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Mission

The mission of the Department of Clinical Research and Bioethics of PSG
Institute of Medical Sciences and Research is to affect a constructive
research culture among the staff of the institution, and to facilitate the
conduct of scientifically rigorous and relevant research that guides policy
and practice towards achievement of the millennium development goals
and the motto ‘Health for All".
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Composition of DCRB

The Principal or Head of the Institution shall be the head of the Department

of Clinical Research and Bioethics.

Faculty interested in improving the quality of research at PSGIMSR and
willing to devote time for the same can become members of the DCRB. 24
faculties voluntarily have come forward to form the DCRB from various

departments.

A core group of 10 members was formed from the general pool to review

protocols and accomplish the objectives of DCRB.

Faculty who wish to become the member of core group should have
1. Publications in National Journals
2. Publications in International Journals
3. Should have undergone advanced level workshop in Research
methodology & Biostatistics conducted by ICMR
4. Should have undergone Ethics training & grant writing training
5. Should have received research grants
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Objectives

The establishment of a Department of Clinical Research and Bioethics

(DCRB) aims at developing an excellent research culture among the staff

of PSG IMS&R.

Specific objectives therefore include:

1. Coordinating administration of research proposals, and grants for

research.

2. Contribute to the effective functioning of the Institutional Ethics

Committee (IEC).

3. Conducting multi-disciplinary biomedical research studies.

4. Capacity building in biomedical (clinical and health systems)

research.
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Operational Tasks

The department is responsible for coordinating all aspects of clinical
research including clinical trials that are proposed to be conducted through

the PSG institutions.

Specific functions will be operationalized through processes aimed at:

Ensuring the scientific merit of proposed studies, while maintaining

the integrity of and safeguarding the interests of research volunteers,

the Institute and the Principal Investigators (PIs).

Ensuring and maintaining absolute transparency and explicit

compliance with regulations for research in human subjects.

Effecting transparency and fairness in the financial management of

research.
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Cateqories of Research processed through DCRB

Extramural research proposals are submitted to the DCRB for processing
towards IHEC/IAEC approval. Intramural Clinical research may be either

Investigator initiated or Sponsor initiated

CumicaL
RESEARCH

N

PN

INVESTIGATOR
INITIATED SPONSOR
INITIATED
Funding socurce Commissionad by
> « J‘-;
CATEGORY { CATEGORY 2 CATEGORY 3 CATEGORY 4
INSTITUTIONAL EXTERMAL
(THER AGENGIES PHARMACEUTICAL oF
(ICMR: | WHO eTc) other

FOR-PROFIT AGERNCY

Each of these follows a different operational paradigm.
The final common pathway of all research processed through DCRB is

depicted in the diagram overleaf.

Individual paradigms are described in subsequent sections.
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Category 4 Research

How vour study will progress

N\

Tral N\

Commences
// U 4

{ STEF 5: IHEC MEETING
/‘“‘" [he Cl14& and study proposal will be submitted
to IHEC. At the meeting, these znd supporting
/ / documents must be presented and discussed.

.
/ e The outcome cxpected is independent ETIIICAL
/ \\\ AFPROYAL for conducting the proposed study.

/ STEP 4: PROLIMINARY ROVIEW OF SCICNCE AND CTHICS

The principal investigator and NCRR will review the

//// proposal and develop the application for Ethical
L

approval.

STEF X DEAFTING THE CLINICAL TRIAL AGREEMENT

The stakeholders (PRINCIPAL INVESTIGATOR, SPONSOR AND
_ DCRB) wlll review the draft CTA with regard to Financial
\\ plan, budgeting and Insurance coverage.

STEF 2: STUDY FEASIBILITY REVIEW

The principzl investigator and DCRB will review the
= submittad protocol and togsther complets the Feasibility
N Form.

STEF 1: S1GMING THE NIL DIsCLOUSUKE AGEEEMEN ]

The sponscr, principal investigator and DCRE
Begin HERE are co-signatories.
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Standard Operating Review Procedures for Category 4 Research

The point of contact with the trial sponsor [(usually the Principal Investigator

(PI)) will advise sponsors to establish contact with the DCRB.

« Nil Disclosure Agreement ( NDA ):

= An NDA is signed to ensure confidentiality during the

raview process.

e Protocol Feasibility Assessment:

o The DCRB, Sponsor and PI will assess feasibility through
peer review mestings. Mcre than one review meeting may be
required, at which all relevant peers should provide input and

ratify revisions.

o The Feasibility Assessment Form will be competed at
this point (Appendix 1). Feedback to all stakeholders will be

provided for stucies that are not feasible.

= A fee of INR two thousand will be charged by DCREBE

towards the feasibility review and administrative processes.
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If the study is feasible, the following apply:

¢ Clinical Trial Registration:

[t will becoms necessary to register the clinical trial with the
Clinical Trials Registry-India (CTRI), at this stage.

The designated trial number, once obtained must be cited in all

further correspondence.
¢ Clinical Trial Agreement (CTA ):

Following registraticn, a CTA is drafted and will be negotiated
among the PI, the institution and the sponsor, until consensus is
achieved.

A draft financial budget and ths insurance coverage for the
trial will also be done at this stage. Please refar sample budgets

provided in Appendix 2.
¢ Conflicts of Interest:

One of the major contentious issues in Industry sponsored Clinical Trials is
Conflict of Interest. These include but are nct limited to payment to the
Principa Investigator, sponsoring an oversezs trip or conference etc. For a
completa  discussion on  Conflicts of Interest, please refer
http://icmr.nic.in/ethical guidelines.pdf.
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The recommended way to deal with conflicts of interest is to declare them,
and submit the declaration for review by the Institutional Ethics Committee.
Keeping this in view, the following guidelines have been formulated:

E All financial transactions with Pharmaceutical companies will take

place through account heads approved by the Institute. The approved

account heads are:

- PSG - Clinical Research Account
. Institutional Human Ethics Committee Account
= The budget planning and finalization will involve representatives

from Administration & Finance, DCRB, PI and sponsor. Budget

allocations will be in accordance with the protocol in Appendix 2.

o The budgetary amount allocated for conduct of clinical trial will be
accounted under PSG - Clinical Research Account, while the fee fixed
for Ethics Committee will be accounted under the Institutional Human

Ethics Committee Account.

= Each clinical trial will be given a Unique ID for easy and proper

accounting and audit.

c The expected number of person-hours committed by the trial
team per trial must also be worked out. Every effort should be made to
limit the number of active clinical trials to SIX per individual at any
given time,

= All conflicts of interest will be reviewed by the Institutional

Human Ethics Committee.

* Peer Review, and Preparation for Institutional Ethics Committee
Review ( IHEC):

o At this stage, there will be a more detailed review of the science

and ethics as a part of filling up of the mandatory IHEC Appiication. The
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DCRB will in consultation with the PI, assist in preparing the required
documents. It may even become necessary to contact the sponsor for

clarifications.

o Meanwhile consensus on the CTA will be achieved, and the CTA is
submitted to the IHEC for final ratification. The CTA will be signed by
the three parties after completion of the review process and ethical
approval (ethics application: Appendix 3) has been granted. The fee
of INR twenty five thousand charged by IHEC towards ETHICAL

review and administrative processes.
* Submission of documents to IHEC:

= The IHEC Application form (Appendix 3) along with all supporting
documents, the CTA including the budget, and the insurance will be
submitted to the IHEC.

= The submission will also include the IHEC fee of INR Twenty Five

Thousand.
e If both the CTA and the Protocol are approved by the IHEC:

= The trial commences with screening for eligibility to participate,
obtaining informed consent for participation, recruitment, and through

the rest of the steps as depicted in the flowchart.

« DCRB and IHEC will work with the PI to ensure the safe conduct of the

clinical trial by:
= Reporting and documenting all adverse events.

= Periodic reviewing and co-monitoring of the trial processes.
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FLOWCHART
s
5 nsor
\_ P
l Hll DISCLOSURE - Sponser
A t "
Qreemen " uDcRB
DCRE-
Pl and DCRB complete feasibility form
+
Provides Study
Feasibility form __--'_H_\W
v Study NOT Feasible
/’ﬁ“\\ - __—~"'/
f.—”/ Study ‘x_& ///47
- feasilsility
o raview
*DCRB HHH""\-\ \\ Feamhle Stu-dy'
S
| Sponsor | Feasible Study
ND
l— . Consensus Sponsor
/’ achieved on CTA Clinical Trial - Pl
-/ draft Adreement DCRB
YES ———
* CTA, Ethics approval
application and supporting
documents submitted to
ETHICS Sacretariat Preliminary
_— review of
Application for SCIENCE and = Pl
IHEC approwval ETHICS = DCRE, Including mput from
Prepared o » Technical
Preparation of + Legalamd
HEC » Financial adwisors
— applicatiom
— -

> —
CTA nct approved Study proposal Study proposal CTA ratified
not Approved Approved
______ NTTTTTT IHEC
approval CTA
issued Sig ned_
TRIAL H’
Commences
.
I 1 I 1
| Screening 5 Informed E»|  Recruitment P| Allocation |9 Treatment and Data
Consent Data Bl Management
Collection and Reporting
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Processes followed for all other categories of Research.

Category 1 Category 2 Category 3 .
- Category 4
Ope rati ona I St Ep f INVESTIGATOR INVESTIGATOR SPORKSOR
process INITIATED, INITIATED, INITIATED, SPONSOR

INSTITUTION EXTERNALLY Commissioned by ~ [NITIATED, Funded

FUNDED FUNDED OTHER AGENCIES by INDUSTRIES or

OTHER FOR-PROHT

COMPARIES

Nil Disclosure Agreement S »® W v
Study Feasibility Assessment v v W W
Clinical Trial Agreement {CTA) drafted * ® ® v
CLINICAL TRIAL REGISTRATION = * * ¥
Scientific and Ethical Review of Proposed study v v v v
i;;:::.:tlmn at THEC meeting for Ethical v v v v
CTA Signed X ¥ W W
Screening v v v v
Informed Consent v v W v
Recruitment v v W W
Allocation v v v v
Treatment and Data Collection v v v v
Data Management and Reporting v v v v
Ethics Committee Monitoring v v v v
Quality Assurance Reviews v v v v
Interim reports (DMC) v v v v
Reporting SERIOUS ADVERSE EVENTS v’ v v v
Reporting Other events v v v W
Trial/ Study Closure v v v v
Disseminating Resulis {(Reporis / Publication) v v s v
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Appendix 1: PSGIMSR - DCRB: Protocol Feasibility Assessment

Study title
Reviewer(s)
Date of Review

Disease focus (ICD-10
classification)

SO O / CRO e e oo r e e et 1 ot e s s e
..., Has your previous experjence with this sponsor/CRO been satisfactory? = =

L
' I If you have had no previous experience with this CRO/Sponsor, have yvou checked the
| ...\ sponsor/CRO’s reputation with colleaques?
k=
Population:
' _: Do you have access to the right patient population? :ves ] Noll
: Will vou need to recruit patients from external sources? sves [ Mol
If so, will the sponsor provide funding? ves[] MNo[]
Is the proposed enrollment period realistic? Yes| | Noll
_____ Will enrollment compete with other studies seeking the same patients? ! Yes[ nNoll |
: Are inclusion/exclusion criteria reasonable to meet enrollment? (Consider : Yes[O Mo [
. the likely screen failure ratic and the number of screen failures for which the sponsor will i
_Day)
Total duration of the study e
_ | {including screening, recruitment and follow-up): weeks/months/years
. ! Total number of visits each patient will make: 5 visits.
How are the above visits scheduled? (Use table below)
Visit number Exact time point Estimated duration of visit
. LFactors irqp.ed.fng..enwl.lmﬁnt.. (check any thatapply) .. . . ... ... ...
Age
Ol bﬂi‘aﬁtiﬂﬁiiéﬁﬁéaﬁrtﬁiﬁcibéﬁiﬁﬁZZ DO s
i L0 iming/frequency of visits
L. LIl Frequencyofdosing e
{ [ Procedural discomfort/inconvenience (frequent/painful/labonous documentation/complex
I o
_ L1} Phase III protocol (drug may become commercially available while study is still underway)
CI | Other, (specifyy
Are vulnerable populations involved, e.g. children, impaired adults with | Yes O Mo [
special consent issues?
Are_visits scheduled | | or opportunistic [ 12
Estimate of total enrollment: persons
Estimate of enrollment per month: ___________________persons _
_ | Estimate the screen_to failure ratio: . persons
_ L Are Clinic patients eligible for the protocol? sves[ ] Nol]
" Will recruitment require a special drive/advertisement for volunteers? - Ves[l Noll
Will sponsor provide resources/plan of action for enrollment? Ives(J No[l
What resources will the sponsor provide towards screening (as per the plan of action) for
enrollment?
 LAre frequent/severe Adverse events expected? (How ill is the population) {vesd Mol
Protocol:
_ ! Circle Phase of Study: I II III IV Other
Is the protocol well designed? ves L1 Mo L]
Is the study question important? ves[ | Nol]
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: Does protocol (ohjectives, proceduras, safety considerations) agree with clinical : Yes No[J
_ ;judgment? ]
_____ - Can protocal be adequately integrated with routine standards of care? - Ves[l Nol]
: Special considerations for IRB submissions:
L]
Will the patient benefit from this study? jvres ] moll
If 'YES', then, what are the compensation, and benefit sharing provisions in place?
Please provide details.

Does the protocol provide resources that benefit the Institution? j Yes ] Nol]
If "YES', then, does the protocol provide resources that benefit the Institution?
{Academically [training]/ infrastructura/ equipment/ reagents/ kits). Please provide details.

Will co-ordination with other departments/services be required for yes[] mo[J
study visits or procedures?
Can other services (e.q. lab, radiclogy) meet the protocol requirements? Yes[ ] Mol
_ | Is necessary equipment available? ves [ Noll
_ . If Inpatient study, will floor staff need to be involved? Sves[] No[]
: If yes, then estimate nurse (or floor staff)/patient ratio. ]
Are patient compliance problems likely? (will intensive monitoring with post- § ves ] Mo []
..... cards and phone-calls be required?}
i jAre case report forms complex? yes[] Noll
' _ 1 Is there a large number of case report forms per subject? [Yes[] "Noll |
_ Are drug or device storage/accountability requirements complicated? _ YesLl No[]

| List pharmacy/storage needs: |
-

Will the drug be available for patients at the end of the study? (Thiscan ! YesLl MNolJ
impact patient satisfaction)

Resources:

| Can the protocol be completed within regular office hours? | YesLl Noll
Please provide a list of PSG staff who will be involved in the conduct of this study, with the
proportion of time per work week (e.g. 10 hrs per day, & days a week = 60 hours) they will need to
spend on work related to the study:

..... Institutional Designation - Role in the study Huurs
" "Is quaiified staff available? Ve T Ho LT

If needed, is training available? ves [ Ne [

Is the workload manageable? ves [ Mol

Does the PI have adequate time to devote to the protocol? Yes]  Nol[]

_ _Are additional specialists reguired? ves[] Mo
..... . Is a draft consent form provided by the sponsor? cves[ mold

| Are study visits complex, presenting possible scheduling difficulties, e.g. . YesO Mol |
. " how many different study staff will subjects encounter in 2 given wisit? | |
_ . Is projected guery turnaround time workable? cves[] MWoll]
_ List any specialized equipment/personnel required

o I List any special laboratory needs:

Budgets

i 1 Does sponsor’s preliminary budget appear adequate? j vesL] moll]
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: If sponsor contracts to pay for "evaluable” subijects, is the definition of :Yes[l No[J :
_ i an evaluable subject clear and acceptable? ] :
* Will the sponsor pay a non-refundable start-up fee, i.., if the study is | Yes LI me

! canceled prior to enrollment, will the sponsor pay adequately for pre-study activities such
- as time spent on IRB submission, meetings, chart reviews?

If not paying for a full-time coordinator, will sponsor pay for ewents that are difficult to
budget in advance, such as:
Protocel amendments (may require consent form rewvisions)? Yes [ Mo []
_____ Re-consenting subjects? Yes[] No[] |
Unanticipated monitoring visits? Yes g No g_
Audits? ¥es[ ]l MNol]
_____ Unexpectedly high number of SAEs? ves[] MNo[]
: Will spansor pay for an adequate number of screen failures (especially Yes [l MNoll
: impartant for difficult protocols)?
Will the proposed payment schedule allow you to keep afioat, =.g., ves]  No [l
adequate up-front payment; payments paced according to work required by protocol?
If necessary to store study recaords for archival, will sponsor pay for Yes [ Mol
IIIII 1 storage?
Other
. Is adequate clinic and office space available? Yes ] Noll
.. L Are records storage facilities available? s ¥es [ No
Does the sponsor expect this study to be audited by the DCGI/ICMR or | Yas L1 No L]
other such Mationa!l Regulatory Authority ?
: Daes the sponsor expect to audit this study (time-consuming)? ves [ Mo [
| Will electronic or remote data retrieval systems be used? ves L NolJ
i If so, will sponsor provide training? Yes [ No ]
Will sponsor’s site monitor visit frequently? (Frequent visits will consume ves [ no L
. Lstaff time but may help to minimize the number of data queries.)
_Will the monitor need to meet with the PI at e Visit? Yes] Mol
_: 1s this trial being conducted for data required by- {circle ONE) - DCGI/FDA/EMEA ¢
LIf NOT for DCGI, then how are People in India likely to benefit? (please indicste i not beneficial)
1 Can you provide details and supporting evidence for such benefit? | Yes[] Noll
LIf NOT BENEFICIAL, then provide sound rationale for including a site in India.

To be answered by the reviewer(s):

think the protocol is feasible as written?

Appropriateness of study: Study addresses drug/condition of interest? yes [ MNo[]
(Is the study question important? Is the protocol well designed?)
Is adequate staff available to complete this study? Yes[1 No[]
Do staffs have adequate time available to incorparate this pratocaol? vesLl No [
Can we undertake and successfully perform this protocol? ves[1 No[
Is the IRB likely to consider the protocol favorably? (Is the protocol ethical?) Yes[] No[]
| Special Items to include in budget negotiation:
| Questions / Comments for sponsor:
Is the protocol in final form? If not, how many amendments can be expected Yes[] Mol
before it is in final form?
Is the sponsor willing to consider suggestions or modifications if you do not ves[] No[]

start-up cosis.”

Recommendation
L Pursue protocol
] Pursue with conditions (explain below) e.g., "only if sponsor pays non-refundable

"

|slus! |'|n-:‘:-r'| 1'|n'\¢- Fr—_x e,
P ST

L] Do not pursue protocol (explain below) e.g., “sponsor's enrollment goal is unrealistic in
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Criteria included in the peer review of research proposals might include
some or all, but need not be limited to the following:

Is there evidence of adequate literature review?
Does this project address an identified “research gap”?
= Is the question important?

- Is the disease focus relevant to India? What is the prevalence and
incidence of the condition of interest in India?

- What is the current status of treatment for the condition of interest in
India? What is the cure/control rate with this modality of treatment?

- What is the rationale for introducing the new drug/device/intervention?
What gap does it fill? What benefit (cure/control rate) is predicted from
the new treatment?

Does the research have a stated hypothesis or research question?
Are the stated objectives clear?
Is there a clear and robust methodology?

Is there justification for sample size? There should be justification for sample
size in both qualitative and quantitative research, and in the case of
quantitative research, this should be supported by a statistical calculation with
stated power and P value, and/or named expert statistical advice.

Is the proposed sample representative of the target population (if
appropriate)?
Is the proposed data analysis (a) described, and (b) appropriate?

What are the arrangements for project management, including the forming of
a steering group (if appropriate)?

Are the outcomes of the study stated and appropriate?

Is the timescale realistic and are the project's objectives likely to be met?

Other factors that might be considered
Has the project been budgeted realistically, including all related research,
treatment and service support costs?

Whether the research will benefit the Institution, patient/service users, or the
wider community (national or international).

The proposed plans for dissemination, including to patients/service users, care
givers, staff, the research participants and other key stakeholders.

How does the project align with the strategic objectives of the Institution and
agreed programs of research within the department, if any?

The degree to which consumers have been and are planned to be involved in
the research process including the design, representation on the steering
group, data collection, data analysis and interpretation of results and in
dissemination.

Whether the researcher is appropriately trained to undertake the proposed
research and/or is training built into the research timetahle?

Whether there is likely to he Intellectual Property that should be protected
hefore dissemination of results.

The CTA will be discussed with the aim of tripartite consensus on the
budget and on insurance coverage.
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Appendix 2
Sample budget heads / List items
NOTE: Budgeting is to be done PER PATIENT COST.
5.No em/Activity Rate Frequency Cost
Personnel
1 Administrative Fee
Principal investigator (per proposed confact X
2 frequency)
3 Co-Investigator (per proposed contact X frequency)
4 Paramedical / support stafi
Activities
5 Screening
Investigations (list items, frequency)
6 related to screening
7 Informed consent
8 Trial investigations (list items, frequency)
9 Compensation for travel
10 Per Diem
Total cost per patient
Total cost for x patients + y% screen failure (n
A patients) @ 2% of per patient cost
1 IRB Fees as per Actuals
Fax / Phone, Courier & Stationary @ INR 2000 /
2 month
B Total
A+B
C Institution Overhead @ 20% of the total budget
Total Budget (A+B+C)
Sample financial plan
S. No Item Cost
A Total study budget at this site 100%
B Institutional fee 2096
1 Used by insfitution towards administrative expenses 24%
2 Research team expenditure (paid to research team) 56%
Cc Total (1+2) B0%
3 Fee for Peer Review INR 2000
4 IHEC fee INR 25000
Total Budget (A+3+4) 100% + INR 27,000

The Institution will receive the budgeted amount and allocate it as follows:

» Management fee :

20% of the total budget

» Out of the remaining 80% of the total budget
o Administrative Expenses: 30 % (Data Archival, Investigational Drug
Storage, Compliance Protocols, and other Departmental expenditures)

o Expenses for conduct of clinical trial: 50% (Fees for PI & Co-PI,
Payment toward Investigations, Volunteer compensation etc.)
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