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1.1 Purpose

To describe the procedures for assessing the feasibility of conducting a study at AIIMS
Hospital, New Delhi in compliance with standard protocol.

AIIMS Hospital, New Delhi is committed to maintain the highest scientific, clinical and ethical
standards while conducting research. Further, BBMCT is committed to comply with all
applicable regulations and guidelines in this regard. In view of the same, before agreeing to
participate in a clinical research study, the Principal Investigator (Pl) and Institution must
agree to the scientific, clinical, and ethical merits of the study; the financial impact to the
hospital; compliance with regulations; and the operational feasibility of conducting the study
at AIIMS Hospital. This standard operating procedure (SOP) describes the steps for
assessing the feasibility of conducting a research study at AIIMS Hospital.

Additionally, Institution and Pl considers the potential benefits of proposed studies to
disease control in AIIMS Hospital and developmento f t h e researéh pa@tiolo.

This standard operating procedure (SOP) describes the steps for fulfilling the regulatory,
medical, and ethical requirements for assessing the appropriateness and feasibility of
implementing a protocol within the AIIMS Hospital research network.

1.2 Scope

This SOP applies to the activities involved in assessing protocol feasibility for all research
studies conducted at AIIMS Hospital involving human subjects.

This SOP applies to the assessment of protocols and funding for non-investigator-initiated
studies.

1.3 Procedure

1.3.1 Protocol Assessment

When a Sponsor/CRO contacts the BBMCT about a potential study, the Director (BBMCT)
will assess whether or not it would be feasible to conduct the protocol with the existing staff
and facilities. Director (BBMCT) can use protocol checklist to ensure if protocol is feasible to
conduct at AIIMS Hospital (AX1-V1/SOP 01/V1)

The Director (BBMCT) will discuss the protocol with the respective Head, AIIMS Hospital.

The Investigator, Sub Investigator, and other appropriate site personnel will review the
protocol to ensure the following:
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13.1.1

1.3.1.2

1.3.13

1.3.1.4.
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Clinical/Scientific/Ethical Feasibility

Clinical importance to AIIMS patients.

Scientific merit.

Benefits and risks associated with the protocol.

Consistency with the priorities of the hospital and the clinical department.

Operational Feasibility

Availability of personnel and other resources required to conduct the study.
Availability of patients meeting the inclusion / exclusion criteria of the study.
The level of interest expected from the physicians needed to recruit patients
into the study.

The operational complexity of the protocol.

Whether there are any conflicting studies in progress.

Regulatory Feasibility

The PI/Director (BBMCT) reviews the protocol to determine whether there

is anything required that may be problematic when submitting the project to

the IEC. As part of the review the CTC can consult with IEC representatives.

The Director (BBMCT) must check the following points before submitting the

protocol to the IEC for approval, as IEC determines:

0 Research studies have the resources necessary to protect participants:

0 Adequate time for the researchers to conduct and complete the research.

o0 Adequate number of qualified staff

o Adequate facilities

0 Access to a population that will allow recruitment of the necessary
number of participants.

o Auvailability of medical or psychosocial resources that participants might
need as a consequence of the research.

Financial/ Legal Feasibility

A detailed review of the costs, including staff time needed to complete protocol
activities and patient care visits are determined by the Pl and the Director
(BBMCT).

The Pl and Director (BBMCT) prepare the budget worksheet.

The budget worksheet is compared with the sponsor® budget.

The Pl and Director (BBMCT) will negotiate with the sponsor to establish a
feasible budget. Once an agreement is made, the budget will be signed by the
Pl and Director (BBMCT) sent to the sponsor.




If an agreement cannot be reached with the study sponsor to cover all costs
of the study, the PI and Director (BBMCT) will work together to determine
whether the study will be conducted at AIIMS Hospital.

The Legal expert will facilitate legal review of the contract.

1.3.2 Decision

T

T

All the above mentioned points (1.3.1.1, 1.3.1.2, 1.3.1.3 & 1.3.1.4) will be
discus in the respective meeting.

The Director (BBMCT) will notify the sponsor of the sit e desision. In the event
that the protocol not meet the abovementioned criteria the Director (BBMCT)
may, at his discretion, provide rationale for the decision to the Pl and will inform
the same to the sponsor, allowing the Sponsor the opportunity to make
changes in the suggested part of the protocol and have it reassessed.

In case of Investigator initiated studies, Sponsor will make the required
changes in the protocol as suggested by the Principal Investigator or can
provide rational for the same.

BBMCT Coordinator will submit the protocol to IEC for review and approval
after incorporating all the changes suggested by Sponsor (if any) in the
protocol.

1.4 Applicable Staff

This SOP applies to all the personals of the clinical research team (BBMCT) and Pl with
its members who may be responsible for making decisions regarding conduct of the
research studies at AIIMS Hospital.

T
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These include the following:
Investigator

Sub Investigator

Legal Expert(s)

Research Team (BBMCT)

Staff responsible for Implementation

Director (BBMCT) will ensure that the research team involved in the conduct of
the study will comply with this site SOP.

Director (BBMCT) and PI at his level will ensure that at the time of implementation of
the SOP, the research team at AIIMS Hospital are trained and in the event that
an SOP is modified, provide training regarding the change(s) and ensure their
compliance with the changes.

Inform IEC that this site SOP will be implemented within the institution.




References

21 CFR 312.21 Phases of an investigation

21 CFR 312.23 IND content and format

21 CFR 312.60 General responsibilities of investigators

21 CFR 56.109 IRB review of research

21 CFR 56.111 Criteria for IRB approval of research

May 1997 International Conference on Harmonization (ICH) Good Clinical Practices
Schedule Y

N o g bk wbdRE
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AX1-V1/SOP 01/V1

PROTOCOL FEASIBILITY CHECKLIST

Factors to consider:

1. Population

Do you have access to the right patient population?

Will you need to recruit patients from external sources? If so, will
sponsor provide funding?

Is the proposed enroliment goal realistic?

Is the proposed enroliment period realistic?

Will enrollment compete with other studies seeking the same
patients?

Are inclusion/exclusion criteria overly restrictive? (Consider the likely
screen failure ratio and the number of screen failures)

Do you expect a significant number of adverse events? (How ill is this
population?)

2. Protocol

Is the protocol well designed?

Is the protocol ethical? Will the IRB have problems with it?

Is the study question important?

Will the subjects benefit from participating in the study?

Is the sponsor willing to consider suggestions or modifications if you
do not think the protocol is feasible as written? (In case of sponsored
study)

Can other services (e.g., lab, radiology) meet the protocol
requirements?

Is necessary equipment available?

Are patient compliance problems likely? If so, will it be necessary to
monitor subjects' compliance with time-consuming phone calls or
postcards?

Are case report forms complex?

Are drug or device storage/accountability requirements complicated?

Will the drug be available for patients at the end of the study? (This
can impact patient satisfaction.)

3. Procedures

Are procedures frequent?

Are procedures difficult, e.g., elderly patients asked to swallow pills?
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Are procedures painful?

Is the dosing schedule complex?

4. Staff

Are qualified staffs available

If needed, is training available?

Does the PI have adequate time to devote to the protocol?

Are additional specialists needed?

Are study visits complex, presenting possible scheduling difficulties,
e.g., how many different study staff will subject encounter in a given
visit?

5. Budgets

Does preliminary budget appear adequate? (Sponsors or Director
(BBMCT))

If the study is canceled prior to enrollment, will the sponsor pay for
pre-study activities, e.g., IRB submission, meetings, chart reviews?

Will sponsor pay for an adequate number of screen failures
(especially important for difficult protocols)?

Will the proposed payment schedule allow you to keep afloat, e.g.,
adequate up-front payment; payments paced according to work
required by protocol?

Any other protocol required equipments or procedure etc

6. Other

Is adequate space available?

Will electronic or remote data retrieval systems be used? If so, will
sponsor provide training?

Does the sponsor/Pl expect this study to be audited by the regulatory
bodies?
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2.1 Purpose

®* This Standard Operating Procedure (SOP) describes the manner in which the
Clinical Trial Agreement (CTA) are to be received, processed and accepted by the
Institution and/or principal investigator to another entity for the purpose of conducting
research. These other entities may include, but are not limited to; industry or
commercial sponsors, contract research organizations (CROs), or other research
collaborators.

® This SOP is in place to ensure that both, BBMCT and the Principal Investigator
(P1), are legally protected in all necessary areas applicable to their specific project.

2.2 Scope
This SOP will apply to all industry-sponsored trials conducted at BBMCT or trials initiated
at AIIMS Hospital for multicenter purpose.

Any new trial which initiated during active period of the SOP will be covered under the
SOPs, unless otherwise indicated. If necessary, a study specific SOP may be prepared.

2.3 Procedure

2.3.1. Review of draft CTA
Sponsor/CRO will provide draft CTA to Director (BBMCT) for finalization.

The Director (BBMCT) will inform the same to the Institution head and send one copy each
of the CTA along with the study protocol to the institution head, Legal department and IEC
(along with initial submission of project) for review.

The Director (BBMCT) must check that the following elements, when applicable should
be included in the contract to cover GCP and other responsibilities:

e Sponsor's name and address

e |[nstitution name and address

e PI name and Address

e Protocol title with IP name

e Alisting of the study, clinical, and legal responsibilities of Investigator site
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o Effective date of CTA

e Estimated study start and finish dates

e Terms of payment including terms for delays and termination of the study

e Number of study subjects required to enter and complete the study and the criteria for
a "completed” (fully paid) study subject

e Confidentiality agreement

e Information on personal data and biological material if any

e Dissemination of findings, and publication rights

e Data ownership rights

e Indemnification

e Research related injury responsibilities including the provision and payment and/or
reimbursement of necessary medical care for research participants when appropriate

¢ Compensation guidelines

e Guidelines or requirements for promptly reporting of the findings that could affect the
safety of participants or influence the conduct of the study

e Data and safety monitoring process and reporting requirements

e The notification of the research department by the Sponsor and/or CRO of study
results after the study has ended when participant safety could be directly affected by
those study results, in order to consider informing participants

®* Other legal issues as necessary per BBMCT Legal expert(s).
[Note: While preparing budgets for Industry sponsor study, one should always, consider
changesasperi DO cat e gor ychdrges) d¢r aigher if eferedfby the Industry.]

PI/IEC/Legal expert must check for the availability of clause in Contracts or other funding
agreements that require the sponsor to promptly (no longer than within 30 days) report to
the organization in case of any findings that could:

e Affect the safety of participants.
e Influence the conductofthestudyor al ter t he ¢toBAtiGuetesudyr ov a

The Legal department and IEC will correspond with the Director (BBMCT) regarding any
revisions that are required in the CTA.

Legal expert will approach Institutional head, in case of queries.
2.3.2 Revision of CTA

1 The Legal expert(s) will correspond with the Director (BBMCT) in case of
suggestion/revision including the revision suggested by Institutional head.

1 IEC will also correspond with the Director (BBMCT) regarding any revisions that are
required in the CTA.
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1 In case of sponsored study, Director (BBMCT) will further correspond with the
Sponsor/CRO/collaborators for all the relevant suggestion/revision and changes if
any put forward by Legal expert and IEC.

1 The Institution head will be included in all correspondence between the Legal
department, IEC and Sponsor/CRO/collaborator.

91 Director (BBMCT) or Sponsor (in case of sponsored study) will study the revision
suggested and incorporate the suggested changes as applicable.

2.3.3 Finalization of CTA

1 Once the CTA is approved by the Legal expert and IEC, Director (BBMCT) will
further correspond with the Sponsor/CRO/collaborators.

1 A minimum of three originals should be prepared on stamp paper (INR100) or as
many originals as the Sponsor/CRO/collaborator specifies.

1 Director (BBMCT) is responsible for assuring that all required signatures are
obtained. All originals should be identical and have consistent signatures and dates.
Note: Institutional Head will sign the CTA only after IEC approval.

1 After signature of the Institution head (along with the institution stamp) and
Principal Investigator the originals will be sent to the Sponsor/CRO for signature.

1 A copy will be retained in the interim; this copy will be discarded when the signed
original is returned from the sponsor/CRO.

1 One copy will be retained by the Institution head, one by Director (BBMCT) and the
other will be with the Sponsor/CRO. The PI should keep the signed CTA in TMF.

1 One copy of the CTA will be submitted to the IEC for approval before the conduct of
the study at site.

2.3.4 Addendum/Amendment to CTA

91 During the course of the study, Director (BBMCT) /Sponsor can amend the CTA if
required.

1 Any addendum/amendment to the CTA also needs to be reviewed by legal experts
and a copy will be submitted to IEC for review and opinion if any.

1 If any changes suggested by the Pl and IEC, the same will be discussed with the

Sponsor (for sponsored study) and should be incorporated in the CTA.

Copy of the amended CTA will be submitted to IEC for review and opinion if any.

One copy each of finalized (signed and dated) amended CTA will be retained by PI,

one by the Institution head and one by the sponsor.

= =4

2.4 Applicable staff

This SOP applies to those members of the clinical research team involved in the
process of finalizing the Clinical Trial Agreement at site. These include the following:
1 Institution Head

1 Principal Investigator
1 Legal Expert
1 IEC
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2.5 Staff responsible for Implementation

1 Director (BBMCT) will ensure that at the time of implementation of the SOP, that the
research team at AIIMS Hospital are trained and in the event that an SOP is modified,
provide training regarding the change(s) and ensure their compliance with the
changes.

1 Pl and Director (BBMCT) will ensure that the research team involved in the conduct
of the study will comply with this site SOP.

1 Inform IEC that this site SOP will be implemented within the institution.

References
1. FDA Code of Federal Regulations: 21 CFR Part 312.53

2. International Conference on Harmonization (ICH) Guidelines (E6) for Good Clinical
Practices (GCPs): 4.5.1 and 4.9.6
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3.1 Purpose

To describe the procedures related to communication with the IEC during the entire study
duration right from study initiation to completion, and to describe what documents should
be retained to reflect interaction with the IEC.

3.2 Scope

This SOP will apply to all studies being conducted at AIIMS Hospital.

3.3 Procedure

Interactions with the Institutional Ethics Committee (IEC) continue throughout the duration
of a research study. Establishing effective ongoing IEC communication and reporting
procedures are essential to the successful management of research studies. An effective
working relationship with the |IEC strengthens the team approach to the protection of
participant safety in addition to enhancing compliance with applicable SOPs, guidelines
and regulations governing research studies.

Interaction with IEC required during the entire course of the research study, the phases could
be:

3.3.1 Initial Submission of project to IEC

a. Detailed description of project submission

® The BBMCT Team should submit all study related documents to the IEC, no fewer
than fourteen (14) days before the scheduled meeting.

®* The BBMCT Team should complete the IEC submission form (Refer IEC SOP) and
PIl must sign and date in the form wherever required. CTC will obtain the PI signatures.

¢* BBMCT Team will check the submissions as per the IEC checklist (Refer IEC SOP)
to ensure that all mandatory forms and documents are enclosed.

®* The BBMCT Team will submit the signed forms and documents to the IEC. These
include, but are not limited to:
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Covering letter with brief description regarding the list of documents enclosed for IEC
approval, including the no. of copies submitted, document enclosed relevant version
number and date of all the documents (AX1-V1/SOP 03/V1).

b.

Project submission Form as mentioned above

Study protocol

Other related documents necessary for initial review as mentioned in the IEC
Curriculum Vitae and updated GCP certificate of the investigator and study team.
Number of copies required for IEC submission will be as per IEC SOP Note: One
additional copy for Pl Acknowledgement

w W W W W

The BBMCT Team should keep a copy of the acknowledged (IEC stamp with sign
and date) submission letter of the above-mentioned documents in the Trial Master
File (TMF) and send scan or copy to the sponsor (via mail or courier as required by
the sponsor).

BBMCT Team will document the unique A P r on @ givien by the IEC after project
submission for future communication and collect updated IEC membership roster and
IEC registration number and should place in the Trial Master File (TMF).

EC Response

The BBMCT Team will ensure that the letter of response from the IEC includes the
following information:

(0]

O O O O

O O O O O O
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Clinical study identification, protocol number and title;

Name and version date of all documents reviewed by the IEC.

Date of review by the IEC
Approval for the number of participants to be recruited in the study.
Decision/opinion/approval of the clinical study, including required modifications, if
any; (Note: Reply to the IEC in case of any suggested modifications)

If conditional approval given, it is not valid for more than 6 months (Refer IEC SOP)
Procedures for appealing the decision/opinion of the committee;

Any other information, if applicable, as described in the IEC SOP

Date of renewal of approval;

Signature of the IEC member secretary and date of the response.

Following Schedule Y and GCP (ICH 3.2.1 et 3.2.2) a list of the members of the
Ethics Committee and their qualifications, as well as the procedures of the said
committee should be available.
The BBMCT Team should keep an original copy of the IECs approval letter in the
TMF and provide one copy to the sponsor/CRO (via email/fax).




o Immediately after receiving IEC approval, register the study on CTRI and if applicable
on ClinicalTrials.gov
o Notify IEC after receiving registration number.

3.3.2 Study Progress

Pl can start project at site after receiving approval letter from IEC and as study progress at
site BBMCT Team will communicate with IEC for all required notification and reporting such
as:

3.3.2.1 Protocol Amendments

a. Major Amendments

®* Notify the IEC of any changes to the protocol and/or informed consent and/or of
new information on the investigational product no fewer than fourteen (14) days
before the next scheduled meeting.

¢ All amendments should bear amendment number and version number with date(s).

¢ CTC must make sure that all changes or modifications in the amended version are
underlined or highlighted along with detailed summary of changes.

®* The amendment /documents along with the covering letter should be accompanied
by Amendment Reporting Form (Refer IEC SOP)

®* Number of copies required for IEC submission will be as per IEC SOP
Note: One additional copy for Pl Acknowledgement

®* The BBMCT Team should obtain a copy of the acknowledged (IEC stamp with
sign and date) amendment submission letter of the above-mentioned documents,
and file the same in relevant section of TMF and send Scan or a copy to sponsor/
CRO (via email/fax).

®* The amendments in the protocol and/or informed consent and of new information on
the IP will be valid only after IEC approval, and should immediately implement the
documents at the site after approval.

®* Document the approval letter in the relevant section of the TMF and send a copy to
sponsor/CRO( via email/fax)
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b. Minor amendments and notifications

®* Minor amendments are those that do not increase the risk or decrease the potential
benefit to subjects and may be approved by the IEC (Refer IEC SOP).
® This may include but may not restrict to:
0 Renewed insurance policy
o DCGI and DGFT approvals
0 Administrative notes
o Documents of administrative nature

3.3.2.2 Deviations/Violation and Waivers

Submit protocol deviations/violations and waivers to the IEC for review and approval
according to IEC and regulatory requirements

Deviation/ non-compliance/ violation/waiver happens at site, when investigators/
trial sites, fail to -
o follow the procedures writtenin the approved protocol
o comply with national / international guidelines for the conduct of human research
o fail to respond to the IEC requests

* BBMCT Team will submit the deviations /violations/waiver reports as per the IEC
SOP.

®* Protocol deviation/. non-compliance/ violation/waiver can be detected during
monitoring visit for the investigator-initiated study by IEC and for sponsored studies
by the monitor/ CRA also. Sometimes it can be detected by Pl /study team member.

®* The IEC members and/or monitor/ CRA performing monitoring of the project at
study site can detect protocol deviation/non-compliance / violation, if the project is T

not conducted as per protocol / national / international regulations

0 when scrutinizing annual / periodic reports / SAE reports

o fail to respond to requests from IEC within reasonable time limit

o fail to adhere to protocol required procedures

o

* Protocol Waiver is analogous to a Protocol Deviation, except that prior IEC approval
must be obtained before implementing the necessary departures from the protocol.
Therefore, Protocol Waivers are anticipatory, while Protocol Deviations are not. E.g.
Protocol Waiver means a prospective decision by a sponsor or investigator to
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permit accrual of a subject who does not satisfy the approved inclusion /exclusion
criteria for enrollment.

IEC action could include one or more of the following:

o IEC will inform the PI that IEC has noted the violation / noncompliance /
deviation and inform the PI to ensure that deviations / noncompliance / violations
do not occur in future and follow IEC recommendations.

o |IEC will enlist measures that the Pl would undertake to ensure that deviations /
noncompliance /violations do not occur in future.

o call for additional information

0 Suspend the study till additional information is made available and is scrutinized

Suspend the study till recommendations made by the IEC are implemented by

the Pl and found to be satisfactory by the IEC

Suspend the study for a fixed duration of time

Inform the Director, AIIMS Hospital

Revoke approval of the current study

Inform DCGI / Other relevant regulatory authorities

Keep other research proposals from the PIl/ Co-Pl under abeyance

Review and / or inspect other studies undertaken by PI/Co-PI

o

©O O O O O O

File the IEC acknowledged deviations/violations and waivers forms submitted in
relevant file and send one copy to the sponsor/CRO.

3.3.2.3 Safety Information
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Safety information can be any information recently reported or obtained from
sponsor/CRO particularly regarding risks associated with the research.

Safety information is categorized as Serious Adverse event (SAES) and unexpected
event reports of both onsite and offsite.

The Principal Investigator must review safety information received from the sponsor.
It is recommended that the PI review of safety information must be documented.

The Investigator must submit Serious Adverse Events (SAEs) and unexpected events
reports, both onsite and offsite, including follow up reports for active study
participants.

Report all safety information to the IEC according to the IEC and regulatory
requirements (eg. Investigational New Drug [IND] submissions, Council for
International Organizations of Medical Sciences [CIOMS] reports, Suspected
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Unexpected Serious Adverse Reaction (SUSAR), Periodic Safety Update Report
(PSUR), Data Safety Monitoring Board [DSMB] reports).

File the safety reports and any associated IEC correspondence, if any, in the TMF.

Copies of the associated IEC correspondence should be provided to the sponsor
according to sponsor requirements.

Report any other information to the IEC that may adversely affect the safety of the
participants or the conduct of the research study.

Off Site Safety Reports

Off Site SAEs are adverse event reports that are serious, expected, unexpected,
related and unrelated (definitely, probably and possibly) to the drug and need
prompt reporting to the IEC/DSMSC.

The SAEs that are expected (if listed in the informed consent and IB) or unexpected
but unrelated to the drug (classified as per the Offsite SAE Classification form 7 as
per IEC SOP) have to be logged by the Pl and to be submitted timely. The following
log will be maintained continuously until the end of the study.

IEC/DSMSC will accept the log of the SAEs every 3 months and/or at the time of
continuing review/ annual status report.

Those off site SAEs which qualify for prompt reporting, (classified as per the Offsite
SAE Classification form i as per IEC SOP) will be reported to IEC /DSMSC
secretary.

Sponsor/CRO will send two sets of the offsite SAE, CTC will submit one to the
IEC/DSMSC (as per the IEC SOP) and file acknowledged (Stamped, signed and
dated by the IEC /DSMSC) copy in the TMF and send a copy to the sponsor/CRO.

P | dnast review the SAE listings in detail and report if a trend is observed and
communicate the same to IEC/DSMSC.




b.

P1/Co | may receive email or letter as applicable, if any queries are raised by the
IEC/DSMSC Secretary. P1/Co | must reply to the query immediately.

Onsite SAE reporting:
Kindly Refer SOP for Safety Reporting

3.3.2.4 Annual Report/ Continuing Review report
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The purpose of Annual report/ continuing review report is to monitor the progress of
the study which was previously approved; not only for the changes but to ensure
continued protection of the rights and welfare of research subjects.

BBMCT Team will submit continuing review report/annual report to the IEC (DSMSC)
annually, subsequent to the date of IEC approval to renew approval before two
months of expiry.

All information must be provided to IEC/DSMSC, as requested in the continuing
review application form (Refer IEC SOP)

BBMCT Team will should submit the continuing review application well in advance
i.e. 10 months after IEC final approval.

CTC should submit three hard copies of the report (1+2) and a soft copy.

CTC should obtain a copy of the annual/continuing review report acknowledged by
IEC/DSMSC, and file the same in TMF and send a copy to sponsor (via email/fax).

The IEC/DSMSC, Secretariat will notify Principal Investigator in case committee
recommended modifications, and Pl will be requested to resubmit the relevant
documents within 1 month for the approval till then the project is suspended. Principal
Investigator will be communicated about the decision within 14 working days after the
minutes are finalized.

The PI will receive a letter from IEC/DSMSC, if the continuing review report/annual
report is approved / accepted.

The letter should be file in the TMF and a copy should be provided to the sponsor.




Note: If there is delay in approval of the continuing review report subsequently from the date
of IEC approval, the PI cannot recruit any patient during that phase, till IEC/DSMSC, approve
the continuing review report.

3.3.2.5 Study Termination

a.
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Premature Termination / Suspension /Discontinuation of the study

Research studies are usually terminated as per the recommendation of the IEC,

Pl, Sponsor or other authorized bodies wherein subject enrollment and subject
follow-up are discontinued before the scheduled completion of the study.

The IEC/Sponsor/Pl/ other authorized bodies can prematurely terminate the

study for the following reason but not limited to:

(0]
(0]
(0]

Protocol non-compliance/violation due to any reason.

Slow recruitment

Frequency of SAEs occurring at trial site may require the study to be
prematurely terminated for the safety of the patients.

Sponsor find treatment not effective

Lack of funds, lack of adequate market potential, competing drugs have
received marketing approval ahead of the test compound, etc.

Overall trial enrollment was met, so all sites are being closed, even if some
sites have not completed their enrollments.

Based on the above mentioned reasons IEC secretary can send a notification letter
for termination/suspension/discontinuation or query letter to request additional
information to the PI.

In case Sponsor is terminating the study, Pl will receive a letter from Sponsor/CRO
for the termination/suspension/discontinuation with the explanation for the same.

BBMCT Team will prepare the protocol termination package along with covering letter,
Premature Termination Report (Refer IEC SOP) signed and dated by Pl and another
material (e.g. letter received from the Sponsor/PI/IEC)

BBMCT Team will must obtain acknowledgment of the IEC member on the covering
letter and file it in the TMF.

BBMCT Team will reply immediately in case of any query generated or any further
information requested from the IEC.




* Pl will receive acceptance letter from the IEC, CTC will keep the original letter of the
Premature Termination/suspension/discontinuation report in the study file and send
the file to archive (Refer SOP; Archival of Essential Documents). Inform the same to
Sponsor/CRO.

3.3.2.6  Study completion

® On the Study completion the BBMCT Team will notify the IEC of the study
completion using study completion form (Refer IEC SOP)

®* Additionally, BBMCT Team will submit letter provided by the sponsor/CRO to give
adequate and sufficient information.

®* BBMCT Team will submit one hard copy + soft copy of Study Completion Reports
Note: One additional copy for Pl Acknowledgement

* |EC may call Pl and request for further information or take any other action. In case,
further information / action are requested, the same should be followed by the PI
and communicated to the IEC office within 30 days.

¢ After providing the information requested by the IEC, Pl may receive acceptance
letter from IEC.

IEC acceptance letter will be filed. One copy must be sent to Sponsor/CRO.

3.4 Applicable Staff

This SOP applies to all the personals of the clinical research team and others who may be
responsible for the interaction with the IEC.
These include the following:

o Investigator
0 Research Team (listed in the delegation log)
o CTC

o0 |IEC stafffmembers

3.5 Staff responsible for Implementation

®* Director BBMCT and Investigator will ensure that the research team involved
in the conduct of the study will comply with this site SOP.
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Director BBMCT will ensure that at the time of implementation of the SOP, that
the research team at the clinical research unit in AIIMS Hospital are trained
and in the event that an SOP is modified, provide training regarding the
change(s) and ensure their compliance with the changes.

References
1. 21 CFR 312.607 General Responsibilities of Investigators
2. Guideline Good Clinical Practice
3. ICH Guidelines for Good Clinical Practice (E6)
4. ICH Guidelines for Good Clinical Practice (E6) section 3.1 i Responsibilities
5. ICH Guidelines for Good Clinical Practice (E6) section 4.10 i Progress Reports
6. ICH Guidelines for Good Clinical Practice (E6) section 4.11 1 Safety Reporting
7. ICH Guidelines for Good- Clinical Practice (E6) section 4.12 i Premature
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12.

Termination of Suspension of a Trial

ICH Guidelines for Good Clinical Practice (E6) section 4.13 T Final Reports by
Investigator / Institution

ICH Guidelines for Good Clinical Practice (E6) section 4.4 i Communication with
IEC/IEC

ICH Guidelines for Good Clinical Practice (E6) section 5.21 i Premature
Termination or Suspension of a Trial

IEC SOP: SOP 03/V1, SOP 06/V1, SOP 07/V1, SOP 08/V1, SOP 09/V1, SOP
12/V1, SOP 13/V1
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https://tmc.gov.in/research/sop/SOP_IRB/12_Review%20of%20study%20completion%20reports.pdf

AX1-V1/SOP 03/V1

Covering letter

To, Date:
Member Secretary,

Institutional Ethics

Committee, AIIMS Hospital,

New Delhi

Reference <Study Title/Study

number> Subject:

Dear ,

We are submitting following study documents to the Ethics Committee for the necessary approval as per
ICH/GCP guidelines and E6 chapters 3.2.1, 3.2.2 5.11/1b.

Please find enclosed 01 hard copy of dossiers and soft copies of the following study documents has
already being submitted for your review-and approval.

Sr. Document Type
No.

Kindly list all documents enclosed for submission with version number and date

I would like to request you to review above mentioned documents and provide the approval for the study.

Kindly revert back for any further clarification. Thanks & regards,

<Pl name>
<Designation>
AlIMS Hospital,
New Delhi

32|Page




Standard Operating Procedure
Clinical Trials

(Exclusive AIIMS Hospital,
New Delhi)

Title: Study Team Responsibilities

SOP Code: SOP 04/V1 Date:13/November/2020 Pages: 331041

British BioMedicine Clinical Trials (BBMCT)

(2020)

33|Page




4.1 Purpose

To describe the division and allocation of responsibilities and to clarify boundaries of
responsibility within the study team, to ensure smooth running of the study under applicable
regulatory requirements.

4.2 Scope

This SOP will apply to all study team members involved in the conduct of study at AIIMS
Hospital.

4.3 Procedure

The Principal Investigator (PI) is the person ultimately responsible for the conduct of the
research study at site. However, all study team members are obligated to conduct
research according to professional roles and responsibilities. According to the International
Conference on Harmonisation Guidelines (ICH) for Good Clinical Practice (GCP), it h e
investigator should have an adequate number of qualified staff and adequate facilities for the
foreseen duration of the trial to conduct the trial properly-and safely.0 The qualifications and
responsibilities of the research personnel should be clearly defined.

Study team involved in a study include, but are not limited to:
o Principal Investigator

o Co-Investigator

o Clinical Trial Coordinator

0 Research Nurse

There may also be other Study member that are associated with, but not directly involved
in the research study, such as:

o Clinicians

Specialist nurses

Pharmacists

Laboratory staff

Support staff

o O0O0Oo

4.4 Responsibilities of the Research Team

4.4.1 Principal Investigator (PI) /Co Principal Investigator (Co PI)

¢ Each research study will have a Principal Investigator (PI) (and may have a Co
P1) who is the individual of record who assumes authority and accountability for
the ethical conduct of a research study in accordance with all applicable federal
and state laws and regulations and with institutional policy. The Pl and Co PI are
each fully responsible for:
o The Investigator(s) shall be responsible for the conduct of the study
according to the protocol and the GCP Guidelines and also for compliance as
per the undertaking given in Appendix VII.
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The safety and welfare of participants in the trial.

Reading and understanding all the information in the essential documents,
the investi g a tboochdrs (IB), the informed consent, and the protocol.
Informing all participants, including participants used as controls, that the
investigational agents are being used for investigational purposes and
following all requirements relating to obtaining informed consent.

Preparing and submitting protocol documents for initial IEC review and
approval.

Conducting study activities only after IEC approval and in accordance with
the approved protocol, and assuring that IEC requirements are met.
Reporting Adverse Events (AES) to the Sponsor as per protocol.
Implementing modifications in approved research only after review and
approval of the modification by the IEC, except where necessary to eliminate
apparent immediate hazards to participants.

Appropriate control, inventory, distribution, storage, record keeping and
destruction or return of Investigational Product (IP).

Prompt reporting to the IEC of all events that require prompt reporting.
Providing progress reports/annual report to the IEC in a timely manner.
Assuring the disclosure of financial interest and arrangements to the sponsor
and the IEC, and if required by the IEC, to participants, by any member of the
research team that may present a conflict with the interests of participants in
the study.

While retaining knowledge of and overall authority for the conduct of all
research studies, supervise members of the research team qualified by
appropriate education and experience to accept responsibility for study-
related activities not directly performed by the PI. Assuring that delegation of
responsibilities is appropriate and is documented (AX1-V1/SOP 04/V1) and
that individuals recruited as members of the research team are appropriately
licensed and trained.

Maintaining adequate and accurate records and making records available for
inspection to external and internal monitors. Meeting with auditors (DCGI,
FDA, sponsor and internal), at the conclusion of their audits, to review
findings and to implement changes to correct weaknesses or deficiencies.

The PI/Co Pl may delegate responsibility to individual members of the research
team; however, the PI/Co Pl cannot delegate accountability for the ethical conduct
of the study. The Pl must sign the form that he/she delegates the responsibilities
to each member of the researchteam. Ea c h i n dmname rdustdé sigsed
initialed and dated. The form must be updated, signed initialed and dated, each
time there is a personnel change (AX1-V1/SOP 04/V1)




4.4.2 Responsibilities of Sub-Investigator (Sub 1) /Co-Investigator (Co I)

® A Sub Investigator (Sub 1)/ Co-Investigator (Co 1) is a member of study team,
qualified by education, experience, and with appropriate licensure or certification,
designated responsibilities by the Pl at a trial site to perform critical trial-related
procedures or to make important trial-related decisions.

® The Principal Investigator can assign some or all of his / her study related duties
at the study site(s) to his subordinate who is under the supervision of the
principal investigator.

® Sometimes the responsibilities designated by the PI could be the same as PI
responsibilities. (Refer PI responsibilities)

4.4.3 Senior Clinical Trial Coordinator (CTC) Responsibilities

® The Senior Clinical Trial Coordinator works in collaboration with the PI, the CTC
and the multidisciplinary research team to ensure that rigorous clinical research
standards are maintained. Some examples of responsibilities of the Senior CTC
include:

o Provides guidance to the clinical research team from study start-up to
closure, and manages all aspects of the research study (including timelines
and reporting).

o Develops clinical research staff job descriptions.
o Evaluates staffing needs and hires qualified personnel as appropriate.

o Acts as liaison between the clinical research site and sponsor
representatives.

o0 Prepares and negotiates study budgets.
0 Manages study contract negotiations.

0 Supervises the training and education of staff, and manages work
assignments.

o Tracks performance of clinical research studies.

o Conducts regular performance appraisals for direct reports.

4.4.4 Clinical Trial Coordinator (CTC) Responsibilities

® The Clinical Trial Coordinator (CTC) is a specially trained professional (nurse,
health professional or other qualified clinical research team member) well
versed with GCP and required regulatory guidelines, who manages most of the
day-to-day responsibilities of a clinical research study.

® The CTC works in collaboration with the PI and with a multidisciplinary research
team to ensure that rigorous clinical research standards are maintained. The
specific roles of the CTC are described in the procedures of each SOP. The
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responsibilities may be delegated to the position with the level of training and
experience appropriate to the task and in accordance with the requirements of
the trial. Some examples of responsibilities of the CTC include:

(0]

o O o o

(0]

Screening and enrolling subjects in studies and managing their participation
according to ethical, regulatory, Institution SOP and protocol-specific
requirements.

Documenting and assuring that the Consent process has been done before
performing any study related procedures.

Developing organizational aids and checklists to facilitate patient recruitment
and the collection of complete and accurate study data.

Maintaining the regulatory and study files for each research project.
Communicating with the IEC as appropriate.
Assuring proper handling and storage of the Investigational Product (IP).

Reporting Serious Adverse Events (SAE) to the IEC, Sponsor, CDSCO,
Institutional Head and concerned regulatory authorities.

Meeting with sponsor representatives to discuss planned and ongoing
studies.

Overseeing study closure and reporting of results.

Participating in audit preparation activities of the sponsor, DCGI, FDA, other
regulatory and accrediting agencies and Regulatory Affairs.

Supervising other clinical research personnel, as appropriate.

Participating as appropriate in the training of individuals recruited as
members of the research team.

Design appropriate recruitment strategies and track study enrollment.
Accurate and timely data entry.

Proper handling and accurate processing of samples (such as blood and
tissues).

Other study related activities as per delegation log.

4.4.5 Other Study Team Member Responsibilities

All members of the study team should adhere to GCP guidelines, applicable

regulations, and standard operating procedures to ensure that the rights, safety,
privacy and well being of study participants are protected.

® Each staff member should fulfil the job responsibilities as outlined in the
delegation log (AX1-V1/SOP 04/V1).
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® Each staff member should also assess the skills required to conduct their
delegated protocol-related duties and obtain any necessary training. The
following are some responsibilities of the study team member:

(0]

Conduct clinical studies according to applicable regulations and guidelines,
Good Clinical Practices (GCP), Schedule Y, Good Laboratory Practices (GLP),
Institutional research policies and applicable SOPs

Assure the safety and welfare of study subjects by being knowledgeable
about ongoing study protocols and investigational articles.

Comply with federal regulations governing disclosure of personal,
professional or financial interests in a research study that may impact upon
its conduct, evaluation or outcome.

Maintain confidentiality of all clinical trial related information (including patient
records).

Fulfill job responsibilities specific to each job title according to applicable
regulations and guidelines as well as the appropriate job descriptions
maintained at the site.

Assure that the Pl is informed in a timely manner of all study-related
activities.

4.5 Applicable areas of the Hospital

All India Institute of Medical Sciences (AlIMS Hospital, New Delhi)
4.6 Applicable Staff

®* This SOP applies to all the personals of the clinical research team and others
who may be responsible for patient recruitment in the study. These include the
following:

o

(0]
(0]
(0]

Principal Investigator

Research Team (listed in the delegation log)
CTC

Other support staff

4.7 Staff responsible for Implementation

® Director BBMCT and Investigators will ensure that the research team involved
in the conduct of the study will comply with this site SOP.

¢ Director BBMCT will ensure that at the time of implementation of the SOP,
that the research team are trained and in the event that an SOP is modified, provide
training regarding the change(s) and ensure their compliance with the changes.

38|Page




References
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AX1-V1/SOP 04/V1

Site Delegation Log or Duty Delegation Log
Note this form should only be used for trials where trial-specific forms are not supplied.

Study Title/Acronym: Protocol No. :
Principal Investigator: Study Site:
**Key Start Date of Date of Stop
Name * Study Delegated Initials | Signature Signature
Role Study Task(s) Date signature ¢ py signature  Date

List of Responsibilities:

*Identification of study role includes but is not limited to Co-Investigators, Clinical Trial
Coordinator, study nurses, pharmacist (when appropriate) and others. List individuals
delegated significant study-related tasks (ICH GCP 4.1.5). Signature/Initials required for all
persons authorized to make entries and/or corrections to Case Report Forms (ICH GCP
8.3.24)

** |dentify key study tasks when delegated by the investigator. Examples of key
study tasks include:

1 Informed Consent process 13 CRF Signature

2 Medical History review 14 IP administration

3 Con. Meds review 15 Data Query resolution

4 Measure of vital signs 16 Communications with IEC and sponsor
5 Collection of biological samples 17 Study conclusion signature

6 Handling of biological samples 18 Maintaining study records

7 Review of incl./exclusion criteria 19 Randomization
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8 Safety assessments & reporting 20 Review & evaluation of reports
9 Authorization to randomize 21 Treatment decision
10 Investigational Product dispensing 22
11 Investigational Product Accountability & | 23 Archival activities
maintenance
12 CRF Completion Others:
22 a
22b
22¢c
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5.1 Purpose

This standard operating procedure (SOP) describes the communication between key
research personnel at site and the sponsor/Contract Research Organization (CRO),
including telephone and written interactions, during the entire course of a research study
conducted at AIIMS Hospital and to ensure proper documentation of communications with
the Sponsor/CRO concerning study activities.

5.2 Scope

This SOP applies to communications between the site and sponsors/CROs involved in the
conduct of research study.

These communications serve to protect the safety and well-being of subjects by assuring
that studies are conducted compliantly, sponsors/CROs are fully appraised of study site
activities, and key research personnel are informed of new information about the study
provided by the sponsor/CRO.

Any new study which initiated during active period of the SOP will be covered under the
SOPs, unless otherwise indicated. If necessary a study specific SOP may be prepared.

5.3 Procedure
5.3.1 General communications

A Provide the sponsor/CRO a contact list of site personnel involved in study start up,
al ong with eac handirespbnsiilitiesu al 6s r ol e

A Communicate regularly, courteously and in accordance with AIIMS Hospital standards,
with the sponsor/CRO about all study related issues.

A Be familiar with the s p 0 n s SOPD ertaining to communications, including reporting
timelines and preferred communication mode.

A Keep originals or photocopies of all study-related communications, including faxes with
corresponding confirmations, e-mails, and written summaries of phone conversations.
File all communication documents in the appropriate section of the TMF.

A Retain all sponsor-generated communications regarding conduct of the study (e.g.,
teleconference announcement) in the correspondence section of the TMF. Budget,
payment and other contractual or financial communications should be filed separately
from the regulatory binder. Ensure information is communicated to the Principal
Investigator (P1) and other key research personnel as applicable.
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5.3.2 Pre-Study communication

®* The CTC is responsible for sending the Confidentiality Agreement to the sponsor/CRO
once reviewed and signed by PI.
¢ Notify the sponsor/CRO o f t hadecisi®h t6 ®nduct the research study.

®* Review the protocol and submit if any questions concerning interpretation of the
protocol or conduct of the study to the sponsor/CRO in writing and file the copy in the
TMF.

®* Fill the gquestionnaires provided by the sponsor/CRO regarding the study related
requirements.

* Prepare questions to clarify protocol procedures, subject eligibility criteria, and other
study-related issues in writing and file the reply in the TMF.

®* The PI/Co I will discuss how the site is equipped to perform the study. This discussion
will include a description of the potential subjects available for the study and methods
being considered for recruitment.

5.3.3 Communications while the study is ongoing

* Investigator/CTC will submit the updated screening and/or enrollment logs to the
sponsor/CRO by the preferred mode of communication.

* Notify Sponsor/CRO about unanticipated issues, including adverse events (AEs) and
Serious Adverse Events ( SAEs ) , p er detnéonsapdtimelimes, assdefined
in the protocol or SOP.

¢* Communicate protocol deviations, as they occur, according to the sponsor
requirements.

® Submit completed CRFs (paper-based or e-CRF) to the sponsor/CRO in accordance
with the Clinical Trial Agreement (CTA).

* Respond promptly to data queries as requested via fax, e-mail, and/or direct electronic
data capture resoluti o n per t reguiremgnts ansl dacuinent the same in the
specified TMF.

®* Communicate significant regulatory changes per the s p o n srequir@ments (e.g., IEC
acknowledgement of an unanticipated issues or protocol deviation, IEC approval of a
revised consent document, etc.). Typically these documents are reviewed during
interim monitoring visits; however specific sponsors/CROs may require prompt
notification in specific circumstances.

® Submit sponsor-generated protocol amendments to the IEC. Once approval is
obtained, PI will train the study team regarding the changes prior to implementation and
same will be documented and informed to Sponsor/CRO
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* Forward safety reports received from the sponsor (e.g., off-site SAE/SUSAR) to the PI
who will review the event and report to the IEC as per IEC SOP. Notification of other
key research personnel and/or enrolled subjects may be necessary (e.g., new risk
identified related to investigational treatment).

5.3.4 Communication after study is completed

e Inform IEC regarding scheduled site close out visit.

¢ Communicate with sponsor and confirm the close out date.

®* Provide the sponsor/CRO with any IEC required correspondence (e.g information
requires in the IEC study closure letter) related to the study close out.

®* Ensure that all close out activities are performed and all sponsors requirements are
met.

* After receiving the final close out letter and study result from the sponsor, submit the

same to the IEC in the required IEC format.

File all the communication in the appropriate section of the TMF.

5.4 Sponsor Contact

1. Telephone Contacts 1 All study personnel will document critical conversations with the
Sponsor/CRO in the source notes, especially those pertaining to eligibility criteria,
protocol deviations, and serious adverse experiences. If requires the CTC or delegate
will file the Telephone Contact copy in the TMF.

2. Letters and Faxes 1 All study personnel will make copies of all correspondence written
to the Sponsor/CRO. The CTC or delegate will file this correspondence in the TMF.

3. e-mails 7 All study personnel will print out copies of critical e-mails with the
Sponsor/CRO. The CTC or delegate will file this correspondence in the TMF and if
required in the source notes.

At a minimum, the Sponsor/CRO should be notified:

e  When the first subject is enrolled in the study.

e When there is a question concerning a potential s u b j eligibilidys
e When recruitment issues occur.

¢ When a protocol violation occurs.

¢ When an SAE occurs.

5.5 Applicable Staff

This SOP applies to all the personals of the clinical research team involved in communication
with the Sponsor/CRO and responsible for the management of the data. These include the
following:

e Principal Investigator

e Sub Investigator

e CTC

e Pharmacist

e Support Staff
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5.6 Staff responsible for Implementation

Pl and Senior CTC will ensure that the research team involved in the conduct of the
study will comply with this site SOP and research members involved in the study are
following this SOP while communicating with sponsor/CRO.

Site staff will ensure that at the time of implementation of the SOP, that the research
team at the clinical research unit are trained and in the event that an SOP is modified,
provide training regarding the change(s) and ensure their compliance with the changes.
Inform IEC that this site SOP will be implemented within the institution.
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6.1 Purpose

To describe the process which ensures that the site is organized and prepare for the
proper conduct of the research study at AIIMS Hospital. This standard operating procedure
(SOP) also describes the processes to be followed at site initiation, activation, conduct and
closeout of research study at AIIMS Hospital. Sponsor/CRO are requested to pay the Admin
Startup fee of Rs 1,00,000 (One Lakh) as distributed. And Rs 80,000 (Eighty Thousand
Rupees) during study close out (Record Archival).

S.No. | When Comments Amount

Up-front, non-refundable
payment to defray the cost of
start-up work such as preparing
1 Before | regulatory documents, attending | Rs 50,000.00
investigator meetings, site
initiation training, enroliment
efforts, etc

Completion of : (1) execution of
the Agreement, (2) submission
of all regulatory documents

to CRO, and (3) IRB approval.

2 After Rs 50,000.00

6.2 Scope

This SOP will apply to all pharma sponsored research study initiation, activation, conduct
and close-out at AIIMS Hospital.

6.3 Procedure

A research study should be initiated at a site only after investigator and Sponsor/CRO
involved in the study is satisfied that essential documents, agreements and approvals are all
in place. The site initiation process is designed to ensure that;

* Site has all essential documents in place for the site to conduct the study in compliance
with the approved protocol and applicable regulatory guidelines.

* Site is aware of all the sponsor®& procedures and SOPs for study conduct (such as
safety recording and reporting, amendments, notification of any urgent safety measures/
violations or serious breaches) and has read and understood each.

® Site is met with all the required regulatory and sponsor requirements.

6.3.1 Preparing site for Site Initiation Visit

a. For preparing the site for initiation the investigator(s) or Clinical Trial Coordinator (CTC)
should:

®* Confirm the available date and time with the clinical research team that must attend
the meeting and arrange the most suitable meeting date, time and place.
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®* Request an agenda for the visit from the sponsor; circulate the same to each team
member.

®* Confirm that investigator and team has reviewed the Protocol and Investigator®
Brochure (IB) and any up-to-date information on investigational product (IP). The
Investigator(s) must prepare a list of questions if any to be asked in the SIV.

®* Ensure that the procedures stated in the study protocol are applicable at the site
and fully understood.

® Confirm that all documents required by Institutional Ethics Committee (IEC) are
available.

®* Confirm that the clinical trial agreement (CTA), indemnification letter and budget are
finalized and signed.

* Notify appropriate departments regarding the sponsor/CRO visit (e.g., Laboratories,
pharmacy, CT scan, bone scan and x-ray, etc).

®* File all essential documents in TMF (or sponsor-supplied Investigator Study File),
and compile any outstanding documents to provide to the Clinical Research
Associate (CRA) at the initiation meeting.

6.3.2 During the Site Initiation Visit
a. During the initiation visit the investigator(s) or Clinical Trial Coordinator (CTC) should

® Ensure that the Inve s t i g d&tiab Master File (TMF) contains the following
mentioned applicable items and all the required regulatory documents:

o0 Signed protocol and Investigator Statement
Signed and executed Investigator contract
CVs and licenses of key site study staff
Financial Disclosure forms

Investigator Undertaking (IU)

Form FDA 1572 for IND studies

IEC approval letter for the protocol

IEC membership roster (updated)

IEC approved informed consent form
Institutional and/or other regulatory authority approvals
Valid clinical/other laboratory licensure

Laboratory normal value ranges

O O O O 0O 0O o o o o o o

Notice that indicates the study has been submitted to the regulatory authorities
(if applicable).
o0 Investigator Brochure, if applicable.
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o Case Report Forms (CRF)
o Investigational product inventory management forms
0 Any other essential documents.

®* Provide the study members name involved in the study and their responsibilities in
the duty delegation to the monitor/CRA.

* Provide original and updated curriculum vitae of all study personnel / Investigators
involved, as per sponsor requirements (if not provided earlier).

®* Ensure that the names and contact numbers of the relevant medical and study
personnel of the sponsor are available and documented clearly.

* Ensure that all relevant study site personnel fill out the Site Personnel/Signature
Log and Training Log.

®* Check that the procedures and plans for storage, dispensing and return of IP have
been agreed and finalized with the Sponsor and Pharmacist (if applicable).

®* In case of paper C R F &Céeck that the quantity of CRFs that have been requested
or shipped to the study site are sufficient for the number of Participants/patients that
are likely to be recruited into the study also allowing for the archiving of one set of
intact, unused CRFs

* Check that other related supplies are available or are to be shipped to the study site
at a later date, and that they are available in sufficient quantities.

®* Check that laboratory facilities and arrangements for the dispatch of samples to the
central laboratory are organised and that any specialised equipment that may be
required will be available throughout the period of the trial, e.g. collection kits,
centrifuge machine, freezer, etc.

e Ensure that monitor/CRA gives sufficient time to CTC for CRF completion training.

e Ensure and understand the requirements of the sponsors/CRO regarding source
documents and raw data, which will be required during monitoring visits to enable
the monitor/CRA to perform source data verification at each monitoring visit.

®* Ensure that the procedures relating to the archiving of study records at the end of
the study is agreeable to the sponsor.

® During the initiation visit the Investigator or delegate (for investigator initiated study)
and monitor/CRA (for sponsor study) will provide a protocol-specific training session
to all the members of the research team who will be involved in the research study.
The investigator or monitor/CRA will ensure that the attendance sheets and other
training documentation are completed.

b. The protocol-specific training session will include, but is not limited to, the following:
o Aim and Objective of the protocol

o Time and events schedule for the protocol
0 Subject recruitment
o0 Obtaining informed consent
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OO0 O O O O o

Procedure for dispensing the IP

IP storage and records
Protocol-specific forms and procedures
Source documentation

Adverse event reporting

Additional information from the Inves t i g avieating ¢lid)
Any other relevant information

c. The Investigator, monitor/CRA and CTC will:

(0]
(0]

Develop a recruitment plan for subjects
Identify a back-up to the primary CTC

6.3.3 Study Activation and Initiation Visit Follow-Up
a. In preparation for study activation

Confirm that the sponsor sends a written summary of key discussions and
agreements made during the site initiation visit. Follow-up if necessary.

Confirm readiness of the site to start the study.

Confirm the receipt of all study-related materials such as CRFs, laboratory
supplies, investigational product(s).

Distribute protocol summaries and worksheets, if not done previously (the
sponsor may provide study-related worksheets, however the site can prepare
one).

Notify all appropriate departments that the study is ready to enroll participants.
Initiate ~ study recruitment strategies and begin  enrolling  study
patients/participants.

6.3.4 Study conduct
a. Once the site is activated and starts recruiting patients, the Investigator and CTC
will ensure the following
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All study activities are accomplished according to the protocol and applicable
regulatory regulations.

Subjects sign the correct version of the consent form before any study-related
procedures are accomplished.

Data collected in the Case Report Form (CRF) are supported by source
documents.

Protocol deviations/non compliance/violations/waivers if any should be notified
to the IEC (Refer SOP for IEC communication) and the same must be documented
in the source documents and appropriate CRF.

Adverse events are reflected in the source documents and captured in the CRF.
(With appropriate term, grade, causality, start and stop date and CCM given if
any.)

Serious Adverse events (SAEs) are reported to the Sponsor/CRO and IEC
within specified time frame (refer SOP for SAE reporting).

SUSAR and CIOMS should be notified in the timely manner to the IEC.




The IP is being dispensed correctly and IP accountability records are being
maintained.

b. While the study is ongoing, the CTC will ensure the following
®* The Sponsor/CRO is informed of all significant study events and staff members
are documenting critical interactions with the Sponsor/CRO.
®* Biological samples are being obtained, handled, stored, and shipped
appropriately.
e Study supplies remain adequate.
e Study records remain confidential.
e All equipment is calibrated regularly and maintenance records are being kept.
6.3.5 Premature Termination or Suspension of a Study
a. If the research study is prematurely terminated or suspended for any reason, the
investigator/institution should
* Immediately inform the IEC regarding the premature termination of the study in
the format specified in the IEC SOP.
* Promptly inform the trial participants and include, where appropriate, the reason
for suspension / early termination of the study.
®* Assure appropriate therapy and follow-up for the participants, and, where
required by the applicable regulatory requirement(s), should inform the
regulatory authority (ies).
® The PI should maintain documents as specified in the TMF list and take
measures to prevent accidental or premature destruction
In addition:
b. If the PI terminates or suspends a research study without prior agreement of the
sponsor, the PI should
e Promptly inform the sponsor and the IEC regarding the termination.
e Provide the sponsor and the IEC with a detailed written explanation of the
termination or suspension.
c. If the sponsor terminates or suspends a research study, the PI should
®* In case the sponsor chooses to or is required to terminate prematurely or
suspend the research study, then the sponsor should notify the investigator(s),
institution(s), the ethics committee and the regulatory authorities
accordingly. The notification should document the reason(s) for the termination
or suspension by the sponsor or by the investigator / institution.
6.3.6 Site close-out
a. Preparing the site for study close-out visits

* After the last patient has completed all scheduled visits associated with the
study, arrange a mutually convenient date and time with the monitor/CRA to
conduct the study close-out visit.

®* Request the monitor/CRA for the visit agenda so key research personnel such
as PI, Co I, CTC, research nurse and other team members will be available, as
appropriate.
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Ensure all regulatory documentation and case report forms (CRFs) not
previously monitored are complete and available for review.

Ensure all data queries received to date have been resolved.

Inventory IPs supply and complete final accountability records. If previously
instructed to return or destroy IP, assure all required documentation is filed in
the appropriate TMF for monitor/CRA review.

Arrange monitor/CRA meeting with the Pl and/or Co | and CTC to discuss any
outstanding issues.
P1 will ensure that all outstanding payments are cleared as per CTA.

b. Managing the study close-out visit

Ensure all documentation (e.g., regulatory correspondence) is filed appropriately
and ready for the monitor/CRA to review during the close-out visit.

Discuss all open study-related issues and what steps will be taken to resolve
them in order to satisfy the sponsor/CRO requirement(s).

Review with the monitor/CRA the list of outstanding issues related to regulatory
documents, source data verification, IP reconciliation, and any requirements for
data retention and storage.

Discuss any concerns regarding the possibility of a quality assurance audit
and/or inspection by IEC or external regulatory bodies. Include the CTC as
appropriate.

If the study involved electronic data capture, determine when hard copies/CD of
all CRFs will be provided to AIIMS HOSPITAL, if applicable.

The Pl is responsible for ensuring the appropriate follow-up, per the protocol, for
any participant experiencing an ongoing unanticipated problem (e.g., serious
adverse event) at study end and providing this information to the sponsor/CRO,
assuring all requirements have been met.

Arrange meeting of the Pl and monitor/CRA to discuss any future considerations
(e.g., publication of study data or future studies).

c. Follow-up after the study close-out visit
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For any remaining IP(s), ensure the item(s) is returned to the sponsor/CRO per
their requirements.
If the randomization code for any IP was broken for any reason, ensure

complete documentation has been filed.

Ensure return or destruction of all other study-related materials, such as unused
lab kits and CRFs.

Ensure any equipment on loan from the sponsor is returned or if mutually agreed
by both the parties can be retained at the site.

After all data queries have been resolved, check TMF, subject files and other
study files for completeness.




o Arrange for transfer of study documents to secure storage.

e Submit the Final Closure Report to the IEC, in accordance with IEC SOP for
Study Completion or Closure.

* Provide the sponsor/CRO with a copy of the IEC closure letter.

e Verify participant reimbursement or compensation if any have been distributed
per the study budget, as outlined in the Informed Consent and CTA.

* If the informed consent and CTA, protocol or contract state subjects will be
informed of their treatment arm, ascertain from the sponsor how and when this
will be completed.

6.4 Applicable Staff

This SOP applies to all the personals of the clinical research team and others who may be
responsible for site initiation, activation, conduct and close-out at AIIMS HOSPITAL.

These include the following:

Investigator
Research Team
CTC

Research Nurse
Support staff

6.5 Staff responsible for Implementation

Pl and Senior CTC will ensure that the research team involved in the conduct of the
study will comply with this site. SOP and research members involved in the study are
following this SOP while communicating with sponsor/CRO.

P1 will ensure that at the time of implementation of the SOP, that the research team at
the clinical research unit in AIIMS HOSPITAL are trained and in the event that an SOP
is modified, provide training regarding the change(s) and ensure their compliance with
the changes.

Inform IEC that this site SOP will be implemented within the institution.
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7.1 Purpose

®* To describe the information or essential element required to be included in the
informed consent documents associated with research study.

®* To describe the procedure for obtaining voluntary informed consent from a
prospective subject for a research study and also to ensure that a subject 0 s
consent is sought in such a way that the subject or his/her representative has
ample opportunity to consider whether to participate in the study and under
conditions that minimize the possibility of coercion or undue influence.

®* To ensure that freely & voluntarily given written Informed Consent is obtained
from each participant in accordance with applicable regulatory requirement,
Schedule Y, ICH-GCP and Declaration of Helsinki.

7.2 Scope

This SOP will apply to all research studies conducted at AIIMS Hospital for informed consent
procedure.

7.3 Procedure
Informed Consent must be obtained prior to performing any study specific procedures.

7.3.1 Reviewing the Draft Informed Consent

Prior to submission of Informed Consent Form (ICF) to Institutional Ethics Committee (IEC)
for approval, the Pl must check the IEC SOP requirements for element of ICF, to learn if
specific formatting or wording requirements for informed consent / Assent in addition to those
listed in the regulations are fulfilled.

In addition, Pl must ensure that the as per the guideline (Gazette dated 30.01.2013),
following should be inserted namely (Refer IEC SOP) for regulated studies

e Subject Initials:

e Date of Birth:  Age:

e Subject Name:

e Add & Contact No:

e Qualification: Occupation: Student / Self Employed / Service / House wife ,other
(please specify), If any

¢ Annual Income: INR,

¢ Name and Address of the Nominee (s) and relation to subject:

e Name:

e Relation to subject:

e Address & Contact No.:
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Before the consent form is submitted to the IEC, the PI will review the document to ensure
that, it is in compliance with the | E C Geguirements and with applicable regulations,
Schedule Y and ICH GCP guidelines.

If there is any discrepancy or missing element in the ICF, contact Sponsor/CRO or PI (in
case of Investigator initiated study) for appropriate action.

In order to assess the informed consent process, the submission to the IEC should be

detailed enough to allow the IEC to determine that an appropriate process will be followed.

In addition to providing a description of the consent process including the person who

would conduct the counselling, and the information to be communicated to the prospective

participant or the Legally Authorized Representative, the Research Plan should include:

e the person who would provide consent or permission;

e any waiting period between informing the prospective participant and obtaining
consent;

e steps taken to minimize the possibility of coercion or undue influence;

¢ the language used by those obtaining consent; and,

« the language understood by the prospective participant or the legally authorized
representative.

The language used in the written informed consent form, should be nontechnical and should
be understandable to the subject or the subject's Legally Acceptable Representative
(LAR) and or to the Impartial Witness (IW), wherever applicable.

The Informed Consent must be available in the appropriate required local languages with
the translation certificate.

The informed consent process may be periodically audited by the IEC or appropriate
compliance or designated personnel to assess conduct. Information presented in order for
the IEC to approve research will be reviewed and must include, but is not limited to the
following:

®* The investigator obtained the legally effective informed consent of the participant and
Impartial Witness and or partici p a n t 6 suthorezed acprésgntative, where applicable.

®* The circumstances of the consent process provided the prospective participant or the
legally authorized representative sufficient opportunity to consider whether to
participate.

®* The circumstances of the consent process minimized the possibility of coercion or
undue influence.

®* The individuals communicating information to the participant or the legally authorized
representative during the consent process provided was in the language
understandable to the participant or the representative.

* The information being communicated to the participant or the representative during the
consent process did not include exculpatory language through which the participant or
the legally authorized representative was made to waive or appear to waive any of the
partici p a tegabrights.

58|Page




®* The IEC will determine that the required disclosures (mentioned in 8.3.2.a) provided to
each subject or a legally authorized representative in accordance with legal and
regulatory requirements as required elements of informed consent. The IEC will also
consider whether additional disclosures are required for inclusion in the consent process.

7.3.2 General procedure for obtaining Informed Consent from Subjects / patients:

The Investigator and CTC are responsible for ensuring that the informed consent and assent,
if applicable, have been approved by the IEC before they are used in a study and that the
correct version of the documents are used when the study is ongoing.

The process of Informed Consent should begin after identification of a prospective subject.
Subject must be asked regarding the literacy and the language he/she would prefer for
communication, reading and writing.

No investigator may involve a human being as a subject in research, unless the
investigator has obtained the legally effective informed consent of the subject

P1/ Co | should conduct the consent procedure and obtain freely & voluntarily given consent
from a subject.

Before requesting an individual's consent to participate in research, the investigator must
provide the below mentioned required disclosures to each participants and Impartial
witness and or legally authorized representative (if applicable) in accordance with legal
and regulatory requirements.

a. The disclosure should be in the language he or she is able to understand which should
not only be scientifically accurate but should also be sensitive to their social and
cultural context :

® Statement that the study involves research and explanation of the purpose of the
research.

The aims and methods of the research.
® The expected duration of the subject Garticipation.
®* Description of the procedures to be followed, including all invasive procedures.

®* Any foreseeable risk or discomfort to the subject resulting from participation in the
study.

® The benefits that might reasonably be expected as an outcome of research to the
subject or to others. If no benefit is expected subject should be made aware of this.

®* Any alternative procedures or courses of treatment that might be as advantageous
to the subject as the procedure or treatment to which she/he is being subjected.
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The extent to which confidentiality of records could be able to safeguard,
confidentiality and the anticipated consequences of breach of confidentiality.

Information regarding direct access to the participants original medical records for
verification of clinical trial procedures or data to the monitor, the auditor, the IEC,
and the regulatory authority will be granted, without violating the confidentiality of
the participant, to the extent permitted by the applicable laws and regulations and that,
by signing a written consent form, the participant or the participants legally acceptable
representative is authorizing such access.

Trial treatment schedule(s) and the probability for random assignment to each
treatment (for randomized trials).

Compensation and/or controlled available to the Subject in the event of a trial-
related injury.

An explanation about whom to contact for trial related queries, rights of Subjects
and in the event of any injury, with appropriate address and contact numbers.

The anticipated prorated payment, if any, to the Subject for participating in the
trial.

Subject's responsibilities-on participation in the trial.

Freedom of individual / family to participate and to withdraw from research any time
without penalty or loss of benefits which the subject would otherwise be entitled to.

Right to prevent use of his/her biological sample (DNA, cell-line, etc.) at any time
during the conduct of the research.

Foreseeable extent of information on possible current and future uses of the
biological material and of the data to be generated from the research and if the
material is likely to be used for secondary purposes or would be shared with others,
clear mention of the same.

Publication, if any, including photographs and pedigree charts.

Any other pertinent information.

Additional elements, which may be required

Statement of foreseeable circumstances under which the Subject's participation may
be terminated by the Investigator without the Subject's consent.

Additional costs to the Subject that may result from participation in the study.

The consequences o f a Subj etc withdraw fobra dhe sresearch and
procedures for orderly termination of participation by Subject.

Statement that the Subject or Subject's representative will be notified in a timely
manner if significant new findings develop during the course of the research which may
affect the Subject's willingness to continue participation will be provided.
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* A statement that the particular treatment or procedure may involve risks to the Subject
(or to the embryo or fetus, if the Subject is or may become pregnant), which are currently
unforeseeable

e Approximate number of Subjects to be enrolled in the study

b. The person (PI/Co I) who explains the study will allow enough time for the potential
subject to read the consent form and will answer any questions that are raised.

c. The PI/Co | obtaining the consent will ensure the following:
® Adequate time provided to subject before participation

* All of the subject @gestions were answered.
® The subject understands the study requirements.

®* The subject signed the consent freely & voluntarily.

®* The consent form is signed and dated by the subject and the P1/Co | who obtained
the consent, and Impartial Witness and or LAR, if applicable.

The subject is given a copy of the signed & dated consent form.

d. PI/CTC should ensure that prior to a partici p a mparti@igation in the research study; the
written consent document should be personally signed and dated by the subject and
by the P1/Co I who conducts the informed consent discussion.

e. The PI/CTC will ensure that the original, signed copy of the consent is stored in the
separate file and a copy is given to subject.

f. After initial consent process or participating in the study, if participant is not willing to
consent or want to prematurely withdraw consent for the study, PI should respect the
participant decision and should document the same in the source notes. Although a
participant is not obliged to give his or her reasons for not consenting or prematurely
withdrawing from the study, the PI/Co | can make a reasonable effort to ascertain the
reason, while fully respecting the partici p a mights.s

7.3.3 Obtaining Informed Consent from literate subjects / patients:

a. PI/ Co | must explain the study to the potential subject verbally (in the preferred
language of the subject), providing all pertinent information (mentioned in
7.3.2.a), and must allow the potential subject ample opportunity to ask
guestions.

b. Following this verbal explanation, the potential subject should be provided with a
written consent form/ Patient Information Sheet (PIS) and should give sufficient
time to consider whether or not to participate in the research study.

c. After allowing the potential subject time to read the consent form, an Investigator
should meet with the potential subject and answer any additional questions he/she
may have.
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d. Once an individual had all his/her questions answered and has agreed to voluntarily

participate in the study, the subject should sign and date the consent form.

The PI/ Co | who has explained and taken consent from the subject must also
sign and date the consent form.

Thel nv e st isignattre@meéans that the informed consent process has taken
place with the subject and that the subject:

o Mmeets all eligibility criteria as per protocol
®* was appropriately consented (as described above)

® understands the requirements of the study

The entire consent process including the questions asked by the subject and
answers given by the PI/ Co | must be documented according to legal and
regulatory requirements in the source notes, additionally the documentation
should include:

® Subject name

® Enrollment number/ Trial ID number

* Date of birth and completed age

* Language, version humber and date of Informed consent Form

* Date on which the Subject & Investigator signed the Consent Form

The Investigator obtaining the consent (delegated by the PI) will document the
process in the subject 6 s s o ur The CTi€ @reserd at the time of consent
process can document the consent process in the source notes and will sign and
date the consent process. The PI/Co I sign and date the same consent process
and confirm the process written by CTC is appropriate.

7.3.4 Obtaining Informed Consent from non English speaking subjects / patients:

a.
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If the patient population contains numerous non-English speaking people who
may qualify for the study, the P1/Co | will ensure that the informed consent is
translated into the local languages and that the translated consent form is also
approved by the IEC.

The CTC will file the certificate of translation in the TMF with the translated
consent.

P1/Co | who speaks the same language as the potential subject will explain the
study to the subject and will also be available at subsequent study visits to
ensure thatthe s u b j euestidns can be answered as the study progresses.




d. Before obtaining the consent from the potential patient kindly follow the above
mentioned points 7.3.2.a, b, and c.

e. The subject must sign and date the consent in the preferred language. The
Investigator obtaining the consent will document the process in the subject 6 s
source notes as mentioned in 7.3.3.9

f. The CTC present at the time of consent process can document the consent
process in the source notes and will sign and date the consent process. The PI/Co
| sign and date the same consent process and confirm the process written by CTC
is appropriate

7.3.5 Obtaining Informed Consent from illiterate subjects / patients:

a. If a person identified for the study who speaks and understand English and or
any other local language, but cannot read and write, can be enrolled in a study
as illiterate subject, consistent with applicable regulations.

b. The Pl must ensure (1) the person retains the ability to understand the concepts
of the study and evaluate the risk and benefit of being in the study when it is
explained verbally (still competent) and (2) is able to indicate approval or
disapproval to participate in the research study.

a. The information should be given (as mentioned in point 7.3.2.a) to the Subjects
and / or their legal representatives in a language and at a level of complexity that
is understandable to the Subject(s) and or his/ her LAR in both written and oral
form, whenever possible.

b. The consent form should document the method used for communication with the
prospective subject and the specific means by which the prospective subject
communicated agreement to participate in the study.

c. An impartial third party should witness the entire consent process and sign the
consent document. The witness may be a family member or friend. The witness
may not be a person involved in the design, conduct, or reporting of the research
study.

d. The subject must give consent by putting his / her thumb impression on the
consent form. By convention subject should give left thumb impression.

e. Alternatively the subject (if capable) can sign the consent form. In such case it has
to be documented in the source notes that though the subject is illiterate but is
capable to sign.

f. Impartial Witness and or LAR present during the entire consent process must
sign the consent form with date in presence of investigator obtaining consent.

g. After obtaining consent, follow the above mentioned points 7.3.2.b,c & d

h. For documenting the process in source notes, follow the points 7.3.3.g & h
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7.3.6 Obtaining Informed Consent from Children

a. PI/Co | must obtain assent form from a subject and consent form from a parent
in case of children between 7-17 years of age.

b. If recommended by IEC both parents should sign assent as well as consent for
child.

c. An assent form is required for the study will be determined by the IEC. If it is
required and the minor is reasonably able to understand the study purpose and
requirements, then in addition to having consent form signed by the parent, the
minor must sign the assent form. (Child in between 7 T 17 year of age are
eligible for assent)

d. The PI/Co | will explain the study in language appropriate to the ¢ h i laged s
before any study procedures, including screening evaluations, will be
accomplished. This explanation will include a discussion of the discomforts or
inconveniences the child may experience if he/she agrees to participate.

e. The Pl/Co | who explains the study will ensure that a parent or legal guardian for
the child is present during the explanation and observes the assent procedure.

f. The Pl/Co I who explains the study will allow enough time for the minor to read
the assent form and will answer any questions that are raised.

g. The PI/Co I obtaining the assent will ensure the following:
® Alof t he gmd emigoesions were answered.

® The parent and minor understand the study requirements.

®* The parent or legal guardian signed the assent and consent freely &
voluntarily.

®* The minor signed the assent voluntarily.

®* The assent signed and dated by the subject, parent or legal guardian and the
P1/Co | who obtained the consent.

® The consent form was signed and dated by the parent or legal guardian and
the P1/Co | who obtained the consent.

®* The parent and minor are given copies of the signed consent and assent.

h. The CTC will ensure that the original, signed copies of the assent and consent are
stored in the separate file and one copy should be given to parent and minor.

i. After obtaining consent from parent and assent from children, follow the above
mentioned points 7.3.2.a, b, ¢ & d.
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7.3.7 Revised Informed Consent Form

When the Investigator / CTC receive updates to the | n v e s t iBpehtur®e, IND Safety
Reports, or protocol amendments, he/she should also review the informed consent to
determine if it should be revised to reflect the new information.

No changes to the study procedures that are a result of the protocol amendment will be
implemented until the IEC approval of the amendment is received.

If the consent form is changed as a result of a protocol amendment, the PI/CTC will ensure
that the revised consent is approved by the IEC.

The PI/ Co | will explain the changes to the subject and will provide the subject with the
revised consent form for review and signature.

If the subject decides to continue in the study and signs the consent form, the CTC/delegated
member will provide the subject with a copy of the revised consent and will place the original
in the separate file.

7.3.8 If Incorrect version of ICF used

If the Investigator/CTC discovers that an outdated version of the consent form was used
for a subject whose participation in the trial has not been completed, he/she will:

Contact the subject and explain the reason for re-consenting the subject the correct
version.

Instruct the subject to sign the consent with current date while signing and dating the correct
version (i.e., do not back-date the consent form).

Maintain both signed versions of the consent in the separate file.

Write an explanatory memo in the file so that future auditors will understand why two
signed informed consent documents for the same subject are present in the file. If the CTC
is unable to contact the subject, the explanatory memo should also document the dates
and methods by which the attempts to reach the subject were made.

7.4 Applicable staff

This SOP applies to all the personals of the clinical research team and others who may
be responsible for making decisions about participation in clinical research at AIIMS Hospital.
These include the following:

e Investigator

e Legal Expert

e CTC

Support staff if required
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7.5 Staff responsible for Implementation

Director BBMCT will ensure that the research team involved in the conduct of the study
will comply with this site SOP.

Pl will ensure that at the time of implementation of the SOP, that the research team are
trained and in the event that an SOP is modified, provide training regarding the change(s)
and ensure their compliance with the changes.

Inform IEC that this site SOP will be implemented within the institution.

References
21 CFR 312.60 1 General Responsibilities of Investigators

21 CFR 50.20 1 General Requirements for Informed Consent
21 CFR 50.25 i Elements of Consent

21 CFR 50.27 i Documentation of Informed Consent

45 CFR 46.116 1 General Requirements for Informed Consent
45 CFR 46.117 i Documentation of Informed Consent

GCP Informed Consent Process

ICH Guidelines for Good Clinical Practice (E6) section 1.28 1 Informed Consent

© © N o 00 s~ w0 D PF

ICH Guidelines for Good Clinical Practice (E6) section 1.37 7 Legally Authorized
Representative

10.Schedule Y i Appendix V
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8.1 Purpose

This SOP describes the procedures study team will use for recruiting eligible subjects into
a study while following protocol and fulfilling ethical responsibilities for protecting the
rights, safety and welfare of participants and maintenance of a screening log.

8.2 Scope
This SOP will apply to all clinical studies being conducted at AIIMS Hospital.

8.3 Procedure

There are several steps involved in subject recruitment. These can be summarized into
developing a recruitment plan or strategies and activities covering the entire recruitment
period, including pre-screening and screening the subject to ensure that they meet the
inclusion and exclusion criteria; and the enrollment in the study.

ICH GCP requires that records are kept of every subject that undergoes pre-trial screening
(ICH GCP 7.3.20) i.e. details of all subjects approached for a study should be maintained.
For the purposes of this SOP, this shall be referred to as a screening log.

8.3.1 Recruitment strategies
Investigator must schedule a meeting prior to enroliment, in order to secure the co- operation
of study team to obtain a sufficient number of subjects.

During the meeting the study protocol will be revised/ re discussed and the inclusion and
exclusion criteria will be discussed in detail.

Investigator will provide the detailed inclusion and exclusion pamphlet to the entire study
team member to place in their respective OPDs.

Using the eligibility criteria for the study, the Investigator/study team or CTC will review
records from the Investigator 6 subject population to determine the suitability and

availability of candidates for the protocol.

Study team should inform the Investigator/ CTC, if they identify any potential subject for
the study.

Any queries regarding subject eligibility must be referred to the Principal Investigator.

The investigator is responsible for ensuring the unbiased selection of an adequate number
of suitable subjects according to the protocol.
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Investigator should check whether the subject(s) so identified could be included in the
study according to the protocol.

P1 will make sure that the study team is being made aware of all the current information of
the study and the eligibility criteria to increase the screening number and to avoid loss of
subjects.

The investigator should keep a confidential list of names of all Study Subjects allocated to
each study. This list facilitates the investigator / institution to reveal identity of the
subject(s) in case of need and also serve as a proof of Su b | eexisténse. The

investigator / institution shall also maintain a Subject ss@reening log to document
identification of Subjects who enter pre-study screening.

8.3.2 Subject Identification/Pre screening

Subject with proven or suspected diagnosis of cancer assessed in the OPDs (general and
private) by the investigators.

The study team/Investigator/CTC must study the subject past and current history to evaluate
if subject meets the eligibility criteria.

If the subject meets the eligibility criteria the study team must inform the investigator/CTC
and CTC must document the following details in screening log (AX1-V1/SOP08/V1)

e Case number

e Subject name

e Contact number

e Disease stage/other information required as per protocol

e Date screened

CTC must store the case file in the relevant department till the eligibility confirms.

8.3.3 Subject screening

All eligible subjects must be send to the respective investigator or CTC for further counselling
and to obtain Informed consent form.

Investigator should begin the informed consent process and obtain informed consent prior

to screening (refer to the applicable SOP). Document the date that the informed consent
form was signed (or the reason if it was not signed) in the source notes and the enrollment

log.

CTC should schedule subject visit for performing the study-specific screening procedures.
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CTC must review the screening check list to ensure that all the protocol specific screening
procedures are performed.

Investigator and CTC will review the screening reports and will confirm subject eligibility.

If investigator finds the prospective subject eligible, investigator must inform the same to
the subject and the sponsor/CRO.

If a prospective study participant found to be ineligible, inform the same to subject and or
LAR and document the reasons for screening failures in the enrollment log and in the source
documents. Store the enrollment log in the study files.

8.3.4 Subject randomization/enrollment

Enroll eligible participants into the study and follow the trial's randomization procedures, if
any.

When a subject is enrolled in a study, the following information will be entered on the source
notes:

e Subject randomization number/enrollment number
e Date of randomization/enrollment
e Randomization group/arm

Document recruitment activities on the source notes and/or enrollment log as appropriate
while maintaining subject/participant confidentiality.

If the trial is blinded, the investigator should promptly document and explain to the sponsor
in case of premature unblinding (e.g., accidental unblinding, unblinding due to a serious
adverse event) of the investigational product(s) and should ensure that the code is broken
only in accordance with the protocol.

8.4 Applicable staff

This SOP applies to all the personals of the clinical research team and others who may be
responsible for subject recruitment in the study.

These include the following:

¢ Investigator

e Research Team (listed in the delegation log)
e CTC

8.5 Staff responsible for Implementation

Director BBMCT and Investigator will ensure that the research team involved in the conduct
of the study will comply with this site SOP.
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PI will ensure that at the time of implementation of the SOP, that the research team at the
clinical research unit are trained and in the event that an SOP is modified, provide training
regarding the change(s) and ensure their compliance with the changes.

References
1. 21 CFR 312.60 7 General Responsibilities of Investigators

2. 21 CFR 50.20 7 General Requirements for Informed Consent

3. 21 CFR 50.257 Elements of Informed Consent

4. Guideline Good Clinical Practice

5. ICH Guidelines for Good Clinical Practice (E6)

6. ICH Guidelines for Good Clinical Practice (E6) section 3.1 7 Responsibilities

7. Schedule Y.
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AX1-V1/SOP 08/V1

Study Title:
Study No:
Principal Investigator:

Screening Log’

Sr. Date Case No SEUIEL

no. Initials Age Diagnosis Remark

*Subject to change as per protocol requirements
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09.1 Purpose

This SOP defines the process and requirements related to the creation, maintenance and
retention of all source documentation for the research studies conducted at AIIMS Hospital.

09.2 Scope
This SOP will apply to all clinical trials conducted at AIIMS Hospital.

09.3 Procedure
09.3.1Information regarding source documents

Source documents are records, independent of the Case Report Form (CRF), which document the
S u b j eetigtbilitys for participation in the study, all study-related treatments and procedures,
observations that constitute the data for the research study, and any other data pertinent to the study.

Examples of source documents include, but are not limited to, the following:

e Copy of Informed Consent Forms.

e Subj ect 6 s merdDbifieeahlrtsr e c o

e Patient-specific correspondence which is retained in the medical record or office chart.

e Laboratory test results, requisition forms, and maintenance records.

* Films of x-rays, MRIs, CTs, and other diagnostic tests along with their interpretation.

e ECG tracings and interpretations

o Patient diaries

e Data recorded directly onto the CRF if identified in the protocol or pre-study report as
source data.

® Study worksheets if data is recorded that is not otherwise available in the medical
record

Proper data collection is essential to the outcome of research study. All of the information
from a research study should be recorded in a way that ensures the integrity of the data.
Maintaining the confidentiality of research subject férsonal information is an integral part
of subject protection, and is the focus of numerous guidelines and laws.

All entries in the CRF must be supported by data recorded in the source document. Since
the source documents are the primary source for all study-related data, proper completion
and retention of source documents is of paramount importance. If an event or outcome is
not properly documented in the source document, it is assumed to have not occurred.
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Pl and study team must apply ALCOA* to achieve data quality.

s Attributable: is it obvious who wrote it?

e Legible: can it be read?

e Contemporaneous: is the information current and in the correct time frame?
e Original: is it a copy; has it been altered?

e Accurate: are conflicting data recorded elsewhere?

AIIMS Hospital has also adopted the computerized system to generate and maintain
p at i ecotdansl enable the authorized individual to create, modify, maintain, archive,
retrieve, or transmit data. CIS and EMR are the two systems. CIS is used for data entries
and EMR is used to view data and all relevant patient report, procedures, etc.

EMR and CIS are interlinked, one can do changes in CIS but EMR can only be use to view
data and do not allow any changes.

The following information will be available on the EMR, but not limited to:
* Patient Registration details
®* General Hospital consent form

®* Clinical evaluations: History, Examination, Remarks and Addendum , Clinical notes ,
Clinical diagnosis, JC and Treatment Plan in the ENR all.

®* Investigation report: This link categorize the reports as Outside Scanned Reports,
Radiology, Nuclear Medicine (PET / Bone Scan etc), All Lab Reports and Surgical
Pathology or others.

®* Treatment details: This link will give the treatment details related to surgery record
(Major / All surgeries (Major & Minor), Anesthesia Records, PAC. In patient admission
and discharge date.

Follow Up record.

09.3.2 Documentation of source data

Investigator and CTC must start documenting the source since the subject is identified for
the study.
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The source documentation must contain adequate information to verify that the subject
gualifies the study eligibility criteria as defined in the protocol.

Once each participant has signed the approved informed consent form, medical record

information may be obtained from the subject, treating doctors, relative and other

providers, as necessary. The information should include but not limited to:

e Demographic data of the subject (Name, Date of birth and Sex)

e Patient medical history, diagnosis, and medical follow up if any

e Concomitant medication, current and previous if any (with start and stop date)

e Detailed informed consent and randomization process

e Date of screening and randomization

e Subject screening and randomization number

e Randomization arm if applicable

e Protocol specific procedures

¢ Also mention if subject consented for the biological or genetic study (if any).

e In case of screen failure patients, investigator must document the reason for the same
with sign and date.

Investigator and study team member (as per delegation log) are authorized to document
the above mentioned information. Person documenting (as per delegation log) the
information must sign and date the source note.

CTC can put a study specific sticker on the source file for quick identification. Sticker can
include details like: Patient ID, Patient Initials, Study Arm, Consent and randomization date
and if required date of birth.

In case of AE or SAE, Investigator or CTC should documents details of the available
information related to the event including etiology, relevant test results, treatment received,
and the subsequent consequences with appropriate start and stop date.

All diagnostic testing results including laboratory reports, CT scan, MRI, ECGs, etc. are to
be properly filed and retained as source documents. If these reports require review by the
P1/ Co I, this review must be completed within a reasonable time period of the report being
received and must be signed and dated by the investigator to document that this review was
completed.

This file should be updated at each subsequent visit. Documentation, outlining any issues
associated with a specific participant® involvement in the research study, should be updated
as necessary at each subsequent study visit with any new medical conditions or with any
past medical history that becomes known to the research team.
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Reports of the objective test (e.g. laboratory reports, X-rays, ECG, scans, etc) must be
signed by the investigator and interpretation should be done for each report categorizing
as h @lly sigmificant ( C Sg ro0 A Nirdcally Significant (NCS) 0

Note: PI/ Co | will mention NCS/CS on each report as per their individual interpretation with
respect to protocol.

Case Report Forms and source data are maintained separately, but source documents
should accompany the case report form for sponsor verification.

All communications between the various parties (PI, Col, CTC, subject or subject relative,
monitor, sponsor/CRO) and communication method should be documented with sign date.

All data must be entered in a sequential manner, without leaving any empty spaces. If any
missed data observed related to subject, should be documented promptly on current date
with appropriate justification.

Use preferably black ink in study files and source documents.
Note: Any document in which research study data is recorded for the first time, will be

considered to be a source document (e.g. notes, appointment book, subject reports or
medical file, diaries, etc)

09.3.3 Correction of Source Data
Any corrections in the source documents must be crossed out with a single line (original
entry should be visible) the correction written next to the original must be dated and initialled.

No revisions or corrections to the source document can be backdated; all corrections must
be dated on the date the correction is made. If a note of explanation is needed to clarify
source documentation, this note is to be dated with the date that the explanation is written,
signed by the individual that made the original source document entry.

Never obscure the original entry, erase the original entry or cover the original entry with
correction fluid.

09.3.4 Maintenance of Source Data

Source document (hospital case file) will be available in the Pls department after patient
given his/her consent.

Patient or patient relative will not be allowed to take source document outside the hospital,
if required they can take a photocopy of the required document.

Patient will submit the source document to the respective CTC after completion of all the
required procedure.

In case of screen failure patient, CTC will maintain photocopy of the file and the original file
will be returned to the respective parent unit.

After completion of the study, copy of source document will be retained and original will be
returned to the hospital medical record or parent unit.
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09.4 Applicable Staff

This SOP applies to all the personals of the clinical research team who may be responsible
for data entries as per the delegation log.

These include the following:

e PI/Col

e Research Team (listed in the delegation log)
e CTC

09.5 Staff responsible for Implementation

DIRECTOR BBMCT and Investigator will ensure that the research team involved in the
conduct of the study will comply with this site SOP.

P1 will ensure that at the time of implementation of the SOP, that the research team at the
clinical research unit in AIIMS HOSPITAL are trained and in the event that an SOP is

modified, provide training regarding the change(s) and ensure their compliance with the
changes.

References

1. FDA Guidance: E6 Good Clinical Practice (GCP), Sections 4.9 and 5.18.4
2. 21CFR11

3. Schedule Y
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10.1 Purpose

To describe process and requirements for the receipt, storage, dispensing, and return or
destruction of Investigational Product (IP) at site.

10.2 Scope

This Standard Operating Procedure (SOP) will apply to all studies being conducted at
AIIMS Hospital.

Any new trial which is initiated during active period of the SOP will be covered under the
SOPs, unless otherwise indicated. If necessary a study specific SOP may be prepared.

10.3 Procedure

10.3.1 Prior to receipt of Investigational Product (IP)/ Study Drug

Pl must identify an area with restricted access and appropriate temperature control for IP
storage.

Assign team members who would be responsible for IP receipt, storage, dispensing,
accountability and recording the temperature for the storage area and returning or
destruction of the IP/ study drug.

The person must be identified on the study delegation log.

10.3.2 Receipt of Investigational Product (IP)/ Study Drug

Upon receipt of the IP shipment at the site, the CTC/delegated member will unpack the IP
box and check the IP inventory against the shipping form.

Checking the inventory will include the following:
e Checking the packaging numbers

e Unique Kit numbers/IP number

e Lot/batch numbers

e Number of IPs in the container (s)

e [P expiry date
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Any discrepancies (e.g. tampering/ breakage of the IP kit, mismatch in the number of kits,
temperature excursions etc) identified must be documented and informed to the
sponsor/CRO point of contact immediately and seek advice for the next steps.

Such IP must be stored separately and must be dispensed only after confirmation from the
sponsor/CRO/designee. This must be done by the person designated for IP accountability.

If the inventory matches the drug received, the pharmacist/delegated person will sign and
date (note: mention logger temperature present in the IP container on the receipt form) on
the shipping receipt or Investigational Product Receipt Form, return a copy to the sponsor,
and file the original in the Trial Master File (TMF).

Shipment inventory must be done as per the study specific procedure (e.g. IVRS or IWRS,
accountability log etc)

The IP must be immediately transferred to the designated storage area at conditions as
mentioned in the protocol.

The temperature of the storage area must be recorded with a calibrated thermometer for the
temperature range once daily or as mentioned in the protocol. It is strongly recommended
that accurate temperature must be recorded.

If available maintain the hard copy of auto generated temperature logger.

10.3.3 IP / Study Drug Storage

Temperature of the IP storage area must be maintained on a 24-hour basis for recording
temperature. The temperature will be recorded once daily or as mentioned in the protocol,
except on holidays and Sundays. The capture of minimum and maximum values of
temperature will be recorded if only specified by the sponsor/CRO.

In case a temperature excursion is noted, the CTC/designated study team member must
inform Investigator and the following telephonically followed by email at the earliest:

* Inform the sponsor / CRO and document the same
e Try to identify the cause of temperature excursion
e Take remedial actions in consultation with sponsor/CRO

IP that has undergone a temperature excursion must be kept separately and must not be
dispensed till a confirmation from sponsor/CRO is obtained i.e. the IPisifi f fort us e 0.
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10.3.4 IP / Study Drug Dispensing

IP must be dispensed by the CTC/delegated member to subjects randomized on the study
after fulfilling the eligibility criteria in accordance with the protocol.

Upon dispensing the IP the CTC/delegated member must note following in the source note
and IP package:

e Trial/Study ID number (both source notes and IP package)

e Initial of the subject (both source notes and IP package)

e Date of IP dispensing (both source notes and IP package)

e Batch number and quantity of IP dispensed (in the source note)

e Expiry date (in the source note)

This information must be captured in Real time basis on the IP stickers available on IP
containers, in the subject source notes as well as in the Drug Accountability Logs (AX1-
V1/SOP10/V1).

The CTC/delegated member will maintain a record of drug dispensed to and retrieved from
each subject. To accomplish this, the CTC/delegated member will use the CRF or drug
accountability diary (AX2 V1/SOP10/V1), if any and only if provided by the sponsor/CRO.

The CTC/delegated member will explain to each subject the drug accountability needs for
the study (e.g., the need for the subject to return unused, partially used, and empty
packages).

Requests for IP resupply must be done as per the study specific procedures.

10.3.5 IP/ Study Drug Return

The study subject will return all drug and study-related supplies to CTC/delegated member
on the specified visit mentioned in the protocol.

The CTC/delegated member will count the returned drug and compare this with the
amount of drug expected to have been used since the previous study visit.

CTCl/delegated member must document IP returned by the subjectinthe s u b | esaurtced s
file as well as in the drug accountability logs (Attachment A) as per the study requirement.

In case of missing IP or extra IP, the CTC/delegated member must obtain the information
from the Subject and document the clarification provided in the source notes, drug

dispensing log and CRF. This documentation should be done in real time basis
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The CTCl/delegated member will keep the Drug Dispensing Log and the drug
accountability CRF pages updated, regardless of when the monitor will perform final
accountability.

The CTC/delegated member will store the returned drug separately in a secure area until it
is verified by the CRA/Monitor.

Whether the drug is to be returned to the sponsor or destroyed on-site will be determined
by the instructions in the protocol.

The documentation of the destruction/ return must be maintained in the TMF.
10.3.6 Return of IP to Sponsor

As specified in the protocol, the IP will be returned to the sponsor at intervals or at the end
of the study. The CTC/delegated member will follow the protocol or other instructions from
the Sponsor or CRO to decide whether empty containers must be returned.

The CRA/Monitor will perform the independent drug accountability review and will seal the
drug that need to be shipped back to the Sponsor/CRO.

The CRA/Monitor will arrange the preferred courier for the shipment of used and/or unused
IP back to the sponsor/CRO.

The CTC will arrange for a gate pass for the shipment that needs to send back to
sponsor/CRO.

lInless instructed otherwise by the CRA/Monitor, the CTC/delegated member will:

® Perform an inventory of the drug supplies.

® Compare inventory with the study medication records.

®* Document discrepancies in the CRF or in a memo to file.

®* Complete the Drug Return/Destruction Form (in presence of monitor) or similar form

provided by the sponsor or CRO.

Include a copy of the signed and completed Drug Return Form with the drug shipment and
place the original in the study file.

10.3.7 On-Site Destruction of IP

If the sponsor/CRO request for on-site destruction of the IP, the CTC/delegated member
should:
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® Obtain a copy o f t he siteods ger@dnt frora fdepartivens of e

Microbiology for IP destruction/disposition, provide a copy to the monitor, and file a
copy in the TMF.

® Obtain written confirmation from the CRA/Monitor identifying the specific IP that can be
destroyed.

®* Obtain appropriate paperwork concerning destruction of the drug that is required in the
si t e 0 sMansgeanerd SOPs and place a copy in the TMF.

®* Provide the CRA/Monitor with written proof of IP destruction at site.

® Complete the Drug Return/Destruction Form or similar form provided by the
sponsor/CRO. Provide a signed copy of the form to the CRA/Monitor and retain the
original in the TMF.

10.3.8 IP Record Retention

At study completion, the CTC will file all drug records with other regulatory documents in
accordance with the record retention policy mentioned in the protocol.

10.4 Applicable staff

This SOP applies to those members of the study team involved in the process receipt,
storage, dispensing, and return or destruction of Investigational Product (IP).These include
the following:

1 Principal Investigator (PI)

9 Clinical Trial Coordinator (CTC)
1 Pharmacist

1 Research Nurse

1 Support Staff

10.5 Staff responsible for implementation

DIRECTOR BBMCT, Pl and delegated Site staff will ensure that at the time of
implementation of the SOP, that the research team at the clinical research unit in AIIMS
HOSPITAL are trained and in the event that an SOP is modified, provide training regarding
the change(s) and ensure their compliance with the changes.

P1 will ensure that the research team involved in the conduct of the study will comply with
this site SOP.

Inform IRB that this site SOP will be implemented within the institution.
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1.

2.

21 CFR 312.44 1 Termination

21 CFR 312.61 7 Control of the Investigational Drug

21 CFR 312.69 i Handling of Controlled Substances

CFR 312.591 Disposition of Unused Supply of Investigational Drug
FR 312.60 7 General Responsibilities of Investigators

ICH Guidelines for Good Clinical Practice (E6) section 4.6 1 Investigational Products

7. Schedule Y - Investigational Product Management
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AX1-V1/ SOP 10/V1

Drug Accountability Log

Project Title & Project No.:
Principal Investigator:

Drug /IP Name:

Kit
Sr. | Patient no./
no. ID Batch
no

Date
of
Expiry

Quantity

Date

Dispensed
by (Initials
&Sign)

Return
date

Quantity
returned

Received

by

(Initials &
Sign)

Remarks
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AX2-V1/SOP 10/V1

Subject ID:
Record from

Date of next visit:
Prescribed dose:

Protocol Title:

to

Subject Initials:

Drug accountability diary (for Patient)

Sr.
No.

Date

Number/ Quantity of IP taken

Comments/ Symptoms
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11.1 Purpose

To describe the procedure of archiving essential documents during the entire course of the
study and also to document the method to archive the essential document at AIIMS Hospital
for the required period of time.

11.2 Scope
This SOP will apply to all clinical trials conducted at AIIMS Hospital.

11.3 Procedure

Essential Documents are those documents which individually and collectively allow the
evaluation of the conduct of a study and the quality of the data generated. These documents
demonstrate the compliance of the Investigator, Sponsor and Monitor with the Good Clinical
Practice and with other applicable regulatory requirements.

Essential Documents are needed for Sponso r imdependent audit function and inspection
by the Regulatory Authority.

The Principal Investigator is responsible for archiving essential documents at the
respective sites in accordance with the requirements of the Sponsor (or Cl if appropriate),
the institution and local requirements.

The Investigator should maintain documents as specified in the essential documentsélist
(AX1-V1/SOP 11/V1) and take measures to prevent accidental or premature destruction.

Filing space should be available for the storage of Trial Master File (TMF) during the conduct
of the clinical trial. Investigator site files will normally be stored at Pls office or local
secure filing area. At the end of the trial the files must be transferred to Pl specified site
archiving facility.

The various Essential Documents needed for different stages of the study are classified
under three groups:

11.3.1 Archival of essential documents before the clinical phase of the study
commences

Before the study initiation visit, the CTC will create, or be given by the Sponsor/Contract
Research Organization (CRO), a ring binder in which all required regulatory documents,
forms and correspondence will be kept. If the Sponsor/CRO requires additional forms, or
documents, these will be maintained in addition to the documents listed in AX2-
V1/SOP11/V1.

The CTC will ensure that the appropriate documents are placed in the TMF on a regular
basis. The CTC will make the file available for review by the Monitor at each site visit.
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