandhi Co-Operative Hospital
Dr. T.N. Babu l\/!anj:odi, Thalassery, . Chairperson
1 Ravindran Dist.: Kannur, Kerala, India . & _
B Sc MBBé MD PIN- 670 103 Basc_Me_dlcaI
’ ’ Phone: 0490-2341150 Scientist
Mobile : (+91) 9447541909
e-mail ID:baburavindran@yahoo.co.in
Director, Malabar Cancer Centre,
Thalassery, Kerala, India.
Dr. Satheesan PIN 670 103
) EA"’."BalséulbsfaMms""(ggr’:er o  Phone:0490-2355881, Member
Surgery) DNB, MCh 2355.981/2357881/2357981. Secretary
(Surgical Oncology) Mobile: (+91) 9895848300
Fax: 0490-2355880
e-mail ID: directormcctly@gmail.com
Principal, College of Pharmacy,
Dr. D.Vijay Kumar Anjarakandy Integrated Campus
3 M.Pharm. Ph.D Anjarakandy PO, Kannur - 670612 Member Scientist
' (Pharmaceutical Kerala, India. (Pharmacol ogy)
Sciences) Phone: (+91) 9656158500
e-mail ID: vdaroji@gmail.com
Superintendent, Thalassery General
. Hospital, Thalassery. P.O. Thalassery
4 E:ig?](l?éslg]andiyil Kannur, Kerala, India. PIN- 670101 M.er.nt_)er
' ’ Mobile: (+91) 9846005646 Clinician
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Mobile: (+91) 9447552469
e-mail ID: menon.vineetha@gmail.com
Assistant Professor, Head of the
. Department, Department of Law School
Mrs. K.aV'tha or Legal Studies, Kannur
Balakrishnan University,Thalassery Campus, Member Legal
6. BSCLL.B., LLM P.O. Palayad, Kerala, India Expert
JUGC-NET o ! !
PIN-- 670 661
Mobile: (+91) 9495908478
e-mail ID: kavithabalkrishnan@gmail.com
Fr Thomas Judicial Vicar, Arch Bishop House,
Thengumpally Thalassery, PB No. 70 Kerala, India.
7. Doctoratein Canon  PIN -670101. Member
Law IVIobl.Ie: (+91) 94468894.44 Theologist
e-mail ID: frsajan@gmail.com
Former Vice-Chancellor, University of
Prof. A. N.P. Calicut,
Ummer kutty ” Jameelath”, Acharath Road, Templegate Mermber
8. M.Sc.(Fisheries), P.O., Thalassery, Kerala, India. PIN 670 Scientist
Ph.D (Marine 102.
Biology) Mobile: (+91) 9495108832
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Former Deputy Director of Collegiate
Prof. Richard Hay  Education, Hays Manor, Nr. Arch
9 M.Com, Master Bishop’s House, Thalassery, Kerala, Member Lay
' degreein College India. PIN-- 670 101. Person
Teaching Mobile: (+91) 8089729327
e-mail ID:profhay@gmail.com
Managing Trustee, Salil Sivadas
Mrs Chi Foundation,
Si\l;zdas,mnammu ”S.alil Bhavan”, P.O. Sivapuram, Member Social
10. . Dist. Kannur, Kerala, India. PIN 670 702. .
M.A(Sociology), Phone: 0490-2477483 Scientist
MSW (Social Work) ' On€: -
Mobile: (+91) 9447481183
e-mail ID: csivadas2000@yahoo.com
Consultant Physician
Br- Kd R. "ARCHANA", Kovilakam Road, Nilambur
1 MaguBeg/an (P.O),Malappuram, Kerala, India. Member
MD(Genera PINQ).6|7'932991 . . Clinician
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