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Subaward Agreement i
Organization ("Crganization”) i Institution ("Collaborator")
Name: Christiana Care Health Services, Inc. Name: Jawaharlal Nehru Medical College
(CCHS) (JNMC), KLE Organization
Address: Office of Sponsored Programs, Suite 2400 | Address: Nehru Nagar, Belgaum — 590010
200 Hygeia Drive, Karnataka, India
Newark, DE 18713 & TIN.: BLRK04603E
Prime Award No. Subaward No.
Th ; F 601465
rasher Award #: 10326 Matthew Hoffman
Awarding Agency CFDA No.
Thrasher Research Fund NA
Subaward Period of Performance Amount Funded this Action | Est. Total incrementally funded)
June 22 2013 - June 21, 2014 $155,873 $298,541
Project Title

Clindamycin to reduce preterm birth in a low resource setting: a randomized placebo-controlled
trial
Reporting Requirements/Payment Schedule [Check here if applicable: [ See Attachment 4]

Terms and Conditions

1) Organization hereby awards a (choose one). @ cost reimbursable [j firm-fixed-price subaward, as described above, to Collaborator. The
statement of work and budget for this subaward are shown in Attachment 5. In its performance of subaward work, Collaborator shall be an
independent entity and not an employee or agent of Organization

2) Orgarization shall (choose one):

Eﬂ issue an advance payment of $53,717 U.S dollars upon e;ggyﬁg‘r}_‘q} this Agreement, Organization shall thereafter reimburse Collaborator on
a monthly basis for allowable costs based on invoicessubmitied in accordance with sample invoice shown in Attachment 6.

D pay Collaborator according to the payment schedule in Attachment 4.

Expenditures of Coliaborator shall conform te budget in Attachment 5. All payments will be in U.S. doliars. Questions concemning payments
should be directed to the appropriate party's Financial Contact, as shown in Attachment 3.

3) A final staternent of cumulative costs incurred, including cost sharing, marked "FINAL," must be submitted to the Organization's Financial
Contact NOT LATER THAN forty-five (45) days after subaward end date. The final statement of costs shall constitute Collaborator's final financial

report.

4) All payments shall be considered provisional and subject to adjustment within the total estimated cost in the event such adjustment is necessary
as a resull of an adverse audit finding against the Collaborator,

5] Matters cancerning the technical performance of this subaward should be directed to the Organization Principal Investigator,, as shown in
Attachment 3. Technical reports are required as shown above, "Reporting Requirements.”

B) Matters concerning the request or negotiation of any changes in the terms, conditions, or amounts cited in this subaward agreement, and any
changes requiring prior approval, should be directed to the appropriate party's Administrative Contact, as shown in Attachment 3. Any such
changes made to this subaward agreement require the written approval of each party's Authorized Official, as shown in Attachment 3

7) Each party shall be responsible for its negligent acts or omissions and the negligent acts or omissions of its employees, officers, or directors, to
the extenl allowed by law.

8) Either party may terminate this agreement with thirty days written notice to the appropriate party’s Administrative Contact, as shown in
Attachment 3,

9) No-cost extensions require the approval of Organization and the Awarding Agency. Any requests for 2 no-cost extension shouid be addressed
to and received by the Administrative Contact, as shown in Altachment 3, not less than thirty days prior to the desired effective date of the
requested change.

10) The Subai/vard is subject to the terms 204 sonditions of the Award Letter (Attachment 1) and other special terms and conditions, as identifiad in
Attachment 2.

11) By signing belew Collaborater makes e zenifications and assurances shown in Attachment 2,

By an Agi,h_wizaﬂ,\?ﬁi;;é! of URGANIZATION By an Authorized Official of COLLABORATOR:

T
,-1»—!"-; L R e 6= |4 :‘,; l 4,,{'&;/,«”” gtacliz
| Thomas L Corrigan U/ T ey SN | Dr. Ashok S. Godhi, Principal By
BY LEf
T Dr. V.A Kothiwale
Registrar 0 1

KLE Academy of Higher Education and Research, g
(Deemed-to-be-University s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamnataka



Thrasher Research Fund
Medical Research for Children
68 5. Main Street, Suile 400

Salt Lake Cily, UT 84101

Phone: 801-240-4753

Fax: 801-240.1625

ThrasherResearch.org

November 7, 2012

Matthew K. Hoffiman, M.D., MPH
Director, Division of Education & Research
Dept. of Obstetrics & Gynecology
Christiana Care Health Services, Inc.

4755 Ogletown-Stanton Rd.

Newark, DE 19718

Dear Dr. Hoffman:

This Award Letter is to advise you that the Thrasher Research Fund ("Fund") has
approved your application for a grant (the "Grant") described below, to be made upon the
following terms and conditions:

g The Principal Investigator is Matthew K. Hoffman, M.D., MPH. The project
name is “Clindamycin to reduce preterm birth in a low resource setting: A randomized
placebo-controlled trial.” The total project grant award for the period of April 1, 2013 to
March 31,2016 is $418,262. The Supervising Institution is Christiana Care Health Services,

Inc.

2. This Grant is awarded on the condition that proof of IRB approval is received,
proof of registration as a clinical trial at hitps://register.clinicaltrials.gov, or equivalent, is
provided and the enclosed budget supersedes any previous requests. These requirements must be
met and the project must begin by June 22, 2013.

3 By acceptance of the Grant, the Principal Investigator and the Supervising
Institution expressly acknowledge and accept all of the conditions in this Award Letter as well as
the conditions stated in the document entitled Conditions of Grant, a copy of which is enclosed
and made part of this Grant by this reference. Please pay particular attention to the details stated
in this Award Letter as well as in the Conditions of Grant, and retain them for future reference.
Unauthorized reallocation of funds or failure to submit semiannual reports as required will give
the Fund the right, but not the obligation, to suspend the Grant. If suspended, the Grant can only
be reinstated upon written authorization from the Fund. Unless otherwise specifically stated in
this Award Letter, this Grant shall be paid to the Supervising Institution under whose supervision
the Principal Investigator shall be responsibie for the research and other activities required to

complete the project.

4, The Principal Investigator and Supervising Institution agree to adhere to this
Award Letter and the Conditions of Grant, the violation of any provision of which shall be
reason for suspension of the Grant for which reinstatement shall require written appeal from the
Principal Investigator and Supervising Institution.

NTTESTERD

Dr. V.A Kothiwale
Registrar
KLE Academy of Higher Education and Research,
(Deemed-to-be-University ws 3 of the UGC Act, 1956)
Belagavi-50 010,Kamataka



8 The Supervising Institution agrees to disclose promptly and in confidence to the
Fund any patentable inventions conceived and reduced to practice in the performance of research
funded in whole or in part by the Grant (hereinafter referred to as "Inventions"). The
Supervising Institution has the right to obtain letters patent or design patent in the name of the
Supervising Institution or otherwise of any Inventions in the United States or in any applicable
foreign countries covering such, all costs for such patenting to be paid by the Supervising
Institution. The Supervising Institution agrees to grant to the Fund a paid-up, non-exclusive
license to any Inventions for internal, non-commercial research purposes only.

6. To accomplish the purposes set forth above, the Principal Investigator in
accordance with the Supervising Institution’s policies and practices will (a) disclose promptly
and report fully all Inventions to the Supervising Institution; (b) cooperate with the Supervising
Institution in securing intellectual property protection for such Inventions; (c) deliver to the
Supemsmg [nstitution copies of all relevant notes, drawings, blueprints and papers upon request
and give other reasonable assistance in the preparation or defense of patents or patent
applications for such Inventions; and (d) sign all papers as appropriate for the filing of any
application for such letters patent or design patent.

|

7. Income received by Supervising Institution from commercially licensing any
Invention shall be shared with the Fund. The Fund’s share shall be determined by mutual
agreement between Supervising Institution and the Fund after a license has been executed for
such Invention. The Fund’s share will be determined on a case-by-case basis and be proportional
to the level of support provided by the Fund to the research that resulted in such Invention and
will begin when Net Income on any license exceeds $250,000. Net Income is defined to be gross
income less unreimbursed expenses for obtaining and maintaining patent rights and mandatory
distributions under the Policy of the Supervising Institution (to include distributions to

inventors),

8. If the Supervising Institution decides to abandon the commercialization or
llcensmg activities associated with a disclosed Invention, the Fund will be notified and given the
option to execute a license to Invention (under standard Supervising Institution terms), with
rights to sublicense. At Fund request and expense, the Supervising Institution will continue the
patent or patent application process.

2 Any activities associated with a Thrasher Research Fund Grant conducted in, or
affiliated with, a country outside the United States, must be performed in accordance with U.S.
export control and trade sanctions laws and regulations. The Supervising Institution agrees to
take full responsibility for ensuring that any necessary U.S. Government export control or trade
sanctions authorizations are obtained and maintained throughout the duration of the project. The
Supervising Institution assumes responsibility for (and, to the extent allowable by law, shall
indemnify Thrasher Research Fund from and against) any and all liability, loss, expense, or
claims for injury or damages arising out of the Supervising Institution's performance of this
Grant, but only in proportion to and to the extent such liability, loss, expense or claims for injury
or damages are caused by or result from the negligent or intentional act or omissions of the
Supervising Institution, its officers, employees, or agents.

10. This Grant supersedes your Grant proposal application and all other prior dealings
between you and the Fund regarding your proposal.

ATTESTED

Dr. V.A Kothiwale
Registrar 0 3
h
Academy of Higher Education and Research,
K(II-DEeemc:d !o.geUnwefsny ws 3 of the UGC Act,1956)
Belagavi-530 010 Kamataka



11, In the event the Principal Investigator transfers from the within-named
Supervising Institution to another institution, this Grant or the project funded thereunder may be
continued with such other institution, and such other institution may become a Successor
Supervising Institution, only if (a) such Successor Supervising Institution agrees to be bound by
the terms and conditions of an amended Award Letter and Conditions of Grant reflecting such
transfer, and (b) all of the parties hereto and the Successor Supervising Institution mutually agree
upon the allocation of Grant Award funds between the respective institutions. Except as
provided herein, the parties hereto may not assign, encurnber or otherwise transfer this Grant,
and any such attempt at assignment, encumbrance, or transfer will be void.

When both the Supervising Institution and Principal Investigator have executed this
Grant, please return one fully executed copy of this Agreement to each of the parties.

We wish you success in your research.

Sincerely,

Presidént

CHRISTIANA CARE HEALTH SERVICES, INC.

By

Title

Dated this day of , 2012

MATTHEW K. HOFFMAN, M.D., MPH
e
By, . 1)) e

gmanG. dayof 2012

ATTESTED

Revised May, 2010 L

Dr. V.A Kothiwale
Registrar

KLE Academy of Higher Education and Research,
(Deemed -io-b):.mumversiry uls 3 of the UGC Act.1956) 0 d-
Belagavi-590 010 Kamataka
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Attachment 3
Subaward Agreement

Organization Contacts

Collaborator Contacts

Administrative Contact

Name/Title: Dr. Frances Jaeger

Sr. Clinical Researcher

CCHS Dept. of OB/GYN, Suite 1903
4755 Ogletown-Stanton Rd.
Newark, DE 19718

Address:

Telephone: 302-733-3350; 708-638-7540 cell
Fax: 302-733-6572
Email: Flaeger@christianacare.org

Administrative Contact/Research Coordinator
Name/Title: Dr. Shivaprasad Goudar
Research Coordinator

Address:  JNMC Women's & Children’s Health
Research Unit
Nehru Nagar, Belgaum - 580010
Karnataka, India

Telephone: +91 94481 26371

Fax: +91 831 247 2891

Email: sqgoudar@jnmec.edu

Principal Investigator

Name/Title: Dr. Matthew K. Hoffman

Address: = Christiana Care Health Services
Dept. of Obstetrics/Gynecology,
Suite 1905
4755 Ogletown-Stanton Rd.
Newark, DE 19718

Telephone: 302-733-6610
Fax: 302-733-6572
Email: MHoffman@christianacare.org

Co-Principal Investigator

Name/Title: Dr. Mrutyunjaya B. Bellad

Address:  Dept. of Obstetrics/Gynecology
Jawaharlal Nehru Medical College
Nehru Nagar, Belgaum - 590010
Karnataka, India

Telephone: +91 831 247 1525
Fax; +91 831 247 2891
Email: Mbbellad@hotmail.com

Financial Contact

Name/Title: Debra Booth

Grants and Contracts Manager
CCHS Dept. of OB/GYN, Suite1906
4755 Ogletown-Stanton Rd.
Newark, DE 19718

Address:

Telephone; 302-733-1279
Fax: 302-733-6572
Email: DBooth@christianacare.org

Financial Contact

Name/Title: Sanjay Chougule

Budget Administrator

JNMC Women's & Children’s Health
Research Unit

Nehru Nagar, Belgaum - 590010
Karnataka, India

Address:

Telephone; +91 831 244 4195
Fax: +81 831 247 2891
Email: sanjavchal21@amail.com

Authorized Official
Name/Title: Thomas L. Corrigan
Sr. Vice President/Chief Fin. Officer

Authorized Official
Name/Title: Dr. Ashok S. Godhi
Principal

Address:  Christiana Care Health Services, Inc. | Address:  Jawaharlal Nehru Medical College

200 Hygeia Drive, Suite 2604 Nehru Nagar, Belgaum — 590010

Newark, DE 19713-2049 Karnataka, India
Telephone: 302-623-7203 Telephone: +91 0831 247 1350
Fax: 302-623-7377 Fax: +91 831 247 0759
Email: TCorrigan@echristianacare.org Email: drashaokgodhi@jnmc.edu

i ATTESTED
Dr. V.}.K/othiwale
Registrar 05

KLE Academy of Higher Education and Research, ~

{Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-530 010 Kamataka
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\Dr Shalini Singh
\Scientist £

BDiv of RCH
{Email shalinisingh icmr@gmail.com
IPh 98116155661, 011-26589438

No: 5/7/925/13-RCH
Dated: 18.6.2014

Sub: Indo-Foreign project entitled "Clindamucin to reduce preterm birth in a low resource
selting: a randomized placebo-controlled trial”

Dear Dr Bellad,

This is to inform you that the Health Ministry's Screening Committee (HMSC) at
Indian Council of Medical Research, New Delhi has approved the above mentioned
proposal

Wlﬂ" best wishes,

Yours sincerely

cg.p
(SHALINI SINGH)
| for Director General

Dr MB Bellad,
Prof, Dept of Obst & Gynae
U N Medical College

Belgaum - 590010

ATTESTED

Dr. V.A Kothiwale
Registrar

h

of Higher Education and Research,

K(I'Fle:mc:g iryngwnwgrsw s 3 of the UGC Act 1956) : 0 b
Belagavi-690 01 0,Kamataka



CLIP Feasibility Study: India Fiz-

July 16, 2012

II.

SUB-GRANT AGREEMENT (July 16, 2012)

Between
KLE University’s JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM, INDIA
and
THE UNIVERSITY OF BRITISH COLUMBIA

This is a Sub-grant Agreement (“Agreement”) under an Agreement (the “Prime Agreement”)
dated 5 November 2010 (with effect from 12 November 2010) between the Bill & Melinda Gates
Foundation (the “Prime Sponsor”) and the University of British Columbia, a corporation existing
under the University Act of British Columbia with offices at 103 — 6190 Agronomy Road,
Vancouver, British Columbia, V6T 1Z3, Canada, for the project PRE-EMPT (Pre-eclampsia,
Eclampsia, Monitoring, Prevention & Treatment) (the "Prime Project").

The parties to this Agreement are The University of British Columbia (hereinafter referred to as
“UBC”) and the KLE University’s Jawaharlal Nehru Medical College, Belgaum, India,
(hereinafter referred to as “SUB-AWARDEE”).

Further, SUB-AWARDEE will execute a separate subcontract with S Nijalingappa Medical
College, Bagalkot “SNMC™ for providing personnel and other resources for implementation of
activities related to the research project .

UBC and SUB-AWARDEE are each referred to herein as a "Party" and jointly as "the Parties".

This Agreement sets forth the terms for a sub-grant by UBC to SUB-AWARDEE in the amount
of USD §195,230.00 in support of the research project to test new community level strategies
for the monitoring, prevention, and treatment of pre-eclampsia, as more fully described in Annex
I hereto (the “Project”). Specifically. the Agreement pertains to the CLIP Feasibility Study
Project Plan.

The Sub-grant Agreement between the Parties comprises:

This Agreement;

Annex 1 - Original BMGF PRE-EMPT PROPOSOAL Research Proposal and Budget; and
Annex 2 - PROPOSAL CLIP FEASIBILITY STUDY

Annex 3 — PRIME AGREEMENT

The budget for the activities to be reimbursed by UBC is set out in Annex 1. Should major changes
between categories of expenditure become necessary in the course of implementing the activities,
SUB-AWARDEE shall proceed in accordance with the provision set forth in Article [V. 3(i) below.

ITI. Responsibility

1 SUB-AWARDEE Co-Principal Investigators are responsible for the proper management and
conduct of the Project.

r

The UBC Principal Investigator shall be responsible for directing the Project, reviewing,
evaluating and monitoring SUB-AWARDEE’s technical, scientific and programmatic
performance under this Agreement.

3 UBC shall be responsible for the provision of funds to SUB-AWARDEE for the Project, in
accordance with the terms of thixjA %\g‘]:; e‘IEB-nt and its Annexes.

Dr. V.AKothiwale

Registrar
KLE Academy of Higher Education and Research, . 0 7
(Deemed-to-be-University uls 3 of the UGC Act, 1956)
Belagavi-590 010 Karnataka



CLIP Feasibility Study: India

July 16, 2012

IV. Financial arrangements

1,

Schedule of payments

The total amount of the funds to be provided by UBC to SUB-AWARDEE (the
"contribution") is USD $195,230.00. The amount of $170,230.00 will be paid upon signing
of this agreement, and USD § 25,000.00 will be paid within 30 days of receipt of the final

report.

Payment of the contribution

Payments shall be deposited according to the above schedule of payments in the SUB-
AWARDEE’s bank account:

ACCOUNT DETAILS FOR USD PAYMENT

CORRESPONDENT BANK NAME AND ADDRESS:

BENEFICIARY BANK
NAME AND ADDRESS:

Syndicate Bank, INMC Campus, Nehru Nagar, Belgaum, Karnataka — India, PIN:
590010.

BANK ROUTING NO (SORT CODE, SWIFT CODE OR IBAN): SYNBINBB155

DEUTSCH BANK TRUST COMPANY AMERICAS NEWYORK

ACCOUNT NAME (IN THE NAME OF THE INSTITUTE): Principal, J. N. Medical
College, Belgaum.

ACCOUNT NUMBER: 05043030000042

3

Utilization of funds and accounting

M

(i1)

(i11)

The payment shall be used and for the purposes indicated in Annex 1 hereto and
shall be administered in accordance with the terms of this Agreement and the SUB-
AWARDEE Financial Regulations and Rules as contained in Annex 4. Any budget
cost category change of more than 10% must be approved in writing by UBC in
advance. No grant funds may be used to reimburse expenses incurred prior to the
starting date of the Project.

Any interest earned on the cash balance of the contribution shall be used in
accordance with SUB-AWARDEE Financial Regulations and Rules, and financial
and administrative rules and practices of SUB-AWARDEE.

Any balance of the contribution that is outstanding at the time of expiration of the
Project, or of termination (Afﬁ]éig.‘.éﬁreement, and after all properly incurred

Dr. V.A.kﬁiwale 2

Registrar
KLE Academy of Higher Education and Research 8
(Deemed-to-be-University u/s 3 of the UGC Act,1956) 0

Belagavi-590 010,Kamalaka



CLIP Feasibility Study: India

July 16, 2012

obligations by SUB-AWARDEE prior to expiration or termination have been fully
liquidated, shall be repaid to UBC.

V. Implementation

1.

VI. Reporting

1

Period of implementation

The starting date of the Project shall be July 20, 2012,

The completion date of the Project shall be August 31,2013, with a Preliminary Feasibility
Study report due January 15, 2013, an interim Feasibility Study report due by March 31,
2013 and a final report due by September 30, 2013.

SUB-AWARDEE will use reasonable efforts to perform the Project substantially in
accordance with the terms and conditions of this Agreement.

SUB-AWARDEE shall have no obligation to implement the Project unless all necessary and
sufficient funds for the implementation have been received by SUB-AWARDEE.

A period of up to 12 months shall be allowed after completion of the Project, or of any
termination of this Agreement, to liquidate all obligations for activities completed by SUB-
AWARDEE prior to expiration or termination of this Agreement.

Completion of Deliverables

During the term of the Project and by agreement of the Party Scientific Contacts, the
Parties will enter into a further agreement to conduct the CLIP RCT in India.

This commitment will be voided in case of events beyond the control of the SUB-
AWARDEE. These events may include, but are not restricted to: acts of God, acts of
local or provincial governments, fires, floods, epidemics, quarantine restrictions, strikes
or labour unrest, freight embargoes, war or political instability and unusually severe
weather.

Technical

SUB-AWARDEE shall transmit to UBC at quarterly intervals, a technical report on the
progress in the activities financed by the contribution.

Technical Reports are due on the Target Dates outlined above, with a Preliminary Feasibility
Study report due January 15, 2013, an interim Feasibility Study report due by March 31,
2013 and a final report due by September 30, 2013,

The parties will engage in regular monthly teleconference calls during the course of the
Project.

The income and expenditure recorded in respect of the contribution under this Agreement
shall be indicated in the SUB-AWARDEE Financial Reports on an annual and biennial basis.
Certifted financial statements of income and expenditure shall be provided to UBC on a
yearly basis. A final certified statement of income and expenditure will be provided by SUB-

ATTESTED
k_/ , 3
Dr. VA Kothiwale
Registrar
KLE Academy of Higher Education and Research, 0 r?

(Deemed-to-be-University ufs 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka



CLIP Feasibility Study: India

July 16, 2012

AWARDEE, after settlement of all obligations for activities started by SUB-AWARDEE
prior to expiration or early termination of the Agreement.

All reports will be submitted to the UBC Principal Investigator at the address set forth in Section XXI
below.

VII. Audit

It is understood that all agreements with SUB-AWARDEE are subject exclusively to its internal and
external auditing procedures.

VIII. Change of SUB-AWARDEE Co-Principal Investigators

XI1I.

If the SUB-AWARDEE Co-Principal Investigators become unable or unwilling to continue the
Project, SUB-AWARDEE will use all reasonable endeavors to find a replacement within a period
not exceeding three (3) months. SUB-AWARDEE shall promptly inform UBC of any change of
the SUB-AWARDEE Co-Principal Investigators.

Acknowledgement

Neither party shall use the name or emblem of the other in any form of advertising or promotion
without the prior written approval of the other party.

SUB-AWARDEE may not make any statement or otherwise imply to the media, the general
public or any other donor or investor that SUB-AWARDEE's participation in this Project is
supported by any organization other than UBC, unless SUB-AWARDEE has directly received
funds from the other organization (prime sponsor). SUB-AWARDEE may state that UBC is the
grantee of the Bill & Melinda Gates Foundation and that SUB-AWARDEE is a sub-grantee of
UBC for the Project.

SUB-AWARDEE shall obtain advance approval from UBC for any use of the name or logo of the
Prime Sponsor.

Termination
Either party may terminate this Agreement upon written notification to the other. Such termination

shall enter into effect three months after notice has been received subject to the settlement of any
outstanding obligations.

Global Access

SUB-AWARDEE’s activities pursuant to this Agreement must be consistent with and in
furtherance of Global Access and the scientific and charitable objectives of the Prime Project, as
more fully described in the Prime Agreement.

Publications

SUB-AWARDEE has the right to publish and othe[t%ise publicly disclose information it has
Alicslc

Dr. V.A Kothiwale

Registrar
KLE Academy of Higher Education and Research, 1 0
{Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka



CLIP Feasibility Study: India

July 16, 2012

gained in the course of the conduct of the Project in accordance with the terms of this Agreement.
The Parties agree with, and will give effect to, the publication provisions contained in the Prime
Agreement.

All rights in the work emanating from the Project under this Subgrant Agreement, including
ownership of the SUB-AWARDEE background intellectual property and copyright thereof, shall
be vested in SUB-AWARDEE. SUB-AWARDEE hereby grants UBC a royalty-free, non-
exclusive license to use and reproduce the work for UBC's educational, scientific or research
purposes, including the right of publication thereof, subject to an appropriate acknowledgement
of SUB-AWARDEE's copyright (unless SUB-AWARDEE indicates that it does not wish to be
associated with any such publication). UBC shall provide SUB-AWARDEE with an advance
copy of any material intended to be published in sufficient time to allow SUB-AWARDEE to
review such material, and UBC shall consider seriously and in good faith any comments offered
by SUB-AWARDEE as long as they are received in sufficient time so as not to delay publication.

SUB-AWARDEE grants to UBC the right to use data and other information created in the
performance of this Agreement and the right to authorize others to use such data or information
for non-commercial purposes in order to enable (i) the knowledge gained during the Project to be
promptly and broadly disseminated, and (ii) the intended product(s) to be made available and
accessible at reasonable cost to people most in need within developing countries. The foregoing is

[t is understood that no clinical research involving the use of human subjects will be conducted

The paragraph entitled "Anti-Terrorism" in the Prime Agreement shall not apply to SUB-
AWARDEE. Nevertheless, SUB-AWARDEE confirms that it is the SUB-AWARDEE's policy
not to engage in, support or promote terrorism, either directly or indirectly through another

Each Party shall be solely responsible for the manner in which it carries out its part of the
collaborative activities under this Agreement. Thus, a Party shall not be responsible for any loss,
accident, damage or injury suffered or caused by another Party, or that other Party's staff or sub-
contractors, in connection with, or as a result of, the collaboration under this Agreement.

XII.  Intellectual Property Rights
XIV. Data Sharing
subject to any requirement for confidentiality.
XV. | Human Subjects
under this Agreement.
XVI. _ Terrorism
organization or individual.
XVII. Liability
XVIIL. Independent Contractor

For the purposes of this Agreement and all work to be performed hereunder, each Party shall be,

ATTESTED

Dr. V.A Kbthiwale

Registrar
KLE Academy of Higher Education %GCF;??S;E? 1 1
\o-be-University u/s 3 of the
o UBkelaga\n 590 010 Karnataka



CLIP Feasibility Study: India

July 18, 2012

and shall be deemed to be. an independent contractor and not an agent or employee of the other
Party. Neither Party shall have authority to make any statements, representations, nor
commitments of any kind, or to take any action, which shall be binding on the other Party, except
as may be explicitly provided for herein or authorized by the other Party in writing.

This Agreement shall not be assignable by either Party without the prior written consent of the
other Party. Any and all assignments not made in accordance with this Section shall be void.

Any dispute relating to the interpretation or application of this Agreement shall, unless amicably
settled, be subject to conciliation. In the event of failure of the latter, the dispute shall be settled by
arbitration. The arbitration shall be conducted in accordance with the modalities to be agreed upon:
by the Parties, or in the absence of agreement, with the rules of arbitration of the International
Chamber of Commerce. The Parties shall accept the arbitral award as final.

XIX. Assignment
XX.  Settlement of disputes
XXI. Contact Information

Administrative Contacts

SUB-AWARDEE
Dr Shivaprasad S Goudar,

Professor of Physiology,
IN Medical College

sgoudar(@inmec.edu; +91 94481 26371

Scientific Contacts
SUB-AWARDEE

Dr Shivaprasad S Goudar,
Professor of Physiology,
JN Medical College

seoudar@jnme.edu; +91 94481 26371

UBC

Mario Kasapi, Associate Director
University-Industry Liaison Office
#103 — 6190 Agronomy Road
Vancouver, British Columbia
Canada V6T 173

Telephone: (604) 822-8580

Email: Mario.kasapi@uilo.ubc.ca

UBC

Dr Peter Von Dadelszen

Maternal Fetal Medicine

The University of British Columbia
Room 426B, 4500 Oak Street,
Vancouver, British Columbia V6H 3N 1
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XXII.| Entire Agreement

This Agreement constitutes the entire agreement between UBC and SUB-AWARDEE. Any changes or
modifications shall be made by amendment to this Agreement in writing executed by the duly authorized

representatives of the Parties.

Accepted on behalf of the

The University of Brifish Columbia:

Dr. Mario Kasapi,
University-Industry Liaison Office

me:

Title:

Date:

LEG
3

X
ANED

Accepted un behalf of the
KLE University and JN Medical College:

DPr Shivaprasad S Goudar,

Professor and Head, Department of Physiology,
KLE University's ] N Medical College,
Belgaum 590010 Karnataka India

Date:i-‘b’»g"g- (2'9, 2012~

Dr VD Pal.
Principal,
I N Medical College,

Belgaum 590010 Karnataka India

Date: ] & l‘[{lﬂ u/l

ATTESTED

Dr. V.A.Kothiwale
Registrar

KLE Academy of Higher Education and Research,
(Deemed-to-be-University w/s 3 of the UGC Act, 1356) | 1 3

Belagavi-590 010 Karnataka
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lor DBT-MRC-DFID, 1
eds of women and children in the most disadvantaged populations globally” with Indian investigators as
detaied in Para 2.2, Indian components of the project is sunctioned at & total cost of Rs. 72.58 lakhs

s Seventy two lukhs and fifty cight thousand only) for a period of 3 years on the tonms and

BTIANDBT-MRC/DFID22/S8G2015-16
Ministry of Science & 1 echnology
Department of Biotechnology

Government of India
Block 2, 8" Floor
CGO Compiex, Lodhi Road
New Delhi 110 003
Dated; of March, 2016

ORDER ol
Sanction of the President is hereby accorded under Rule 18 of the Delepat
1978 for the implementation of the Joint Research Project titled “Evaluation
eviee in the manages I sion and shock i

nf Power

AIARILLIAL

nent o1 by $in
K Call for proposals

ons as detailed here under
The Project

Project Title : “Fyaluation of the introduction of a novel device in the management of

hypertension and shock in pregnancy in low-resource settings ™.

&

b
B,

£t m

2.3

i,

iii.
iv.

24
2.5

Investigators

Indian Investigators:

Dr. Shivaprasad S. Goudar, Principal Investigator, Department of Physiology, K.L.E. University's
Jawaharlal Nehru Medics! College, IN Medical College. Belgaum, Karnataka- PI and coordinator
Professor Mrutvunjava Basavanneppa Bellad, IN Medical College, Belgaum Karnataka- Co-Pl

UK Investigators:

Professor Andrew Shennan, King's College. London,

Dr, Lucy Chappell. Hannah I Nathan, King's College, London,

Dr. Adrian Brown, Public Health England, 1 ondon,

Project Objectives:

The main objective is to reduce (all-cause) maternal mortality and major morbidity by 25% or more,
by introducing the Micro life CRADLE Vital Sign Alert (VSA) device, a novel semi-automated
vital-sign measuring device, alongside 4 simple training programme for device-users, to community
and facility levels in low- and middle-income countries (LMICs),

Fhis will be achicved in a stepped-wedge randomized controtled trial at eight low-income country
areas {(Zimbabwe, Zambia (x2 areas), Sierra Leone, Uganda (X2 areas), Haiti, Malawi and Ethiopia),
and in one indian, over 71 months. The primary outcome will be & composite of maternal mortality
and major morbidity (one of maternal death, 1CU admission, eclampsia, stroke. or hysterectomy,
with no double counting ).

A secondary objective is 1o qualitatively evaluate the acceptability, usability and feasibility of the
CRADLE device, throtigh one-to-one interviews and observations of healtheare providers (HCPs)
using the device.

A third objective will be 10 evaluate the economic impact of device implementation in these areas. to
inform the subsequent scale-up of device implementation,

| Time Schedute: The duration of the project is three years from the date of financial SANCHOnN,

Manpower: The details of the manpawer sanctioned for the implementation of the project are

given at Annexure |,

16

The expenditure for recurring is debitable to:
Demand No 88 + Department of Biotechnology

3425 - Other Scientific Research (Major Head)
18] ¢ Others (Sub Major Head)
61,200 ¢ Assistance to other scientific badies
61,204 .29 ¢ Research and Development
60.200.29.17 © o Assistance for Research and Developmen:
60.200.29.17 31 Cirant in aid ("}csA % 6 (Plany
Comtd. 2/-
. Dr. VA Kdthiwale
& Registrar

KLE Academy of Higher Education and Research, 4
(Deemed-to-be-University w's 3 of the UGC Act, 1356), 1
Belagavi-590 010,Kamataka




2.7 Praject Cost: The estimated cost ¥6r the tndian component of the project for three Veurs is as under:
L Recurving: =~ . - ST Rt R Sl (Rs. in lakhs)
. (pletBead T T T Neri] Yewn | Yeardin | T |
b (A | Reeurring =~ ey e D & B S S AL Vi O B U L e L
= 1. | Consumables’ research expenses {incl, A Sl B TR R v T o
Be = internet  conncctions,  communication | F '
s = ! | | expenses, reimbursements {Duta f |
s tapitation) and translation of forms) |
LT 2 Manpower | | i
e | Study Personnel i i ;
1. Project Administrator (Sr. RS} RATTaE ) an 720 | 2140 |
i g ii. Data Entry Operator P 2,36 P23 1 2300 4 690 |
it, Field Monitoring (LHV) b 433 i 32 4 39 !
B - iv. Training Coordinator {Sr. SN} e B - g
[ v. Field Assistant | | 096 Q9% | 096 | 288
Pilot Study Personnel i I |
vi. Research Assistant bt e - - [ 1.2
=\ eesL B AtV L A S RN B T L
ek Total Manpower 5 : , 1564 | 1466 | 1178 | 4208
% . i i (e ¥ i 4 -
: e 3 !"{mwi ,f ! | i
L TRISE ! i. Domestic e G S i 28 i
hEs i | i, International ProBigesbl Al T i e
Lol Local hospitality for visiting scientist | 10 | R e g0
o d PISBLCRE NG 0B O e i e ey
4. - Contingeney (Incl, printing and stationery | 056 | {150 050 | 1% |
1| | supplies and printing of DCI) ¥ ot Sl s AT
e S !Overbends R F T 1 1T
[ ey Total A (1+2+3+4+5) G 1 i e 26.16 2128 | 7288 |
== Total Budget of the project = Rs. 72.58 lakbs
“Travel budget would include:
1. 'ﬁ-miemminaal travel cost of one visit of the P and the fellow in the project 1o Netherlands partner,
£ o local hospitality towards the two visits from the Netherlands side to the Indian laboratory.
% ~ “*Payment of emoluments to the research personnel engaged under this project will be made in
o #mihm with the Department of Science and Technology's O.M. Neo. SR/S9/Z-092012 dated
21102014,
i3 =i 3. Other Terms and Conditions: The other terms and conditions governing this sanction are attached
S a#t Amjexure Hi
i 31 A Memotandum of Agreement (MOA) will be signed between the Department of Biotechnology
G and the grantee institution on Non-Judicial stamp paper Rs. 100/~ in the enclosed format and the second
= ; release’ instaliment will be made only afier signing of MOA by the grantee institutions and its acceptance by
= DBT. A format of the MOA is enclosed in Annexure-1V,

P, % The Institvie/ Agency will keep the whole of the grant in a Bank Account caming interest, and the

; interest so earned should be reported to DBT in the Utthuzation Certificate and Statement of Expenditure.

Sies The Ifterest 56 earned will be treated as created 1o the lnstitte’ Ageney and shall be achusted 1owards
T funther installment of the grant and or #t the time of Final Settiement of Accounts.

- Any transfer of material would be regulated as per the guidelines and necessary clearances from
MOEF|and with a Material Transfor agresment signed between the twe collaborating institutes,

5 AS per rule 21HH 1} of GFR. the sceounts of all granice Institutions shall be open 1o inspection by the
ing authonty / audit

eru

furaishing of the certificlc.
: ATTE

& . Contd. 3/
- V.A Kcthiwale
Registrar
KLE Academy of Higher Education and Research, 15
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamalaka
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7: This issues under the powers delegated o this Departiment and with the concurrence of 1FD vide
thesr Dy, No. 102 TFIVSAN 4353 201 5-2016 Jdated 92.03 2016,

E. T'his sanction order has been noted & Serial Noo (60 in the Register of Grants

{0, Sanjay Katia}

Seientist *D°
To
The Pay & Accounis Officer
Departiment of Biotechnology
C.CG.O Comples, Lodhi Road
New Delhi-116 003
Copy to:
1. The Principal Director of Audit (Scientific Departments), 1P Estate. AGCR  Building, New Delhi-2,
2 Cash Section. DBT (2 copies)
3, 1FD, DBT.
4. Dr. Shivaprasad 5. Goudar. Principal investigator, Departmient of Physiology, K.LE. University’s
Jawaharial Nehry Medical College, IN Medical College, Belgaun, Kamataka,
54 The Principal, Jawaharlal Nehry Medical Collepe. Mehru Nagar, Belpaum-590 010, Karnataka.
6. Sanction folder
7| File
i

{Dr, Sanjay Kalia)
Scientist *D°

ATTES

Dr. VA Kothiwale
Registrar
KLE Acaderny of Higher Education and Research, . = 1 B
{Deemed-to-be-University u's 3 of the UGC Act,1956)  *
; Belagavi-590 010,Kamataka







P —

BTANDRT-MRO/DFID22SSG 201 5-16
Minisiry of Science & Techiolagy
Depanmen of Biotechnology
Ciovernment of fndia

Block 2, 8% Fioor

CGO Complex, Ledhi Roud

New Dethi 110003

Dated:  _ 5% May, 2016

ORDER o

In continuation of this Department’s sanction order of even number dated 02™ March, 2616,
Sanction of the President is hereny accorded, under Rule 18 of the Delegation of Financial Power Rules,
197K fpr the refease of Rs. 25,14 fakhs {(Rupess Twenty five lakhs and fourteen thousand only) being the
i vear rﬁwa&e towards m Rcwrﬁng htad fm the Emﬁmn «.omponem of t?w mm: project uueé

i } sitings g5 executed by Dr. *’ifmapmsad 5. Goudar, i’nnupat ﬁ‘-mi&#iﬂf
ent of ?kwmi»&g\ KE Umwrcm s Jawaharlal Nehru Medical College, IN Medical College,
knmmisa as per the break up given below:

i b LG L IR _ {Rs. in lakhs)
| Heaq VAR Ll b s e Y L s WA e bR U (o
b ; Consumables/  research expenm {im‘i internet connections, g‘ LR
- eommunication  expenses, reimbursements (Data  capitation) and |
| translation of forms) 3 |
1 - Manpower ' |
| Study Personnel |
| i. Project Administrator (Sr. RS) REL -y
| it. Data Evtry Operator ' 230
i !:e!d Monitoring (LHV} . .39
[ v, Training Coordinator {Se. SN ; 250
l v, Field Assistant | ! 0.96
| PHlat Study Personnel
i vi Research Assistant I 112
| vii. Field Assistang | £ | [ enER A NS 3 [ FARR | {44
Total Manpower i R NS R L e
% ! Travel 7 S *
| i, Domestic {0
| i1 Imternational 3.0
ifi, Local hospitality for visiting scientist | e e S
[Tolbi Travel . L E o8 A ‘ qa .
(4. Contingency (Incl. printing and stationery supplies an nd printing of DCT) 0 S0
Bl hamds RGBSR b e R Y
=.§%¢L+2+3+4M; B e AT
Total gmount to be released under re@un‘mg ‘head = Rs. 25.14 In lakhs
- The other terms and conditions governing the linancial sanction will remain unaliered,
3 | The amount of Rs. 25.14 lakhs (Rupees Twenty five tukhs and fourteen thousand only) will be

drawn by the DDO. DBT from PAO, DBT and will be dishursed to the Registrar KLLLE. University,
Belgaum, Kamataka as per details given below:

Namje of the Bank Syachicate Bank, K.1.E. University, Jawaharial Nehra Medical College
Campus, Belgaum. Karpataka
Bank A/c No 03042 1 70000029
1ESC Code SYNBOOOOSOA
MICR Code 596025005
] As per rule 21 101) of GER, the accounts of all grantee Institutions shail be open 1o inspection by the

sanctioping authority / audit

'-._\ }\. }TTESTED Contd. 2/
P

Dr. V.A Kothiwale
Registrar 1 8
KLE Academy of Higher Education and Research,

(Deemed-to-be-University wis 3 of the UGC Act, 1956)
Belagavi-590 010, Kamataka




A

The expenditure involved is débitabie 1

Demand No 79 : Depariment of Biotechnology

3425 o Other Scientific Research (Maior Head)

6l © txhers (Sub Major Head)

60,200 D Assistance 1o other scientific bodies

60.200.29 - Biotechnology Rescarch and Development

60.200.29.17 o Assistance for Research and Development
i H0.2000.29.17 31 Girant in aid General 2016-17 (Plan)

. & 6. This is first release of the project so na UC/SE is pending with the project,

; In case the whole or a pan of the amount of the grant-in-aid is being refunded, as an interest at the
rate pf ten per cent per annum thereon shall be recovered.

, 7 3 This issues under the powers delegated 10 this Depariment with the concurrence of IFD. DBT vide
S their Dy. No, 102FD/SAN/ 199 /2016-2017 dated 26.04.2016.

9, This sanction erder has been entered a1 Serial No,~ b y inthe register of grants.

i

ot

= mr.’%anjw}' Rabis)
Scientist ‘'
el The Payv & Accounts Officer

A Department of Biotechnology

R L.G0. Complex, Lodhi Road

New Dethi-11 003

A Copy to:

The Principal Director of Audit (Scientific Departments), 1P Estate, AGCR Bullding, New Delhi-2.
CashiSection, BBT (2 copies)

FD, DB

i Dr. Shivaprasad 8. Goudar, Principal Investigator, Department of Physiology, K.L.E, University's
Ee . lawsharial Nehru Medical College, IN Medical College. Belgaum, Kamataka,

Rt = The Registrar K.1L.E. University. Belgaum, Karnataka.

Sanction folder,

File,

S
e e

PO S
I

7
i
3

11

{ D{Smjﬁy Kalin)
Scientist *D"

ATTESTED

Dr. VA Kothiwale ; 19
KLE Academy of H o
y of Higher Education and Resean
(Deemed-o-be-University u's 3 of the uec&sieassrgf :
Belagavi-590 010,Kamataka




BT INDBT-MRCDFIDA2/88G2015-16
Ministry of Science & Technology
Depantment of Biotechnotogy
Government of India

Block 2. 8* Floor

CGO Complex, Lodhi Road

New Delhi 110 003

Dated: _ §+ Muy, 2016

ORDER H

In continuation of this Department’s sanction order of even number dated 02" March, 2016,
Sanction of the President is hereby accorded, under Rule 18 of the Delegation of Financial Power Rules,
1978 for the releasc of Rs. 25.14 lakhs {Rupees Twenty five lakhs and fourteen thoussnd only) being the
1" year relesse towards the Recurring head for the Indian component of the jeint project ritled
“Evaluation of the introduction of 8 novel device in the management of hypertension and shock in
preguaney in low-resource settings” executed by Dr. Shivaprasad 8. CGoudar, Principal Investigator,
Deparunent of Physiology, K.I.E. University's Jawaharlal Nehru Medical College, JN Medical Collepe,
Belgaum, Karnawka as per the break up given below:

Recurring Head : i (Rs, in lakis)
: 8. No. | Head 5. R o Npee T
=N Consumables/  research expenses  (inel.  internet  connections, 3.0 !

communication expenses, relmbursenients (Duta  capitation) and
translation of forms) i
2, | Manpower
i Study Personnel
i. Project Administrator (Sr. RS) 7.20
ii. Data Entry Operator e LA
iii. Field Monitoring (LHV) 132
iv. Training Coordinator (Sr. SN) 230
. v. Field Assistant | 0.96
7 Pilat Study Personnel
vi, Research Assistant i
vii. Field Assistant | q It 0.4
| Total Manpower SRy ) RN R R S5 e E e
I3 Travel
‘ i. Domestic (.0 '
ii. International 3.0
i iii. Local huspitality for visiting scicntist | 1.0
| Total Travel e il s s g MR L)
4. Contingency (Incl. printing and stationery supplies and printing of DCI) r_m 0.50 {
5. Overheads | 1.0 |
Total A (J+2+3+4+5) | 2514

Total amount to be released under recurring head = R, 25.14 lakhs

2 The other terms and conditions governing the financial sanction will remain unalicred.

34 The amount of Rs. 25,14 lakhs (Rupees Twenty five lnkhs and fourteen thousand only) will be

drawn by the DDO, DBT from PAO, DBT and will be dishursed to the Registrar K.L.E. Universily,
Belgaum, Karnaiaka as per details given below:

Name of the Bank A Syndicate Baak, K.L.E. University. Jawaharlal Nehru Medical College
Campus, Belgaum, Karnataka
Bank A/e No. 3 5042170000039
IFSC Code ] SYNBOOODS04
MICR Code 3 390025005
4. As per rule 211{1) of GIFR, the accounts of all grantee [nstitutions shall be open to inspection by the
sanctioning authority / audit.
R. i Contd. 2/
Wk~
L
ATTESTED

Dr. V.A Kdthiwale

Registrar 0
KLE Academy of Higher Education and Research, 2
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka



3 The expenditure invelved is debitable (o

Demand No.79 o Depuariment of Biotechnology
3425 o Other Scientitic Research (Major Head)
60 : v Others (Sub Major Head)
60.200 ! Assistance to other seientilic bodies
60.200.29 - Biotechnology Research and Development
60.200.29.17 ¢ Assistance for Research and Development
60.200.29.17.31 ¢ Grunt in aid General 2016417 (Plan)
6. This is first release of the project so no UC/SE s pending with the project,
7 In case the whole or a part of the amount of the grant-in-aid is being refunded, as an interest ul the

rate of ten per cent per antuim thereon shall be recovered.

Lk, This issues under the powers delegated to this Department with the concurrence of IFD, DBT vide
their Dy. No. 102/1FD/SAN/ 199 /2016-2017 dated 26 04.2016.

| 9. This sanction order has been entered at Serial No. Y147 in the register of grants.

st~

1
(Dr. Sanjay Kalis)
‘ Scientist *D*
To

The Pay & Accounts Officer
Department of Biotechnology
C.G.0. Complex, Lodhi Road
New Delhi-110 003

Copy to:

The Principal Dircetor of Audit (Scientific Depantments), 1P Estate, AGCR Building, New Delhi-2.
Cash Section, DBT (2 copies}

IFD, DBT.

Dr. Shivaprasad 8. Goudar, Principal Investigator, Departmemt of Physiology, K.L.E. University's
Juwaharlal Nehru Medical College, IN Medical College, Belgaum, Karnataka.

5. The Registrar K.L.E. University, Belgaum, Karnataka.

6. Sanclion folder

% File

B P O

(Dr. Sanjay Kalia)
Scientist *D*

ATTESTED

Dr. V.A Kbthiwale _ 21
Registrar
KLE Academy of Higher Educalion and Research,
(Deemed-to-be-University /s 3 of the UGC &ct 1 2)
Belagavi-590 010, Kamataka



B b Saa wvdta sigfdsea serdae ulivg
DrkK. SATYANARAYANA ¥ :
Meag Divison of Pubiedten & Jearmane
LLr\d o 3 il !
indian Council of Medical Research

% by Mieita

No. 5/7/273/08-RHN
Dated: March 13, 2009

Subject : Indo-Foreign project entitled ~“Maternal and Newborn Registry &
Evaluation of an Emergency Obstetric and Newborn care (EmONC)
intervention package to reduce adverse pregnancy outcome in Jow
resource settings ~ the EmONC trial” under Dr BS Kodkany. Belgaum.

Dear Dr Kodkany,

This is to inform you that the above mentioned proposal was placed in the
meeting of Health Ministry's Screening Committee (HMSC) and has been APPROVED.

With warm regards,

Yours sincerely

y i T T
{K. Sutyanarayana)

[ir BS Kodkany

Prafessor of OBGYN & Senior Foreign investigator
INMC-UMKC Women's and Children’s Health Research Unit,
lawaharlal Nehru Medical College

Belgaum -~ 590010

Esth 286

N EA A3

ATTESTED

Dr. VA Kothiwale

Registrar 2 2
KLE Academy of Higher Education and Research,
(Deemed-to-be-University ufs 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka



g TR PAINX  2RSRKYNG, JHSNRTNT. JASKYIEE. 2ASNITLS AW/ GRANE sl L BRI
AARGKIY DASRV4 N4 Wby ow W Rl
PR AN AL MOSHAGGY D1 L-205KYT2 | 01 [ 208Rus iR Eoagd | eriehwgdep panad Ao

/&("%\\;\ VAT srgfas saa afvee

\({ & 5} INDIAN COUNCIL OF MEDICAL RESEARCH
& /
- ’a * o/

af afErd; e, el T, dree atEe 4911, 78 fe 110 029
\L‘L-—"/ VIRAMALINGASWAAMI BHAWAN, ANSARI NAGAR. POST BOX 4911, NEW DELI - L 029
Or Shalini Singh
Scientist D, Div of RHN
Emaii: shalinisingh_icmr@yshoo.co in
Ph: 011-26588493

No. 5/7/624/11-RHN
Dated: Oct 7™, 2011

Subjeci | Project titied "Antenatal corticosteroids (rial in preterm births to increase
neonatal survival in developing countries in Belgaum district, Karnataka * .

Dear Dr Kodkany,

This is to inform you that the above mentioned proposal has been approved by
Chair, Heaith Ministry's Screening Committee (HMSC) at indian Council of Medical
Research. New Delhi However, the Committee suggested that the P! shouid
ascertain that the ANMs/birth attendants invclved in the study are adequately trained
lo identify the eligible women al high sk for preterm birth and to estimate gestational
age in enrolled pregnant women

With warm regards,

Yours sincerely,

d

(SHALINI SINGH)
for Director General

Dr BS Kodkany

Professor of OBGYN & Senior Foreign invesligator
JNMC-UMKC Women's and Children's Health Research Unit,
Jawaharlal Nehru Medical College

Belgaum - 580010

»

e %

7

; ATTESTED
Dr. VA Kathiwale : 23
. Lo Registrar

KLE Academy of Higher Education and Research,
{Deemed-to-be-University u/s 3 of the UGC Act,1956)
Belagavi-590 010,Karnataka



oty ORI AR  JASENIED. JOSRETRD 20SRIA NG, 24 S0VTEE, mE ¢ GRAM el  SCUENTIFR
2AARASTN IAINVA |4 Wilwallc  www jomi it
T A N (1. JESERGHY. 0] - 208H9T9 1 111 | 2eAKI2 5k Lol donwhagd (Paimsad mie iy

@",’.\\ WA Frgfasr ATeeT af s

({,‘ MEe) INDIAN COUNCIL OF MEDICAL RESEARCH
G‘ . Y rafenraTst v, e a7, gtve wiast 49| ), T feeet 110 029

V.RAMALINGASWAMI BHAWAN, ANSARINAGAR POST BOX 4911, NEW DELHY - (1o 029

e

D:. Vagsntha Thavara, No No. 9/7/705/201 1-RHN
CDGISG) Oate - 23.03.2012
Owislon of RHN

Telafax : 011 - 26589356
Fax (work): +91 831 247 2891

Sub: "Evsluation of HELPING BABIES BREATHE in Belgaum, Kenya and Nagpur”
Dear Dr. Goudar

This 18 to inform you thal the (etter No INDO/FRC/442/2012/-|HD received from the IHD, ICMR
Dated 12th March, 2012 has approved the above proisct. The Minuets are attached. Kindiy
acxnowlodge the rece:pt of thls lefter

With kind regards,

Yours sincerely,

i f
—
{Vasantha Thavara))

Dr. Shivaprasad S, Goudar, MD, MHPE

Professor and Head, Department of Physiology &

Research Courdinator, Women's and Children's Health Research Umit,
J N Medical College, Belgaum 590 010 Karnataka INDIA

ATTESTED

Dr. VA Kpthiwale . 2d

Registrar W

demy of Higher Education ant Re ;

K(%Di?mfd-to—geUniversiw s 3 of the UGC Act,1956)
Belagavi-590 010,Kam ataka
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18, Visceral Leishmanlasls in Blhar State, Indla under Prof. Shyam Sundat, Banaras -
Hindu University, Varanasi.

Approved, State Heaith Departmant, Governmant of Bihar should ba spprised of
the study and should be Included as & pariner.

17 Share: South Aslan Hub for Advocacy, Flasearch and Education in Mental Health
under Dr. Vikram Patel, SANGATH, Gogm !

Approved for Phasa | part of study only. There should be a mid term appraisal of

the study.

valuation of helping babies breathe in Belgeum, Kenya and Negpur Does

= implementation of helping babies breaih: save lives? under Dr. Shivaprasad S.
Goudar, J.N Medical Coliega, Balgaum.

Approved.

18 Evaluation/ of helping bables breathe in Beigaum, Kenya end Nagpur Doew
implemantation of helping bables bresthe save lives? under Dr. Archana Patal,
indira Gandhi Government Medical College, Nagpur.

Approved.

Froposal for assistance / collaboration under Indo-US Joint Statement on
Environmental and Occupational Health

<0 |dantification and validation of early biornarkers for predicting toxicity Including
precarciniogeni lssions in Indlviduals ocaupationally exposad to polycyclic aromatic
hydrocarbons (PAHS) snd through tobacco use under Dr. Devendra Pamar, Indian
institute of Toxicology Research, Lucknow.

Approved.

Proposals for asslstance / colleboration from Centers for Dise

Prevention, DHHE, USA

ase Control and

21 Infiuenza immunization of chikdren In India under Dr. ‘Shobha Breor, All India
institute of Medical Sclences, New Dalhi.

Approved. The litle should mention "a rural community in Baltabhgarh, North indla®
since # is the ares being coversd in the &tudy.

22, Epidemiological study of respiralory pathogens in mcuts respiratory iract infsction
among children and elderly in Indls under Dr. Anand Krishnan, All India Instituts of
Medical Sclences, New Delhi,

Approved.

ATTESTED

Dr. V.A Kofhiwale
Registrar
KLE Academy of Higher Education and Research,
(Deemed-to-be-University u's 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka

23



SUBCONTRACT
AMENDMENT NUMBER FOUR (4)

Prime Recipient

Subcontractor

Institution/Organization ("Prime Recipient")

Name: Regents of the University of Colorado,

a body corporate, for and on behalf of the
University of Colorado Denver

Address: University of Colorado Denver, Office of

Grants and Contracts, Anschutz Medical Campus Bldg.

500, W1126, 13001 E 17" Place, Mail Stop F428,
Aurora, Colorado 80045

Institution/Organization ("Subcontractor")
Name: Jawaharlal Nehru Medical College
Address: Nehru Nagar, Belgaum

Karnataka, India, PIN 590010

Prime Award No.

Subcontract No. Amount Funded This Action:

OPP1055867_YR4 FY13.040.002 US$442 578
Prime Recipient's Principal Investigator Amendment No. Project No.
Nancy Krebs, MD FY16.115.004 AMD4 2-5-81932

(Pl Change)

This Amendment modifies the following to the Original Terms and Conditions

1. PERIOD

The Current Period of Performance applicable to the Subcontract is extended to cover the Budget Period

November 1, 2014 to October 31, 20186.

2. COMPENSATION

The budget available for the Budget Period is revised as follows:

Personnel
Consultant Costs
Supplies

Travel

Total Direct Costs
F&A Costs @ 15%

Total Costs
Cumulative Costs

US$249,394
US$28.560
US$62.200
US$44.696

US$384,850
US$57,728

US$442,578
US$1,462,955

(Amount Funded to Subcontractor through the end of the Budget

Period)

ATTESTED

Dr. V.A Kothiwale iy 26

Registrar

KLE Academy of Higher Education and Research,

1058

(Deemed-to-be-University u/s 3 of the UGC Act, 1958)

Belagavi-590 010, Kamataka




2. PAYMERNT

(c) Project number: 2-5-81932

(d) The period for which reimbursement is being requested.
(e) Anltemization of current and cumulative costs in accordance with the categories in ihe budget.

(f) Telephone number for Subcontractor's cerifying officer.
(g) All invoices should be signed by Subeontractor's authonzed official and include the following statement:

“! certity thal all sxpenditures reporfed (or payments requested) are for appropriste purposes and in
accordance with the provisions of the application and awerd document.
invaice, Prime Reclpient shall make payment thereof.

All other terms and conditions of the Subcontract remain in full force and effect.

Subcontractor may submit Invoices to Prime Recipient, for costs incurred. Said invoices should inciude:
{(e) Subconiract Amendment number: FY16.115.004 AMD4 (JNMC)
(b) Prime Award number: OPP10565867_YR4 (P! CHANGE)

* Promptlv after approval of each
A final involce for the Budget Perlod must be submitted within sixty (60) celendar days after termination or
expiration of this Subcontract or the Budget Peried, whichever is first, and must be marked "Final Invoice”,

invoices should be mailed to the aftention of: Jamie Westcott; University of Colorade Denver; 12700 £, 19" Ave.,
Campus Box C225; Aurora, Colorado 80045, Jamis Wastcoft may be reached by telephone at (303) 724-3265.

By an Authorized Official (UCD OGC) of Prime Recipient: By an Aythorized Cfficial of Subcontractor: (JNMC)
M:Zd_m%./(éfi _2n7ne gf\« e8foi)zoi6
Mo Cale Nam(e//N L Mahantsheits Daty

Title Tile PRINCIPAL, QMMC S

Acknowledged by Princlpal Investigator (UCD PI) of Prime
Raclpieni

T, sl I-11-16

Named Daie

Title P/O Fessom

July 2008 FDP

ATTESTED

Dr. V.A Kothiwale
Registrar

KLE Academy of Higher Education and Research,
(Deemed-to-be-University u/s 3 of the UGC Act,1956)
Belagavi-590 010, Kamataka
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SUBCONTRACT
AMENDMENT NUMBER FIVE (5)

Prime Recipient Subcontractor
]nstiruﬁon/Organiza(ion ("Prime Recipient"} Institution/Organization ("Subcontractor or Subrecipient”)
Name: Regents of the University of Colorado, Name:  Jawaharlal Nehru Medical College
a body corporate, for and on behalf of the Address: Nehru Nagar, Belgaum
University of Colorado Denver Karnataka, India, PIN 590010

Address: University of Colorado Denver, Office of Grants
and Contracts, Anschutz Medical Campus Bldg. 500, W1126, | DUNS: 650251213
13001 E 17" Place, Mail Stop F428. Aurora, Colorada 80045

Prime Award No.: OPP1055867 AMDO3 Subcontract No.: FY13.040.002 | Amount Funded This Action:
| LSD$160.736
Prime Recipient's Principal Investigator: Nancy Krebs, MD Amendment No.: Project Wo.: 2-5-81932
FY17.115.007_AMD3S
|

Project Title; Implementing Integrated Maiernal Nutrition Interventions

1. PERIOD ‘
The (j‘urrem Period of Performance applicable to the Subcontract is extended to cover the Budget Period

November 1, 2014 to October 31, 2017,

2. COMPENSATION
The budget available for the Budget Period is revised as follows:
|

Personnel USD$15,050.93
Consultation Costs USD$38,102
Supplies USD§79,169.91
§ Travel USD$7447.07
Total Direct Costs USD$139,770
F&A Costs @ 15% USD$20.966
Total Costs USD$160,736
Total Cumulative Costs USD$1.623,691
(Total amount funded through the
budget period)

3. PAYMENT
Subcoatractor may submit invoices to Prime Recipient, for costs incurred. Said invoices should include:

(a) Subcontract Amendment number; FY17.1 15.007_AMDS INMC

(b} Prime Award number: OPP1035867 AMDO3

(c) P'fujcct number:  2-5-81932

{d) The period for which reimbursement is being requested.

(el An itemization of current and cumulative costs in accordance with the categories in the budget.

(f) Telephone aumber for Subcontractor s certifving officer.

(£) All invoices should be signed by Subcontractor's authorized oflicial and include the following statement: '/ certific thar all
expendinires reported for paviments requested) are for appropriate purposes and in aceordance with the provisions of the
application and eward document. ™ Promptly after approval of each invoice, Prime Recipient shall make payment thereof,

ATTESTED

Dr. VA Kathiwale
Registrar

my of Higher Education and Research,
K(LneemedE Acad-?ogeumvgmu uis 3 of the UGC Act, 1956) 2 8
Belagavi-590 010,Kamataka




A final invoice for the Budget Period must be submitted within sixty (60) calendar days after termination or expiration of this
Subcontract or the Budget Period, whichever is first, and must be marked “Final lavoice™.

Inveices should be mailed to the attention of: Jamic Westeott: University of Colorado Denver: 12700 E, 19th Ave., Campus
Box C225: Aurora. Colorado 80043, Jamie Westcoti may be reached by telephone at (303) 724-3263.

4. REVISED TERM
Paragraph 3 of the Subcontract terms and conditions is deleted in its entirety and is replaced with the following:

A il statement of camulative costs incurred. including cost sharing. marked "FINAL" must be submitied to UICD’s Financial
Contact. as shown in Attachments 3A. before the earlier of sixty (60) days after Subaward end date or fifteen (13) davs prior to the
date UICD's dinal ins oice s required by the Sponsor in the Prime Award.  Phe inal statement of costs shall constitute
Subdontractor's Ginal financial report.

UNIFORM GUIDANCE/FULL FORCE AND EFFECT

The Subeontract is hereby revised to include any and all applicable changes required by the implementation of 2 C.F.R § 200
UNIFORM ADMINISTRATIVE REQUIREMENTS. COST PRINCIPLES. AND AUDIT REQUIREMENTS FOR FEDERAL
AWARDS,

All other terms and conditions of the Subcontract remain in full force and effect.

By an Authorized Official of Prime Recipient: (UCD OGC) By an Aythorized Official of Subcontractor: (JNMC)

Thomaa Keik 13117 : arfor[17
Dk. N & . Mahantghett m

Name

Acknowledged by Principal Investigator of Prime Recipient

(LCD PI): . ; ;
7@? £ el 123 [i#
Name Dty
[
Revised January 2016 ¢
ATTESTED
Dr. V.AlKothiwale
Registrar : 29

KLE Academy of Higher Education and Research,
{Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010, Karnataka



¥

| Contractor

| tnstitition/Orpanization (“Contractor™)

Name: Regents of the University of Colorado.
| a body corporate. for and oa behalf of the
§ Eaiiv amil}-' of Colorade Denver
i1
|

| Addreess: taiversity ol Colorado Demver. Office of Gronts
; and Contrects, Anschutz Medicat Campus Bldg. 506
PWHIZG, 13001 E 17 Plaec, Mail Slop F428. Aurora,
Colorado BOO43-237]
Contdactor l;;inc}pa! Investigator:
Nancy Krebs. MD

| Non-Federal Research Subconfract Amendment

Subcontractor

1

|
b
.

| lustitution/Organization {"Subcontrucior”)
|

N Jawaharlal Nehri Medical College

Address: | :
Netiru Nagar. Belgaum

Karnataka, India, PIN 590010

Award: GPPIOSSR6T

| Subcontractor Principal ihvéstlgamr;
Dr. Shivaprasad §. Goudar

[EEMEREHERt N0 Ly 19.115.011 AMDS

Subcontract No.:
FY 13.040.002

Proj

et Titie: lmplementing integrated Matemai Nutrition Interventions

| Contractor Project No.:
| 25-81932

Subegntraet Period of Performance:
[ Budget Period: Start: 114/2017 Vnad: 10312018
f Total Anticipated

ijut Period: Star: |2 !r‘Q”

P 1O3L2048

Amendmentis) to Original Tevins and Conditions

Contraet Yalae:
Funding This Action: § 144,178 (LISD)

Total Funding tw Date: § 1.767.867 (USD)

1. PERIOD
The Sy
2. BUDGET
The cu
3 INVOICING

tprovider! by Contractor).

contract Period of Performance is revised to cover Movember 1. 2017 to Gotaber 11, 2018

wtlative budger available for the Subcontract Period of Performance is attached.

Subcontractor's invoicing requirements are revised 1o include the following information as it appears in this Amendment: Subcontract
Amendment Number: Contractor Prajiect Number: Subcontract Period of Performance: and Contractor Purchase Order Number (if

AH other terma anél conditions ui the Subumtmtl remain in !u!l tm\.c .md emu,

i 3\ an Authorized Oﬂ’einl ui'('mm':mnr:
Wcmdwu(wm

Hollan o-wm.wr:" 2
Ryah :‘l:;ﬂ‘ll‘ﬂ“ﬁww':u U‘

I
pes
{
| Acknowledged by Contractor Principal Investigator:

e, ol

Dare

’1//'///%_

By an Authorized Oiticial of Subeontractor:

Blans, _b@, __

¢ Makardehclte )

{57 A

ATTESTED

Dr.V. Ko!hlwale
Registrar

K(LE Academy of Higher Education and Research,

-to-be-University u's 3 of the UGC Act, 1956
Belagavi-590 010 \Karnataka ;



‘ Budget Period: 11/1/2017 to 10/31/2018
Personnel $53,704.00]
Salary $53.704.00
Benefits $0.00
Equipment
Supplies $70,412.00|
Travel -$420.00
Other Expenses $1,675.00¢
Consulting
Total Direct Costs $125,371.00}
Total BASE for F&A $125,371.00
F&A Costs $18.805.00
15.00%)
*Exclusions
{TOTAL COSTS $144.176.00
TOTAL CUMULATIVE | $1,767.867.00
\
|
e
|
|
|
\
|
\
|
\
|
|
|
| ATTESTED
! Dr. V.AKothiwale
Registrar

KLE Academy of Higher Education and Research,
(Deened—to-ge-Universily w/s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka
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Non-Federal Research Subcontract Amendment

i
i
I
|
|
4
I

. Contractor 5 Subcontractor
lnnitulfunl()rganiznlion {"Contractor”) | Institution/Organization ("Subcontractor”)
f Name: Regents of the University of Colorado. | Name: lawaharlal Netiru Medical College f
| a body corporate. for and on behalf of the
i llniversf!y of Colorado Denver Address: NE asar, Bl |
‘ Adidress: University of Colorado Denver, Office of Grants Karnataka. India, PIN 590010 |
and Conlracts. Anschutz Medical Campus Bidg. 500, } 0ol [
W1126. 13001 E 17" Place, Mail Stop F428. Aurora. ! i i !

(‘oloradd‘ 80045-2571 ;
| |

| Subcontractor Principal Investigator: a

| Br, Shi\apmsfld 8. Goudar _ vt | :

. Centractor Project No.: i

('oalractnl:‘wl;riucipal !ri\'csﬁgnmr: '

| Nancy Krebs, MD

Amendment No.:
|

S PR e
]

Subcontract No.:

| el | FY13.040.002 | | 2-5-81932 |
Project itle: Iinplementing Inteyrated Maternal Nutrition Interventions i § 150 et}

. Subcontract Period of Performance: | Contract Value: i
. Budget Period: Start: 11/1/2018 End: 113172019 | Funding This Action: § 29,302 (USD) ,

: | L. i 1§ 1.797.169 (USD |
B biiprii | Total Funding to Date: § 1,7 (UsD) ‘

| Project Beriod: Start: 13/1/2012 End: 1/31/2019

| S— =

' 1 Amendment(s) to Original Terms snd Conditions

i |

‘ A I St A
1. PERIOD
The Subcontract Period of Performanee is revised to cover November 1. 2018 to January 31, 2019,
2, BUDGET
The cumulative budge! available for the Subcontract Period of Performance is attached.
3. INVOICING
Subcontractor’s invoicing requirements are revised to include the fol lowing inforination as it appears in this Amendment: Subcontract
Amcndmer{l Number: Contractor Project Number: Subcontract Period of Performance: and Contractor Purchase Order Number (if
provided by Contractor).

All other !erfPs and conditions of the Subcontract remain in full force and cifect.

i ‘ .3 # . '] L
- By an Authorized Official of Contracior; | By an Authorized Official of Subcontractor:
| Digitally signed by Ryan Halland

{ Ryan ; DNz en=Ryan Holland, o=University of A
i Colowdo Denver, ou=0ffice of Grants 14
| ‘ and Contiacts, 10/26/18 AL
| L " L d ermail=ryan hollandisucdenver edu, Ay, &

e=tis S . g3
: HO ap Dare: 2018, 10.26 15:58:45 (600" Nae i P J ¢ B YAt 7 r ‘; B ‘\’,ii " l'{'_
= et L it g ) ) e 1€

| Acknowledged by Cantractor Principal Envestigator:

o ]
| Alee L

(EATTR

ATJESTED

Dr. VA Kothiwale 32
Registrar £ ;
KLE Academy of Higher Education and Research,
(Deemed-to-bye-Univetsity ws 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka



Budget Period: 11/1/2018 to 1/31/2019
Personnel $7,520.00
Salary $7,520.00
Supplies i Ty
Travel % $4,440,00
Total Direct Costs $25,480.00
Total BASE for F&A $25,480.00
F&A Costs Rl £3.822.00
15.00% B i b
*B.‘Cc hlSiOﬂS (B S N T oy
TAL COSTS $29,302.00
TOTAL CUMULATIVE $1,797,169.00
1
\
|
l
|
|
ATTESTED

Dr. VA fothiwale
Registrar

KLE Academy of Higher Educalion and Research,

(Deemed-to-be-University u/s 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka
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|
|
P l“..n ‘

Nou-Federal Research Subcontract Amendment

3% Contractor 4o o Bubgonfrector
fustity Organization ("Contractor”) Institution/Drganization ("Subcontractor” } [
Nume: Regents of the University of Colorada, Name: Jawaharlal Nehru Medical College !
a body corporate. for and on behalf of the , |
- ity of Colorad By | Address: '
University of Colorado Denver } Address ek Mo, Blalidaian :
Address: Liniversity of Colorado Denver. Office of Grants Karnataka, india, PIN 590010 ;
and Contracts, Anschutz Medical Campus Bldg, 500, P sun *
W1126, 13001 E 17" Place. Mail Stop F428, Aurora, RNLGREIGS Y !
Colorado 80045.2571 I
Contrac Principal lnvgfiﬁii-(rr: Subventractor Principal Investigator: e oot _T
|_Nancy Krebs, MD RIS 25 it | Dr. Shivaprasad S. Goudar |
| Amendment No.: __ Subcontract No.: | Contractor Project No.: '
ik et R G RN 1Y 71 25819
_ Mt Title: Implementing Integraied Maternal Nutrition Interventions Y Ebn

Subcontract Period of Performance:
Budget P : Stant: ) /172018

End: 19/31:2019
H

| Total Antitipated

| Project Period: Start: 1212012

End: W312019

I

i o Amendmeniis) to Original Terms and Conditions

] Contract Value:
| Funding This Action: § 16,100 {USD)

| Total Funding to Date: $ 1.813.269 (USD)

1. PERIOD
2. BUDGET

31 INVOICING

provided by Contractor)

Subcontiactor’s inveicing requirements are revised w0 include the
Amendment Number: Contractor Project Number: Subeontzae! Pe

The Subcontract Period of Performance is revised to cover November 1. 2018 to October 31. 7019,

{The cumulative budget available for the Subcontract Period of Performance iy attached.

following information as it appears in thix Amendinent: Subcantract
riod of Performance: and Contractor Purchase Order Number (if

AH other terms and conditions of the Subomntract remain i full foree and effect,

f

| By an Aathorized Official of Contractor

£
i1

By an r’\ug;l?ri?cs! Official of Subcontractor:
i

‘ E : t R e ek bt o 41312019

| L T J

f rl C a IZe s ot ooy e | {ii’ Jﬁ:“ 4 ;{_@ﬁ_fﬁ‘ﬂﬁ |
I i (R WNeE MAKAN FSpETTT) e |

p— TR

+ -
|

’I’“—W.“f

Lttty

i“Acicnow!edgL‘d by Contracior Principal Investigator:
4 /-

R

34 g

Date

- |

ATTESTED

istrar

Dr. V.A Hothiwale

34

Reg
KLE Academy of Higher Education and Research,
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010 Karnataka
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; Budget Perlod:]  11/1/2018 to 10/31/2019
Travel $4,000.00
{Other Expenses (List below) $10,000.00}
Consulting
Total Direct Costs $14,000.00
Total BASE for F&A $14,000.00
F&A Costs s $2.100.00
| 15.00%
*Exclugions
TOTAL COSTS $16,100.00
TOTAL CUMULATIVE $1,813,269.00
|
\
|
|
|
|
|
\
|
|
i
\
\
\
\
ATTESTED
ko
| Dr. MA Kothiwale | 39

Reqgistrar
KLE Academy of Higher Education and Research,
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka



Non-Federal Research Subcontract Amendment
Contractor | Subcontractor !
i et samRan iR o =g o S R AL 5|
Institution/Organization ("Contractor”™) | Institution/Organization ("Subcontractor”)
Name: Regents of the University of Colorado. ' Name: Jawaharlal Nehru Medical College
| a body corporate, for and on behalf of the 1
University of Colorado Denver | Address:
= i Nehru Nagar. Belgaum

| Karnataka. India. PIN 590010

I Address: University of Colorado Denver, Office of Grants

| and Contracts, Anschutz Medical Campus Bldg. 500. Award: OPP1055867

| W26, 13001 E 17* Place, Mail Stop F428. Aurora. |

Colorado 80045-2571

| Contractor Principal Investigator: | Subcontractor Principal Investigator: |
Nancy Krebs, MD i | Dr. Shivaprasad S. Goudar il |
Amendment No.: | Subcontract No.: ' Contractor Project No.:

L Ml RO | ANEEIRERE D 1l

. Project Title: Implementing Integrated Maternal Nutrition Interventions A0 S : B
Subceontract Period of Performance: | Contract Value:

| Budget Period: Start: 11/01/2019  End: 1073172020 | Funding This Action: § 0 (NCE) 1

| ing % $1.813.269
| Total Antidipated | Total Funding to Date: $
Project Period: Start: 12/1/2012 End: 10/31/2020

Amendment(s) to Original Terims and Conditions

1. PERIOD |
The Subcontract Period of Performance is extended (o cover November 15t 2019 to October 3 1st. 2020.
2. BUDGET |

This is a no cost extension. No additional monies will be provided. For the services provided hereunder during the Budget Period.
Contractor will reimburse Subcontractor for all reasonable, allocable. and allowable costs incurred up 1o, but not 10 exceed One
Million, Eight Hundred and Thirteen Thousand. Two Hundred and Sixty-Nine ($1 .813.269.00}. Under no circumstances shall
Contractor be responsible for paying Subcontractor in excess of $1.813.269.00 for the Budget Period. November lst. 2019 to Octaber
3 bst, 2020, |
3. INVOICING

Subcantractor’s invoicing requirements are revised to include the following information as it appears in this Amendment: Subcontract
Amendment Number; Contractor Project Number: Subcontract Period of Performance: and Contractor Purchase Order Number (if

provided by Contractor).

All other terms and conditions of the Subcontract remain in full force and effect.

By an Authorized Official of Contractor: By on Autharized Official of Subcontractor
l Digitally signed by Ryan Holland
i R DN: en=Ryan Holland, o=University of ; A
I ya n | Colorado Denver, ou=Office of Grants AN L
| and Contracts, ;.‘ ‘)%_ﬁr

emall=ryanholland@ucdenver.edu, L

i H OI Ia rjd ;;ij: 20191112 08:27:23 0700 Daie

i Acknowledged by Contractor Principal Investigator:

| yEar
Flerig

ATTESTED

Dr. V.A'Kothiwale

Registrar 3 8
KLE Academy of Higher Education and Res»arch
Deemed-l&be-Uniyersify u's 3 of the UGC Act,1556)
Belagavi-590 010,Kamataka



\Kf@ World Health WHOIGSCIGPL
e

L

H 3 BLOCK 3510
N é{ O rg aniz at ion frofprei e 0 WHO Reference/ Référence OMS
T o ;:gsg:”ﬂ 63000 WHO Relerence  2014/432421-0
COVERING LETTER Purchase Order 201019382

Reg. File R15-TSA-006

LETTRE D'ACCOMPAGNEMENT Unit Reference AB5780/India

Or Shivaprasad Goudar

PRINCIPAL, J.N. MEDICAL COLLEGE,
BELGAUM (JAWAHARLAL NEHRU MEDICAL
COLLEGE, BELGAUM)

KARNATAKA

Nehru Nagar

Beigaum

Karnataka

India

Téléphone Central/Exchange: +60 3 8871 7111
Email / Courriel: GSCprocurement@who.int

Re: As part of multi-country study (India) Project AB5780 - Carbetocin RTS for preventing postpartum
haemorrhage: a randomized non-inferiority controlled trial.

We are enclosing the Technical Services Agreement between the World Health Organization and
PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM (JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM),
KARNATAKA, In the amount of INR 12,348,393.12 (Twelve Million Three Hundred Forty-Eight Thousand Three
Hundred Ninety-Three), for conducting the above-mentioned work. We aiso enclose three attachment(s) referenced
in the Agreement.

We kindly request that you retum, duly signed, a copy of the Agreement, keeping cne copy for your files.
For any technical or scientific questions, please contact Mariana WIDMER, widmerm@who.int .
On behalf of the World Health Organization, we thank you for your coliaboration.

WHO Global Service Centre
Cc: WHO Representative, India

Concerne: As part of multi-country study (India) Project AB5780 - Carbetocin RTS for preventing postpartum
haemorrhage: a randomized non-inferiority controlled trial.

Veuillez trouver ci-joint I'Accord de Services Techniques entre 'Organisation Mondiale de la Santé et
PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM (JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM),
KARNATAKA, pour un montant de INR 12,348,393.12 (Twelve Million Three Hundred Forty-Eight Thousand Three
Hundred Ninety-Three), vous permettant de mener a bien le travail susmentionné. Veuillez également trouver three
piéces jointes mentionnées dans |'Accord.

Veuillez nous retourner, ddment signée, une copie de I'Accord et en garder une pour vos dossiers.

Pour toutes questions a caractére scientifique ou technique, veuillez contacter Mariana WIDMER,
widmerm@who.int.

Au nom de 'Organisation Mondiale de la Santé, nous vous remerclons de votre collaboration.

Centre de Soutien Administratif Mondial de 'OMS
Cc: Représentant de I'OMS, india

ATTESTED

Dr. VA KotRiwale

Registrar 3 -,
KLE Academy of Higher Education and Research,
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka




X
\%i} Wo rid Health WHO/GSCIGPL
y - BLOCK 35 ;
17 Or g aniz atIO n M&i ?E;iomm § WHQ Reference/ Référence OMS
i ﬁ:g ES:‘“‘YA 63000 WHO Reference  2014/432421-0

TECHNICAL SERVICES T
AGREEMENT Unit Reference A65780/India
ACCORD DE SERVICES
TECHNIQUES

The WORLD HEALTH ORGANIZATION hereby agrees to provide to
L'ORGANISATION MONDIALE DE LA SANTE s'engage par la présente a fournir 4

INSTITUTION:

PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM Principal Investigator: Dr Shivaprasad Goudar
(JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM) Telgphone: +918312444194

KARNATAKA Fax:

Karnataka Email/Courriel: gshivaprasad@hotmail.com

India

The Amount of/Un Montant de: INR 12,348,393,00 (Twelve Million Three Hundred Forty-Eight Thousand Three Hundred
Ninety-Three)

in respect offen vue de: As part of multi-country study (India) Project AB5780 - Carbetocin RTS for preventing postpartum
haemorrhage: a randomized non-inferiority controlled trial,

Far the period financed by this Agreement From/De : 15-JUN-2014
Période du projet financée par le présent accord To/A : 30-NOV-2015

Summary of work/ Description sommaire des travaux:

1. Description of work under this Agreement/ Description des travaux faisant I'objet du présent accord:

The objectives are:

i) To evaluate non-inferiority of carbetocin RTS 100 ?g IM versus oxytocin 10 1U IM in

the prevention of the composite outcome blood loss 2500 ml. or the use of additional uterotonic
drugs following vaginal delivery of the baby;

{ii) To evaluate non-inferiority of carbetocin RTS 100

?g IM versus oxytocin 10 IU IM in the prevention of biood loss 21000 mL.,

2. Centribution of the Institution and/or other sources for the project (Stalf, equipment, supplies, etc. excluding general facllities).
The Institute will provide all facilities, equipment and personnel not covered by this Agreement,

Contribution de l'lnstitution ou de tout aulre organisme & l'exécution du projet (personnel, matériel, fournitures, elc, & l'exclusion
des services d'ordre general). L'institution s'engage & fournir les locauyx, équipement et personnels non couverts par cel accord,

The Institute will provide all other facilities nol provided for under this Agreement.
Financlal Arrangements/ Dispositions financiers:

1. Payments will be made as follows/Les versements seron! effectués comme suit:

Deliverable/ Résultat Due Date/ % | Currency Amount/
Date Remise Montant en Devise

1| Upon receipt of countersigned contract 15-JUN-2014 100.00 12,348,393.12
2 | Upon receipt financlal report 30-NOV-2015 0.00 0.00
3 | Upon receipt of technical report 30-NOV-2015 0.00 0.00

2. INR 0.00 will be used by WHO for the purchase of equipment and supplies o be ordered by the Institution as soon as
praclicable, but not beyond 31 December of the year following the end of the Agreement period as indicated above at which time
any uncommilted balance will revert to WHO,

INR 0.00 seront affectés per 'OMS & l'achat de maténiels et de fournitures & commander par l'nstitution dés que possible, mais
au plus tard avanl le 31 décembre de l'année suivant la fin de la péricde susmentionnée d'exécution de l'accord, étant entendu
qu'a ce moment tout solde non engagé fera retour 8 'OMS.

Annexes

The foliowing annexes form an inlegral part of this Agreement! Les annexes listées ci-dessous font partie intégrante de cel accord:
Annex | File Description/Description de fichier

1 | Cover letter for TEA issued for clinical trial from | egal Office
|2 | Main protocol =

| 3 | Project budget

In the event that the terms of the annexes contain any provisions which are contrary to the terms of this Agreement,
the terms of this Agreement shall take precedence/ En cas de contradiction enire les termes apparaissant sur les
annexes et ceux de I'Accord, les dispositions de I'Accord prévaudront dans tous les cas.

WHO Financial References/ Références financiéres de I'OMS

ATTESTED

Technical Services Agreement Page 1 of &

Dr. VA Kothiwale

Registrar 3 8
KLE Academy of Higher Education and Research,
{Deemed-to-be-University w/s 3 of the UGC Act, 1956}
Belagavi-590 010, Karnataka



WHOIGSCIGPL
BLOCK 3510 . WHO Reference/ Référence OMS
JALAN TEKNOKRAT 6
ﬁ:asg;”‘ 63000 WHO Reference  2014/432421-0
TECHNICAL SERVICES .
AGREEMENT Unit Reference AB5780/india
ACCORD DE SERVICES
TECHNIQUES
Project Task Award Expenditure Type Expenditure % usp
Orpanization
1 | HQRHR 1409029 4.2 61980 512-Consulting, HQ 100{ 209,153.00
Research Serv.
Genaeral Généralités

The parties accept the "General Conditions" overleaf,
which constitute an integral part of this Agreement. The
Institution certifies the correctness of the banking
instructions provided on Page 1.

Les parties acceptent les "Conditions générales”
reprodultes au verso, lesquelles font partie intégrante du
présent accord. L'Institution certifie I'exactitude des
instructions bancaires indiquées a la page 1.

All necessary arrangements to comply with national regulations  Toutes les dispositions relevant des responsabilités de

relating to this project and relevant to the Institution’s
responsibilities shail have been under-laken by the Institution;
failure to do so will nullify this Agreement. The responsibility of
the World Health Organization is limited only 1o the financial
supponrt as specified in this Agreement.

ON BEHALF OF WHO/ POUR L'OMS

Responsible WHO Technicai Officer:
Fonctionnaire technique responsable de I'OMS:

Mariana Widmer
Technical Officer
HQ/RHR - Reproductive Health and Research

Responsible Divisional Director
Directeur de division responsable

Flavia BUSTREOQ
Asst Director-General
HQ/FWA FWC ADGO Office of the Assistanl DG

Authorized Signatory:
Signataire aulorise:

/%fﬁ

Mr ohiro Ogita
Coardinator
Global Procuremoni and Logistics
(WHOIGMGIGSCIGPL)

Motohiro Ogita

Coordinator

HQIGSC Global Service Cenlre
13-JUN-2014

linstitution et nécessaires a la mise en conformité de ce Projet
avecla réglementation nationale, devront avoir été prises par
IInstitution, faute de quoi I'accord sera nul. La responsabilité de
I'Organisation Mondiale de la Santé se limite au soutien
financier spécifié dans le présent accord.

PRINCIPAL INVESTIGATOR/ CHERCHEUR PRINCIPAL
Principal Investigator or Technical Officer responsible for the
project.

Chercheur Principal ou membre du personnel technique
rasponsable de l'exécution dyet
pE

ON BEHALF OF THE INSTITUTION/ POUR LYNSTITUTION

Signature : ..............cco0nne
Dr Shivaprasad Goudar

Responsible Administrative Authority*
Autorité administrative responsable*

Division
Date

PRINCIPAL
JNMC, BELGAUM
{

* An official of the Institution - other than the Principal Investigator - fully empowered to enter into contracling arrangements on
behalfl of the Institution./Un responsable de I'institution autre que le Chercheur principal - ayant pleins pouvoirs pour passer un
contrat au nom de l'institution.

ATTESTED

Technical Services Agreement ' Page 2 of §

Dr. V.A Kothiwale
Registrar
KLE Academy of Higher Education and Research,
(Deemed-to-be-University ws 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka
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H ' BLI 3510 erence,; rence
\JQA AI// Organlzatlon JALAN TEKNOKRAT 6 .

T g:gsg;'m 63000 WHO Reference  2016/647688-0
COVERING LETTER ,F;‘;’g“";if: B hggad
LETTRE D'ACCOMPAGNEMENT bnik Refersnos AB5870

DR.Shivaprasad Goudar

PRINCIPAL, J.N. MEDICAL COLLEGE,
BELGAUM (JAWAHARLAL NEHRU MEDICAL
COLLEGE, BELGAUM)

KARNATAKA

Nehru Nagar

Belgaum

Karnataka

India

Téléphone Central/Exchange: +60 3 8871 7111
Email / Courriel: GSCprocurement@who.int

Re: CHAMPION TRIAL

We are enclosing the Technical Services Agreement between the World Health Organization and
PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM (JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM),
KARNATAKA, in the amount of USD 302,410.00 (Three Hundred Two Thousand Four Hundred Ten), for conducting
the above-mentioned work, We also enclose two attachmenl(s) referenced in the Agreement.

We kindly request that you return, duly signed, a copy of the Agreement, keeping one copy for your files.

For any technical or scientific questions, please contact Mariana WIDMER, widmerm@whao.int .

On behalf of the World Health Organization, we thank you for your collaboration.

WHO Global Service Centre
Ce: WHO Representative, India

Concerne: CHAMPION TRIAL

Veuillez trouver ci-joint I'Accord de Services Techniques entre I'Organisation Mondiale de la Santé et
PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM (JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM),
KARNATAKA, pour un montant de USD 302,410.00 (Three Hundred Two Thousand Four Hundred Ten), vous
permettant de mener & bien le travail susmentionné. Veuillez également trouver two piéces jointes mentionnées
dans 'Accord.

Veuillez nous retourner, diment signée, une copie de I'Accord et en garder une pour vos dossiers.

Pour toutes questions a caractére scientifique ou technique, veuillez contacter Mariana WIDMER,
widmerm@who.int.

Au nom de i'‘Organisation Mondiale de la Santé, nous vous remercions de votre collaboration,
Centre de Soutien Administratif Mondial de 'OMS
Cc: Représentant de 'OMS, India

ATTE

Dr. V.A Kothiwale

Registrar 4 0
KLE Academy of Higher Education and Research,
(Deemed-to-be-University u/s 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka
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; . 4 :
\JQA : /_l,y Organlzat 10N JALAN T?EKNOKRATE sri2Reforence’ Référance DA

Y ﬁ:gﬁ?;ﬁv“ 53R00 WHO Reference ~ 2016/647686-0
Purch Ord 201544467

TECHNICAL SERVICES e
AGREEMENT Unit Reference AB56870
ACCORD DE SERVICES
TECHNIQUES

The WORLD HEALTH ORGANIZATION hereby agrees to provide to
L'ORGANISATION MONDIALE DE LA SANTE s'engage par la présente & fournir &
INSTITUTION:

PRINCIPAL, J.N. MEDICAL COLLEGE, BELGAUM Principal Investigater: DR Shivaprasad Goudar
(JAWAHARLAL NEHRU MEDICAL COLLEGE, BELGAUM) Telsphone:

KARNATAKA Fax:

Principal Investigator Email/Courriel: sgoudar@jnmc.edu

Karnataka

India

The Amount of/Un Montant de: USD 302,410.00 (Three Hundred Two Thousand Four Hundred Ten)
in respect of/len vue de: CHAMPION TRIAL

For the period financed by this Agreement From/De : 25-JUL-2016
Période du projef financée par le présent accord To/A 1 24-JUL-2017

Summary of work/ Description sommaire des travaux:

1. Déscriphon of work under this Agreement/ Description des travaux faisant l'objet du présent accord:

A pnase lll, randomized, double-blind, active, controlled, multinational, multicentre, non-Inferiority trial using carbetocin room
temperature stable (RTS) for the prevention of postpartum haemorrhage during the third stage of labour in women delivering
vaginally.

Objective: To implement trial AB5870 according to GCP guidelines,

2. Contribution of the Institution and/or other sources for the project (Staff, equipment, supplies, atc. excluding general facilities),
The Institute will provide all facilities, equipment and personnel not covered by this Agreement.

Contribution de I'nstitution ou de tout aulre organisme & 'exécution du projet (personnel, matériel, fournitures, elc, a l'exclusion
des services d'ordre général). L'institution s'engage a fournir les locaux, équipement et personnels non couverts par cel accord.

The Institute will provide all other facilities not provided for under this Agreemaent.
Financial Arrangements/ Dispositions financiers:

1. Payments will be made as follows/Les versements seroni effactués comme suit:

Deliverable/ Résultat Due Date/ % | Currency Amount/
Date Remise Montant en Devise

1 | Countersigned contract 25-JUL-2016 100,00 302,410.00
2 | Receipt of final financial report 24-JUL-2017 0.00 0.00
3 | Recaeipt of final technical report 24-JUL-2017 0.00 0.00

2. USD 0.00 will be used by WHO for the purchase of equipment and supplies to be ordered by the Institution as soon as
praclicable, but not beyond 31 December of the year following the end of the Agreement period as indicated above at which time
any uncommitted balance will revert to WHO.

USD 0.00 seront affectés par 'OMS & l'achat de matériels et de fournitures & commander par l'institution dés que possible, mais
au plus tard avant le 31 décembre de l'année sulvant la fin de la période susmentionnée d'exécution de l'accord, élant entendu
qu'a ce moment tout solde non engagé fera retour & 'OMS.

Annexes

The following annexes form an integral part of this Agreement/ Les annexes listées ci-dessous font partie intégranie de cet accord:
Annex | File Description/Description de fichier

1 | 2016/647688 | Contractual - Budgel Breakdown |
2 | 2016/647688 | Contractual - Terms of Reference |

in the event that the terms of the annexes conlain any provisions which are contrary to the terms of this Agreement,
the terms of this Agreement shall take precedence/ En cas de contradiction entre les termes apparaissant sur les
annexes el ceux de I'Accord, les dispositions de I'Accord prévaudront dans tous les cas,

WHO Financial References/ Références financiéres de "'OMS

Project Task Award Expenditure Type Expenditure % USD
=4 Organization
1 | HQRHR 1612205 10.1 | 61980 512-Consulting, HQ 100{ 302,410.00
Technica! Services Agreement Page 1 of 5

Dr. V.AKothiwale
Régistrar
KLE Academy of Higher Education and Research, d 1
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka
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Ay Org aniz at ion g A WHO Reference/ Référence OMS

ﬁ:g;'j:“‘“‘ 65000 WHO Ref%:dnce 2016/647688-0
Purcha: 201544467

TECHNICAL SERVICES I e
AGREEMENT Unit Reference AB5870
ACCORD DE SERVICES
TECHNIQUES
T T | [ Research Serv. I | I

General

The parties accept the "General Conditions" ovarleaf,
which constitute an integral part of this Agreement. The
Institution certifies the correctness of the banking
instructions provided on Page 1.

All necessary arrangements to comply with national regulations
relating to this project and relevant to the Inslitution's
responsibllities shall have been under-taken by the Institution;
failure to do so will nullify this Agreement. The responsibility of
the World Health Organization Is limited only to the financial
support as specified in this Agreement.

ON BEHALF OF WHO!/ POUR L'OMS

Responsible WHO Technical Officer:
Fenctionnalire technigue responsable de I'OMS:

Mariana Widmer
Tachnical Officer
HQ/RHR - Reproductive Health and Research

Responsible Divisional Director
Directeur de division responsable

Flavia BUSTREC
Asst Director-General
HQ/FWA FWC ADGO Office of the Assistant DG

Authorized Signalory:
Signataire aulorisé:

B

Mr ohiro Ogita
Coordinator
“Global Procuromont and Logistics
(WHOIGMGIGSCIGPL)

Motohiro Ogita

Coordinator

HQ/GSC Global Service Centre
21-JUL-2016

Généralités

Les parties acceptent les "Conditions générales”
reproduites au verso, lesquelles font partie intégrante du
présent accord. L'Institution certifie I'exactitude des
instructions bancaires indiquées a la page 1.

Toutes les dispositions relevant des responsabilités de
IInstitution et nécessaires 4 la mise en conformité de ce Projet
avec la réglementation nationale, devront avoir été prises par
I'Institution, faute de quoi I'accord sera nul. La responsabilité de
I'Organisation Mondiale de la Santé se limite au soutien
financier spécifié dans le présent accord.

PRINCIPAL INVESTIGATOR/ CHERCHEUR PRINCIPAL

Principal Investigator or Technical Officer responsible for the
project.

Chercheur Principal ou membre du personnel technique
responsable de l'exécution du projet,
Signature : . /

DR. Shwaprasad Goudar

ON BEHALF OF THE INSTITUTION/ POUR LINSTITUTION

Respoensible Administrative Authority*
Autorité admini ive responsabfe'

Signature :..J.5&TL
Name/np m’gg A ...%HAAN?SHETTII
Division 1S ; 30
Date N o5 ‘:)N 3., 214

* An official of the Institution - other than the Principal Investigator - fully empowered to enter into contracting arrangements on
behalf of the Institution./Un responsable de I'lnstitution aulre que le Chercheur principal - ayant pleins pouvoirs pour passer un

contral au nom de l'instilution.

ATTESTED

Technical Services Agreement

. Page 2 of 5

Dr. V.4 Kothiwale

gistrar

KLE Academy of Higher
{Deemed-to-be-University

Education and Research,
s 3 of the UGC Act, 1956)

42

Belagavi-590 010,Kamataka
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WHO/GSC/GPL
- - BLCOCK 3510
WY Organization JALAN TEKNOKRAT 6 RN R MG
R a‘jl’l‘:jz:'“’“ 63000 WHO Reference  2016/647688-0
TECHNICAL SERVICES SR e - SRS
AGREEMENT Unit Reference AB5870
ACCORD DE SERVICES
TECHNIQUES
GENERAL CONDITIONS

The following are the general conditions relaling lo this Agreemant concerning
WHO support for research or other technical services. The purpose of such suppon
Is 1o assist an Institution to undertake, for WHO, investigations on a panticular
problem or ather work which has been agraed upon by the Inslitution and WHO,

1 INSTITUTION AND PRINCIPAL INVESTIGATOR

1.1 The Institution and tha Principal Investigalor (or Responsible Technical Officer),
who musl be an employee of the Institution, shall be jointly responsibie for all the
{achnical and adminisirative aspects of the work referred to in this Agresment.

1.2 The Institution is required tc nolify WHO immediately of knowledge that the
Principal Investigator will cease or ceases lo be an employee of the Instiution of is
no longer continuing the responsibiiilies covered by this Agresment. Under such
tircumstances WHO has the right lo:

&. cancel this Agresment or

b. agree lo conlinue the project under a new Principal Invastigator propessd by the
Institution ard approved by WHO.

2. FINANCIAL ARRANGEMENTS

?_1 Payments shall ba made o the bank account(s) of the Institution as spedﬁod in
this Agreement and in accordance with the schadul

tharain. If, afier tha submission af the final financial report referres lo in paragraph

4.3 below, thera remains an unused balance of funds with the Inslitulion, this

balance shall be due 1o WHO. In the event of this Agresmant being cancelled under

any circumstances, the Institution shall refund to WHO Ihe balance of uncommilled

funds. The funds provided under this Agrsement shall be spent oniy in accordance

wilh lis terms.

2.2 The funds transferred lo the Inslilution under this Agraement may nol be used

to mest any form of emclumanis, travel costs or any other reimbursements of

expenditire lo a staff mambar of WHO.

23 Unless clherwise provided in this Agreement the lunds may not ba used to

cover:

#. normal administrative and overhead expenses of the Instilulion,

b. cost of maintenance, repair, running or insurance of existing equipment and

machinary bslonging lo the Inslitulion;

€. cost of construction of new bulldings or alterations and modifications of axisting

buildings and premises,

d. salary support of the Principal Investigator

3. EQUIPMENT AND SUPPLIES

3.1 Unless otherwise agreed, and subject lo subparagraph 3.2 below, any
equipment acquited under Ihis Agreemen! shall become tha properly of the
Inslitution. The Inslilulion and the Princigal invastigator shall be joinlly rasponsible
for the proper safeguard, mainienance and care of all equinment acquirad under
Ihis Agreement.

3.2 Notwithstanding subparagraph 3.1 above, the Institution shall (ransfer
ownership of sny equipmen! acquired under this Agreament to WHO. if so
requesied by WHO, upon lermination or expiry of this Agreement. In such cases
the Instilution shall dispalch the equipmeni lo any destination chosan by WHO. the
cost of which wiki be bome by WHO

4, REPORTS

The Instilution shall submit lechnical and fnancial ruports lo WHO on the work os
requirad, or at isast annually, in accordance with the following provisions:

4.1 Technical reports shall be prapared by the Principal invesligator and forwarded
through and counlersigned by the authorzed officlal of the Instilution or his
aulhorized represantalive. Each annual repont shall summarize the results of the
project and give in sufficient detail its pesitive and negative findings so thal the
value of the work can be assessed.

42 Financia! raporis shall be forwarded sfler being jointly certified by lhe
Inslilution’s Chief Financial Officer and the Principal Invesugator, using form WHO
782. The rsports must show the use of the funds provided by WHO compared with
Ihe original budgel expendilure pattern agreed balween the Inslilulion and WHC.,
4.3 All Financial and Technical reporls are subject le audit by WHO, including
axamination of supporting documentalion and relevani accounting entries In the
Institution’s books. In order lo facilitate sueh raporting and audil, tha Insliution shall

including the awnership of knew-how, arising from the project shall be d-smmd
to achieve, in 30 far as circumslances permil, the following chjactives in the
following order of priority:

. the general availabilily of the products of creative activity,

b. the availabiity of those pvodoctl l.n the public heallh seclor on praferential
tarms, particularly In di 7 3
chsgmnbueﬁuﬂydnmw‘ fils, including i baing
taken of the relative vaiie of sach pary's financial, intallectual and other
conlribution 1o the research.

6.3 The rights refemred to in para. 8.2 shall beleng to the Insiilution, or to the
Principal Investigalor if the Institution and WHO 50 agree. To the extent that the
former do not inlend Lo exercise tham, the rights shall ba prompliy transferred lo
WHO, If Il so requests. Each party shall provide the othar wilh its full cooperation
lo parmil the effeclive exercisa of the rights. The party in which the carresponding
fights are vesled may file appiications for indusirial preperty proleclion, promptly
furnishing copies of the applications and other palen! documents to the other
parly. All rights oiher than the right to file shall be | in
accordance with an agreemant which shall be neg d in good faith b

the Institution and WHO.

6.4 In any publication by the Institution or Iha Prncipal Invesligalor retating to the
resulls of the project, the responsibility for the direction of tha work shall nol be
ascribad lo WHO, Linlass WHQ advises otherwise, all pubfications shall include a
natice indicaling that the underlying invasligation received financial suppod from
WHO. Two off-prints or copies shall ba senl lo WHO unless anolher number is
stipulalad, WHO funds may nol be used for publication costs unless specifically
aulhorized

7. RESEARCH INVOLVING HUMAN SUBJECTS

7.1 Ethical Aspecls
it is the responsibility of the Institution and ms Pﬂndpnl Investigator to uf:quni
the rights and welfare of human subjects i d in in whoie

of in part by funds from WHO, in nmrdlnu with the appropriate nalional code of
eihics or legislation, if any, and in the absence therao!, tha Halsinki Declaration
and any subsequent amendments. Such funds may be used cnly lo suppor
invastigations where (a) the rights and welfare of the subjects involvad in the
resvarch are adequataly prolacted, (b) treely given informed consent has been
cblained, (c) ihe balancs batween risk and polential benefils involved hes bean
d and d p by a panel of independent experts appointed
by tha Institution and (d) any special national raguirements have been mel.
7.2 Regulatory Requiremants
it is tha responsibifity of the Instilulion and m Pﬂnapnl lmml.ualnr o comply
with tha relevant naticnal regulaticns p
subjects.
7.3 Protection of Subjecis
Without prejudice lo obligations under applicable laws, the Institulion shall make
appropriate arrangemants 1o eliminate or mitigale the consequences Lo subjects
or their familias in the case of death, injury or iliness resulfing from the conduct of
research referred lo in paragraph 7.1. Such arangements shall, lo he extent
feasible, include medica! treatment and financial reiief. The Institulion and
Principal Invesligator undesniake 1o protect the omlhmhmy of the irlunnawn
refating lo the possible identification of subj ivad in the h i g

human subjects canducied under tha auspices of this Agreemant.

B, RESEARCH INVOLVING THE USE OF LABORATORY ANIMALS

The Institution undertakes that living vertebrale animals, required for use as
laboratory animais for the research lo be carried out undnr this. Mrnm-m. shaii
be handied in o with for the h
trealment of such mmtlsandmewulﬂmunfmn.ulmymm

9. RESEARCH SAFETY
It is the responsibility of the Institution to establish and implemant policies and
practices 1o asaure and provide for lhe safaly of ils nmp:oy-“, m. public, and the

ansuro that accurale and syslematic accounls and records are kepl in respect of
ihe project. The final Tachnical and Financial reports must be submitted within 80
days after the expiry of this Agreement.

& RELATIONSHIP AND RESPONSIBILITY OF PARTIES
The relationship of the Inslitulion lo WHO shall be tha! of an ind

enwmem during the of lhe st oo If the supported
the use of 0l gical agenis, lhu Instilution shall
blish and impl an appropriate safety plan.
10. PUBLICITY

Tha Institulion and the Principal invesligator shall nol refer lo the relalionship of
WHO 1o tha pru;-cl or o pfom.r.u or procoms connecied with the project. in
any of nalure issued for

contracior. The employees of the Instituticn are nol entitled 1o describe lhomnlvn
as slafl members of WHO. The institulion shall be sclaly raspensible for the
mannar in which work on [he project is carried oul end accordingly shall assuma full
liability for any damags ansing frem research or other lethnical servicas under this
Agreament. No liability shall attach to WHO, Its advisars, agents or employess.

6. USE OF RESULTS, EXPLOITATION OF RIGHTS, AND PUBLICATION
6.1 The resulls of the project funded under this Agreement may be frealy used or
disclosed by sither parly provided that, without the consent of the other party, no

al purp L orwith & mio frn-nc(ll benlﬁl.

11. SETTLEMENT OF DISPUTES
Any matter ralating lo the Interp 1 of this A which is
not covared by its larms shall be rosdwd by r-f-lunn- la Swou law. Any dispute
relating to the inlarp of lhis Ag shall, unless
amicably seltied, blltb}ocllomlllloﬂ In (he event of failure of the latier, the
dispute shall he sellled by arbi Tha arbil shall be di d in
with the o be agreed upon by the parties or, in the
absence of agreement, with the Rules of Arbilration of the Intemational Chamber

\ise may be made for commarcial purpeses and confident shall be

wilh respect (o rasults that may ba eligible for pratacton by proprigtary rights. The
Institution shall provide WHO with tha resuits, in the form of relavant know how and
ther infarmation, and Lo the axtenl feasible, langible products

6.2 The industrial or commercial exploitation of any inleliactual property rights,

of & The parties shall accept the arbitral award as final,

12. PRIVILEGES AND IMMUNITIES

Nathing contained in or relating lo this Agreemant shall be deemed Lo conslitute a
waiver of any of the privieges and immunities enjoyed by WHO andior as
submitting WHO 1 any natienal coun jurisdiction.

ATTESTED

Technical Services Agreement

Dr. V.A Kothiwale

Page 3 of 5

Registrar

KLE Academy of Higher Education and Research,

{Deemed-to-be-University uls 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka
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f‘;‘:ﬁ:’“"" 63000 WHO Reference  2016/647688-0

TECHNICAL SERVICES e

AGREEMENT Unit Reference AG5870

ACCORD DE SERVICES

TECHNIQUES

CONDITIONS GENERALES

Les ci-aprés s'eppliquent au présent Accord sur
Tappui da I'OMS aux racharches ou autres sarvices lachniques. Cat eppul vise &
alder une institutien a entreprendre pour la comple de I'OMS, des investigations
parian! sur un probléme particulier ou des Wavaux convenus entre Iinslitulion el
rOMS

1. INSTITUTION ET CHERCHEUR PRINCIPAL
1.1 LUlinsftution & la Charchaur pringipal (ou lAdminstratewr lechnique

intaflactuelie, y comprs es droils qui s'altachent au savoir-faire, découlant du
projet, devra pamelire, dans loule la mesure du possible, d'atteindre las objaclifs
suivants dnonchs par ordre de priofité:

a mise 8 la disposition da lous les produils de I' activité créalrice;

b. leur mise 8 la disposition du seclaur de |a santé publique, notamment dans les
pays an développemant & des condiions préférentielias;

¢ oclroi & chaque partie d'avanlages addifionnels, y compris sous formes de
ridlvrm:u compla tenu de la valeur relalive de ses conlributions financiares,

raspensable), lequel doil &tre employé par [ sont nent
tespansabies de l'ensomble des aspacts techniques el adminstralifs des lravaux
visds par le présent Accord.

.2 LInslitulion est tenue d'aviser immdédiatement rOMS lorsqu'alia apprand que le

rehaur principal va casser, ou a cessé, d'@re amployé par elle, ou bien qu'il ne

conlinue pas a axsrcer les fonclions visées par le présen| Accord. En parell cas,
FOMS paut
& s0il annuler le présent Accord,
b. soit acceplar de poursuivie le projel sous la conduite d'un nouveau Charcheur
principal propos#é par l'inslitution et approuvé par 'OMS.

2. DISPOSITIONS FINANCIERES
2.1 Das versements seronl falls au(x) compla(s) bancaire(s) de [nstitution comma
il est slipulé dans le présent Accord et confarmémant au calendrier gui y figure. SI,

las ol aulres.

6.3 Les droils mentionnés plus haul au paragraphe 8.2 seront Ia propriélé de
Finstituion, ou du Chercheur principal si I'instilulicn el 'OMS en conviennent
ainsi. Dans la mesura ol I'instilution n'antend pas les exercer, las droits seront
promplement transmis & 'OMS, si calle-ci le demande. Chaque parlie coopérera
pleinement avac I'sulre pour lul o d'exercer sffecty ses droits. La
parlie céleniico des droils pourm déposer des demandes de propréle
indusirislle el devra alors remetire 4 I' auire partie copie de ces dépdls e! des
autres documents relatifs au bravel. Tous les droils aulres que calui de déposer
ces demandes s'exsrcent aux termes d'un accord qui sera nagocié de bonne foi
antre linstitution et I'OMS.

6.4 Dans aucune de ses publicalions concernant les résullals du projet,
Institution ou le Chercheur principal n'attribuera & 'OMS la responsabilité da la
dlreclEnn du travaux. Saul insbruclions conlraies de I'OMS, loules las

lbrll communication du rapport financier final mantionné plus loin au pa

4.3, Il apparait que l'nstitution gélient un soide non ulifis, ce soide reste payabla a

FOMS. En cas dannulation du présent Accord, quelles qu'sn soieni les
Iinslitution r a F'OMS les sommes non encore engagies.

Ln sommes lnumos &n veriu du présent Accord ne pourroni élre dépensées que

it dudit Accord

22 Les londs mn ] l'hahluhon en wunu du présent Amor\i ne peuveni dire

ublisés pour verser das emal # un ire de I'OMS,

touvrir ses frais de voyage ou lui rambuww loule autre dépense.

23 Sauf dispositions conlraires du présen! Accord, ces fonds no peuven! dlre

utllisés pour couvrir;

a. las dépenses adminisiratives el les frus généraux narmaux de l'institution,

bllmmdel' ‘.d.ll.., , de ou de l'assurance de

qui appar & lnstitution;

cle eootd- a construction de nouveaux batiments, cu de ia trensformation ou de

la modification de batimenis et locaux exislants;

0. le versemant d'un complémaent de trailement au Charcheur principal.

3. MATERIEL ET FOURNITURES

3.1 Sauf convenlion contraire, el sous réserve des dispositons de l'sinda 3.2
ci-npras, loul matériel obtenu en verlu du praseni Accord sera la (repridlé de
Finstitution. Linstiwion et le Chercheur principal seront  conjoinlemant
fesponsabies du bon élat de conservalion el d'entrelien de loul materiel acquis en
application du présan! Accord,

4.2 Nonobstant les dispositions de lalinéa 3.1 ci-dessus el si 'OMS en fail fa
cemande, nstilution Uansltérera A celle-ci, lors de la résihation ou de l'expiration du
présent Accord les droils de propriétée afférants & toul matérisi acquis eu tire dudil
Accord. Ulnstitulion expédiera alors ce maténel vers loule destination que Iul aura
indiquée 'OMS, les frais 'expédilion élant & la charge de celle derniére.

4. RAPPORTS

L'Inslitution soumettra & 'OMS des rapports tachniques el financiers concernant
605 Uravaux, chague fols qu'l y a lieu el au moins une fois par an, selon les
modaliigs sulvantes.

4.1 Les rapports m:hnu:uos seronl élabiis par le Charcheur principal, anvoyés sous
couvart du responsable de I'Inslitution ou de son représentant 'un el | aulra diment
aulonisés, sl conlresignés par eux. Chaqus rnppun annual resumera las rasullats
du projet 8l en exposera les cor ou négatives de fagon assez
délaillée pour permetire d'apprécier la valour das UBvaux.

42 Les rapporls fnanciers devront Bire envoyds, aprds avoir &e visés
conjointement par le Chel des Servicas financiers da linslitulion e par le
Chercheur principal qui utiliseront & cette fin la formule WHO 782. Les rapperts
devronl indiquer 1" des fonds p e 'OMS au regard des prévisions
de dépenses initiales dont élaient convenues Mnstitution et 'OMS.

A: Tous lss rapporis financiers el techniques sonl soumis par I'OMS & une
de loutes pidces justificalives ainsi qus des
écritures comptables correspondantes dans les livres de lnstitution. En vue de
{aciliter ' i t ol la vérification de ces rap . Nnsiitution vaillera & la
tenue de &1 da rag Bxacts 8l systé 188 pour toul 68 qui concerme
le peojat. Les rapparts techniquas el financiars finaux davran! 8lre présenlés dans
los 90 jours suivant l'expiration du présent Accord

5. RELATIONS ENTRE LES PARTIES ET LEURS RESPONSABILITES
Llinstitution agis & légard de I'OMS en lani quentreprensur indépendant. ses
emplayés ne pouront se prdvaloir de ia qualith de maembras du personnel de
FOMS: L'institution sera seuls responsabia de la fagon doni s'execule ia projel et
padant, assumara I aenlidre responsabilité de loul dommage résultant de
recherches cu d'aulres services echniques visés par ia présent Accord, Aucune
(aspansabiié ne pourra incomber & 'OMS. ses conseillers, agents ou empiayés,

6. UTILISATION OES RESULTATS, EXPLOITATION DES OROITS, ET
PUBLICATION

8.1 Les résultats du projet financd en verlu du présent Accord gourran! étra
libremant uliisés ou divulgués par 'uno ou l'autre partio. Toutefois, & dafaul de
Fassanlimen! de Psulre partie, (es rdsultais ne pourroni éure ulilisés & des fins
commerciales ei, s%s sont suscaptibiss délra pmlma par r&-s croils de propridlé,
ils conserversnl leur caractérs sirictement conf Ll iOn - COMmMuNig
@ 'OMS les résultats des racherches, sous forme de savoir-fairs el aulras

porferant une nale Indiquant que les recherches qui sont &
rerigine dcs résultats ont ragu un appul financier de 'OMS. A meins qu'un autre
chiffre n'alt &lé stipule, deux exemplaires ou lirds & part de ces publications
seronl envoyés & 'OMS el, sauf aulonsation expresse, les londs de I'OMS ne
pourront &irg ulilisés pour couvrir les codls de publication.

7. RECHERCHES IMPLIQUANT L'ETUDE DE SUJETS HUMAINS.

7.1 Aspects déoniologigues

Ii incombe & Mnslitulion et au Chercheur principal de s'assurer qu'ay cours des
travaux financés lolalsment ou en partie par 'OMS el impliquant I'dtude de sujels
humains, 195 droits sl Ia sanie de cas demiers soienl prolégés conformément au
code de déantologie ou 4 la lagisiation du pays, ou, & défaut, 4 la Déclaralion
d'Helsinkl t aux amendements gqul pourralent lui 8ire ullérisurement apporiés.
Les fonds ne peuven! élre ulilisés pour financer des recherches que si ies
conditions suivanies sont umpiu

a. les droils el e bien-tre das sujats impliques sont sulfisamment protages.

b. ls consantament libra et 6chir0 dn intmsm a &lé oblanu;

G. Das expans indé d ion onl pesa les risques et les
avnnlagch paunllnls 8t onlt jugé qu I| £ mtrailnt de maniére acceptable; et

d. il il satisfail & toute exigence pariculidra de la réglemantation nationaie.

7.2 Lisposilions réglamentaires

1t incomba & lMinstilulion el au Cherch inci In régl ion
nationaie relative aux recherches impliquant I’éiudc du sujets humains,

7.3 Protachion des sujets d'expérience

Sans préjudics das obiigations qui luf Incombent aux termes des lols en vigueur,
lnstivtian prendra des mesures approprides en vue d'diminer ou dalidnuer les
conséquences tes expériances pour les sujels ou leur lamille en cas de décés,
de traumalisme ou de maladie résultant de la condulte des recharches

menlionnées au graphe 7.1. Ces comp W, dans la mesure du
possible, un lraillement meédical et un dadommag financiar. L'Institution et
le Chercheur principal s'engagent & ldger le fidenti

das
informalions qul pourraient permettre dlidentifier las suiou impliqués dans las
sludes effsctudes en vertu du présen! Accord.

8. RECHERCHES [IMPLIQUANT L'UTILISATION D'ANIMAUX DE
LABORATQIRE

Ulnstilution s'angage A vellier & cs qua les animaux vertébrés vivanis quiil sers
nécessaira dullliser comme animaux de laboraloire powr des recherches
antreprises en varlu du présent Accord soient traités confarmément aux principes
univarseliamanl raconnus qui veulenl que l'on épargne & ces animaux loute
soufirance inulile

9. SECURITE DES RECHERCHES
i incombe & [nslilution d‘aﬂ'ﬂu ol d'appliquer des politques st praliques

préservant el gar Gcunitd Ce ses ioyés et du public ainsi que
cella de I' snvironnement mmlummprlma Si iss
travaux impliquent [futllisation de e 3
Finsiitution dtablira el appiquera un plan de sécurit approprié.

10. PUBLICITE

Ulnstitution ef le Charcheur principal ne unmrom faire manhon_ dans un
quelconqua 8ol ou dé ] iére publicilaire ou pr | diffusé &

dag fins commerciales, cu en vue d'un nnnhno ﬂmm:lor. du lien exislan! entre
P'OMS et le projet ou les produils ou procédés en découlant.

11.REGLEMENT DES LITIGES

Toute gueslion concernant I‘appiicalion ou linterprétation du présent Accord que
les dispositions de ce dermier ne permeltent pas de résoudre doil &lre résolus par
refrance au aroit suisse. Tout différend relalil & lappii ou & linlerped

du présent Accord qui n'aurail pu 8re résolu & I amiable, I'nu l'objel d'uns
conciliation. £n cas d'échac da celie-i, (e différend sera régié par arbilrage. Les
modalilés de ['arbilrage seront convanues anlre ies panties ou, an absence
daccord, saront dé inées selon la d'arbirage de la Chambre de
Cemmerce Intemationale, Les paries !er.mﬂmssen{ que la senlenca arbitrale
sera finale.

12. PRIVILEGES ET IMMUNITES
Aucun des lermes du présent Accord ne sera consicéré comma constituant une
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No. 5/7/1255/2015-RCH Dated : 01.04.2016

Dr. B.S Kodkany,

Principal Investigator,

KLE Universittiy’s, JJN Medical College,
Women’s and Children’s Health Research Unit,
Belagaum - 590010

Dear Dr. Kodkany,

With reference to your proposal entitled “Aspirin Supplementation for Pregnancy Indicated Risk
Reduction In Nulliparous (ASPIRIN) submitted to the Council for HMSC clearance, we wish to inform
you that the project has been approved by the HMSC in a meeting held on 14" March 2016.

Placed below are the minutes :

II.1  Proposal for assistance / collaboration from National Institute of Health, USA.

5. Aspirin Supplementation for Pregnancy Indicated Risk Reduction In Nulliparous (ASPIRIN) under
Dr. B.S Kodkany, KLE University’s, J.N Medical College, Belgaum.

Approved .

Thanking you,

for i

%17/ (Dr. Ahju Sinha)
Scientist ‘E’

For Director General

. JLOE W / Yours sincerely,
ok 0

ATTESTED

Dr. V.A Kothiwale
Registrar

KLE Academy of Higher Education and Research,
(Deemed‘!o-g&University ws 3 of the UGC Act, 1956) d B
Belagavi-590 010,Karnalaka
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CLINICAL TRIAL AGREEMENT

‘i‘rjlls AGREE;@ENT FOR “CLINICAL TRIAL” ("Agreement”) is made and entered into this
M day of _}_Lii%___ by and among Dr. Smitha KS, “KLES Dr. Prabhakar Kore Hospital and
Medical Research Centre, Nehrunagar, Belgaum-590010. Karanataka, India"
referred to as the “Principal Investigator” or “P1”)

(hereinafter

AND

KLE'S Dr. Prabhakar Kore Hospital and Medical Research Centre, Nehrunagar, Belgaum-
590010. Karanataka, India herein after called the “Institution” (which expression shall

wherever the context ' \nd assignees) of the second part
W{/ ‘ | Pagelof24 X
Dr. VA Kothiwale ol G o

Registrar ,pg“‘/ )Z,KV A

_ KLE Academy of Higher Education and Research,
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AND

CMS clinical research Pvt. Ltd, # 51, 3rd Floor, Paigah Colony, S P Road, Secunderabad—
500003, Telangana, INDIA (SMO) (herein after called as “Site Management Organisation”
which expression shall wherever the context so admits include its successor and assignees) of

'the Third Part

AND
Lotus Labs Pvt. Ltd, a company incorporated under the Companies Act, 1956 of india having

its registered Office at No. 7, Jasma Bhavan Road, Millers Tank Bed Area, Opp. Gurunanak
iBhavan, Vasanthnagar, Bangalore — 560 052, India and include its successors and assignees
‘(hereinafter referred to as "Lotus") representing the interests of Sponsor Watson Pharma
Pvt. Ltd., (hereinafter referred to as “Sponsor”) in connection with conduct of clinical trial
“An Open Label, Randomized, Multicentric, Two Treatment, Single Dose, Parallel Group Two
Stage Adaptive Design Bioequivalence Study Of Loteprednol Etabonate Ophthalmic
Suspension, 0.5 % In Aqueous Humor Of Patients Undergoing Indicated Cataract surgery.”
(“Study”) bearing the protocol/study number: WAT/LTPNL/2015 (“Protocol”) attached
hereto as Exhibit A.

Pl, Institution and Lotus hereinafter are individually referred to as "the Party” and are jointly
referred to as “the Parties”.

WHEREAS:

1. Sponsor is a pharmaceutical company and had engaged the services of Lotus for
execution of a clinical trial in India.

2. Lotus is in the business of providing contract research services and has necessary
infrastructure and facilities to provide such services for the clinical trial and in turn
desires to engage the services of the Institution to conduct/assist in such a trial;

3 Institution represents that it has qualified personnel and adequate facilities and
equipment to competently conduct the Study and is desirous of rendering such
services upon such terms and conditions as envisaged below.

4. Institution and Pl desires to engage SMO to provide qualified manpower services as
required for conducting the clinical study under this agreement and rendering such
services upon such terms and condition set forth herein.

9 SMO is a site management organization has qualified and trained personnel to
competently conduct the Study and is desirous of rendering such services upon such
terms and conditions as envisaged below.

7 SMO hereby agrees to provide its services in connection with the clinical trial and as
per the approved study protocol and the terms and conditions set forth therein.

. Provision of Services ATTESTED
1.1  Scope of Work. :

Py
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The Study to be performed under this Agreement shall be performed in accordance
with the terms of the final Protocol, including as it may be amended in accordance
with the terms of this Agreement, for the Study. Institution and Principal Investigator
agree that all aspects of the Study will be conducted in conformity with all applicable
laws and regulations, the International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use Good Clinical
Practice: Consolidated Guideline ("ICH Guideline,) and applicable requirements of the
United States Food and Drug Administration ("FDA"). Institution and Principal
Investigator further agree not to conduct any research activities with the Study Drug
(as such term is defined below), which are contrary to the provisions of the Protocol
or outside the scope of the Protocol.

Institution shall use best efforts to enrol up to 30 study participants capable of being
evaluated and having analyzable data in the treatment portion of the Study, within 06
months of receipt of investigational supplies. The enrolment period may be extended
or shortened at the sole discretion of Sponsor at any time.

1.2  Principal Investigator.

Institution shall appoint [Dr. Smitha KS] as Principal Investigator having the requisite
education, experience and expertise to competently perform the Study according to
the terms and conditions as hereafter set forth, and that said Principal investigator
shall act as representative of the Institution for medical and scientific matters arising
under this Agreement. Principal Investigator will be responsible for the direction and
supervision of all Study efforts in accordance with applicable Institution policies, the
Protocol and this Agreement. Principal Investigator and Institution will ensure that
any sub-investigators and any other staff comply with the terms of this Agreement
and the Protocol. In the event that Principal Investigator leaves or is removed from
the Institution, then Institution shall, within ten {10} days of such departure by
Principal Investigator, provide written notice of such event to Lotus and Sponsor. Any
successor to Principal Investigator must be approved, in writing, by Lotus and Sponsor
and such successor shall be required to agree to all the terms and conditions of the
Protocol and this Agreement and to sign each such document as evidence of such
agreement (although failure to so sign will not relieve such successor from abiding
with the terms and conditions of the Protocol and this Agreement).

Institution and Principal Investigator represent and warrant that they will not use in
any capacity, in connection with any services to be performed under this Agreement,
any individual who has been debarred pursuant to any applicable laws or regulations,
including debarments under the United States Federal Food, Drug and Cosmetic Act,
or exclusion from a United States federal healthcare program.

Institution and Principal Investigator agree to immediately inform Lotus and Sponsor
in writing if any person who is performing services hereunder is debarred or if any
action, suit, claim, investigation or legal or administrative proceeding is pending, or,
to the best of their knowledge, is threatened, relating to the debarment of Institution

or any person performing services h&mﬁ DPri$ Investigator represents and

Clinical Trial Agreement W: MV / Page30f24 0
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warrants that no action, suit, claim investigation or legal or administrative proceeding
is pending or threatened relating to Principal Investigater's debarment and Principal
Investigator agrees to immediately inform Lotus and Sponsor in writing if any such
action, suit, claim, investigation or legal or administrative proceeding is threatened or
commenced for Principal Investigator's debarment.

Details of Principal Investigator's responsibilities are set forth in the Protocol and on

Exhibit A attached hereto.

13  SMO (Site Management Organisation )

SMO will provide the manpower services like clinical research co-ordinator(s)
(hereinafter “co-ordinators”) for clinical study. Such number of co-ordinators will be
appointed by the institution and Pl as and when required for the clinical study. All
such co-ordinators will perform their services under the direction and supervision of
the Institution and P1. The consultant will provide the number and details of the co-
ordinators appointed for clinical study to the sponsor/Lotus.

1.4 Lotus will provide the Pl with all the information, documents, and materials which, in

Lotus’ reasonable opinion, are required in order to carry out activities in a clinical
trial.
Lotus transfers the obligations, explicitly detailed in Exhibit A to this Agreement, for
this clinical study to the Pl and the Pl accepts the same and shall diligently carry them
out along with other obligations under this Agreement. The Pl will take all reasonable
steps to ensure that personnel used to perform his/her obligations under this
Agreement are appropriately trained and qualified.

15 Records and Reports.
Principal Investigator and Institution shall have the following record keeping and
reporting obligations:
(i) preparation and maintenance of complete, accurately written records, accounts,
notes, reports and data relating to the Study under this Agreement; and
(i) preparation and submission to Lotus and Sponsor (in a periodic and timely
manner during the term of this Agreement) of all raw data and other material
called for in the Protocol in the form of properly completed patient case report
forms ("Case Report Forms") or into an electronic database (i.e., remote data
entry) supplied by Sponsor for each patient as provided in the Protocol. Case

Report Forms and the electronic database shall be the exclusive property of
Sponsor.

Principal Investigator and Institution agree to notify Sponsor and Lotus within one day
after learning of any serious and/or unexpected adverse drug reaction affecting any
patient in the Study. Principal investigator and Institution further agree to follow up
such notification of adverse drug reaction with appropriate reports in compliance

with the Protocol and all applicable legal and regulatory requirements. In the event

Principal Investigator and Institution Rﬁ;g ware of any quality complaints
| W - % "
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1 1.6

Clinical Trial Agreement

associated with the Study Drug provided under this Agreement, they agree to notify
Sponsor in compliance with the Protocol.

Principal Investigator and Institution further agree to conduct the Study and maintain
records and data during and after the term or early termination of this Agreement in
compliance with all applicable legal and regulatory requirements, including without
limitation, any applicable requirements of the FDA that are provided to Principal
Investigator, local regulations, applicable GCP and per the directions of Lotus.
Principal Investigator and Institution further agree to permit Sponsor or Sponsor's
representatives to examine and audit all records and reports, with prior written
notification from Sponsor and during normal business hours (subject to applicable
patient confidentiality considerations). Principal Investigator and Institution agree to
take any action necessary, as reasonably requested by Lotus and Sponsor, to properly
correct or address any deficiencies noted during any audit and agree to cooperate
with Lotus and Sponsor with respect to any action taken to address any such

deficiencies.

Principal Investigator or Institution agree to notify Sponsor within twenty-four (24)
hours in the event that the FDA or any other regulatory authority notifies the Study
site of a pending inspection/audit. In addition, Principal Investigator and Institution
will forward to Lotus and Sponsor any written communication received as a result of
the inspection/audit within twenty-four (24) hours of receipt of such communication
and agrees to allow Lotus and Sponsor to assist in responding to any citations. Such
responses shall be made within two (2) weeks of issuance of any citations or within
any earlier deadline set by the issuing regulatory authority. Principal Investigator and
Institution shall also provide to Lotus and Sponsor copies of any documents provided
to any inspector or auditor. In the event the FDA or other regulatory authority
requests or requires any action to be taken to address any citations, Principal
Investigator and Institution agree, after consultation with Lotus and Sponsor, to take
such action as necessary to address such citations, and agree to cooperate with Lotus
and Sponsor with respect to any such citation and/or action taken with respect
thereto.

Project Monitor and Inspection Rights. It is agreed that the project monitor(s) and
others designated by Lotus and/or Sponsor may, at mutually agreeable times during
the Study and for a reasonable time after completion or early termination of the
Study, arrange with Principal Investigator or his/her designee:
(i) to examine and inspect, at regular business hours, Institution facilities required
for performance of the Study; and
(ii) subject to applicable patient confidentiality considerations, to inspect, audit, and
to copy or have copied, all data and work product relating to the Study conducted
under this Agreement and to inspect and make copies of all data necessary for
Lotus and Sponsor to confirm that the Study is being conducted in conformance
with the Protocol and in complimxfﬁsxféﬁ all applicable legal and regulatory
e
Dr. V.A Kothiwale -
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| 2.4

3.

requirements, including without fimitation, any applicable FDA requirements that
Lotus and/or Sponsor has provided in writing.
Institution agrees to assist Lotus and Sponsor in order to facilitate the Lotus and
Sponsor representatives examination, inspection, auditing and copying of materials
relating to the Study and in order to enforce the rights granted to Sponsor as per ICH

Guidelines.

Clinical Trial Approvals.
Institution and Principal Investigator shall be responsible for obtaining the following:

(i) approval of the Protocol, any informed consent relating to the Study and
advertisement, if any, pertaining to the enrolment of subjects in the Study by the
appropriate Ethics Committee ("EC") prior to beginning any Study on human
subjects; and

(i) an informed consent which complies with all applicable laws and regulations
signed by or on behalf of each human subject prior to the subject’s participating in
the Study. Additionally, Institution and Principal Investigator shall also obtain an
audio-visual recording of the informed consent process of each Study subject
while maintaining principles of confidentiality.

In the event the EC requires changes in the Protocol or informed consent, Lotus and

Sponsor shall be advised in advance and all modifications to the Protocol and

informed consent must be approved in advance by Sponsor. Institution and Principal

Investigator shall not modify the Study described in the Protocol once finalized and

after approval by the EC without the prior written approval of Sponsor.

Payment

The total fees and expenses payable by Lotus to the Institution/ SMO for the services
set forth herein shall not exceed the Budget as per Exhibit B. However the payment
to the SMO will be adjusted against the payment to the institution/site on a pro rata
basis. The payments set forth in the budget are acknowledged by the Parties hereto
to be adequate consideration for the work taken hereunder.

Lotus shall pay the Institution and SMO against the submission of the invoice in
accordance with the terms set forth herein after deducting there from any tax as
applicable.

Payment shall be made by account payee Cheque/ DD /NEFT only.

Institution agrees that, in the event of a dispute regarding Sponsor and Lotus’
approval of documentation supporting costs incurred under this Agreement, data and
information resulting from the Study cannot be withheld by Institution or Principal
Investigator prior to the resolution of the dispute because such withholding of data
may cause irreparable harm to Sponsor. The Institution further agrees to use
reasonable efforts to resoive any dispNTFESTEDIS type in a timely manner.

Term
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42

43

4.4

4.5

4.7

43

This Agreement shall commence on the date of execution and shall continue until the
date of payment of the last sum due hereunder or until the date when the last
services required to be performed hereunder are performed, whichever date shall
last occur, unless terminated earlier as provided herein.

Termination and Consequences of Termination
Termination:
Either Party may terminate this Agreement without any notice, only for subjects

safety or medical reasons.

Either Party may terminate this Agreement by written notice of sixty (60) days to the
other Party without assigning any reason thereof and with no penalty on either side.

Either Party may terminate this Agreement for cause upon thirty (30) days prior
written notice, provided the Party receiving such notice has neither remedied nor
sufficiently explained the breach within the period specified in the notice. Notices
shall be deemed delivered upon receipt by the recipient designated for each party.
“Cause” shall be defined to include a material breach of this Agreement, a material
violation of the Protocol, or a lack of enrolment of the stated study participant
population, as described in Section 1.1.

Any failure by a Party to carry out all or part of its obligations under this Agreement
resulting in such detriment to the other Party as to substantially deprive such other
Party of what it is entitled to expect under this Agreement, shall be considered a
substantial breach for the purpose of clause 4.3 above.

Upon receipt of a written termination notice, both the parties will work diligently, in
good faith and in cooperation with each other, to conduct the orderly termination of
the services set forth under this Agreement.

Consequences of Expiry or Termination:

Unless terminated pursuant to Section 4.3 above, upon the expiry or termination of
this Agreement, Lotus shall, in accordance with the payment provisions of Clause 2,
pay for all reasonable, verifiable and completed activities up to the date of actual

termination. In no event will payments made by Lotus to the Pl under this Agreement
exceed the project costs as set forth in the Study Budget.

Upon expiry or termination of this Agreement, the Institution and Pl shall, at Lotus’
option, either immediately transfer to Lotus or destroy any or all Confidential
Information, including any copies thereof, except for those materials or copies that
are required by law or regulation or for archival purposes.

The expiry or termination of this Agreement ;;Bau not relieve any Party of its
obligation to the other with respect to: TIES1E
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5.1

312

5.3

5.4

{i) retaining in confidence all Confidential Information;

(i) complying with record keeping and reporting obligations;

(iii) complying with any publication obligations and obtaining any written approval
and consents for any publicity and promotional purposes;

{iv] complying with obligations relating to clinical supplies;

{v) indemnification and insurance obligations;

(vi) inspection rights; and

(vii) the obligation to assist in obtaining patent protection

all of which obligations are binding on the appropriate party and shall remain in full
force and effect as set forth in this Agreement.

Intellectual Property Ownership, Invention & Discoveries and Publication

Inventions and Patents. The sole and exclusive right to any inventions, discoveries
or innovations, whether patentable or not, arising from the performance of the
Protocol and Study under this Agreement, and using Study funds or otherwise arising
out of use, misuse or modification of the Study Drug provided under this Agreement
(the “Inventions”), shall be the property of the Sponsor. Institution or Principal
Investigator will promptly notify Sponsor in writing of any such Inventions, and at
Sponsor’s request and expense Institution and Principal Investigator will cause to be
assigned to Sponsor all right, title and interest in and to any such Inventions and
provide reasonable assistance to obtain patents, including causing the execution of
any invention assignment or other documents.

Data Ownership. All case report forms and other data (including, without limitation,
written, printed, graphic, video and audio material and information contained in any
computer data base or computer readable form) generated by the Institution and the
Plin the course of conducting the Study (the “Data”) and results shall be the exclusive
property of Sponsor, and Sponsor reserves the right to use the Data and results for
any corporate purpose

The Pl acknowledges that all the intellectual property rights in the Confidential
information of and belonging to Sponsor and/or Lotus which is disclosed to the Pl is
and shall always remain the sole and exclusive property of Sponsor and/or Lotus.

Publication.

As this is a multi-center study, publications derived from this Study must include input
from one or more investigators, their colleagues, Lotus and Sponsor personnel. Such
input shall be reflected in publication authorship, and agreement regarding order of
authors shall be established before writing a manuscript. Unless specifically approved
by Sponsor, results from a single center in a multi-center study will not be submitted
for publication separately before results of the multi-center study are published,
unless (1) more than eighteen (18) montkmiabsed_ since completion of the
Study, and (2) the Institution provides Sponsor with a Q&S‘;}s’ed manuscript for review
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and comment prior to publication. Sponsor shall complete review within sixty (60)
days of receipt of a manuscript, during which time Institution shall not permit
publication or presentation. Sponsor shall notify Institution of any comments,
deletions or modifications requested in the proposed manuscript to protect its
proprietary rights, and Institution shall make any such changes reasonably requested
by Sponsor.

In the event Sponsor, pursuant to this Section elects to file one or more patent
applications relating to any invention made in the course of the Study, any
publications and presentations will be delayed for an additional ninety (90) days to
permit the preparation and filing of such patent applications.

Subject to the publication restrictions in this Agreement, Institution shall have the
right to use the results of the Study provided by Institution under this Agreement,
including, but not limited to the results of tests and any raw data and statistical data
generated therefrom, for its own internal teaching and research purposes.

Representations.
The Pl hereby warrants and represents that the following are true and correct on the
date of entering into this Agreement:

(i) The Plis an individual and has the requisite qualification, legal power to enter into
this Agreement and to perform his/her obligations hereunder. This Agreement,
when duly executed, shall constitute the legal, valid and binding obligation on the
Pland is enforceable against the PI in accordance with its terms;

(i} All acts and conditions required by the laws in force at the date thereof to be
done, fulfilled and performed in order {i) to enable him/her lawfully to enter into
this Agreement and to exercise his/her rights and perform his/her obligations
under this Agreement and (i) to make this admissible in evidence have been
done, fulfilled and performed in strict compliance with the applicable laws.

Indemnification.

Sponsor shall indemnify, defend and hold harmless Institution, its trustees, officers,
agents, employees and Principal Investigator, (and any named co-investigator) from
and against any demands, claims, actions, proceedings or costs of judgments
(“Claims”) which may be made or instituted against any of them by reason of
personal injury (including death} to any person, or damage to property, arising out of
or connected with the performance of the activities to be carried out pursuant to the
Protocol.

Notwithstanding the foregoing, Sponsor shall have no indemnification obligation or
liability and institution and Principal Investigator shall indemnify, defend and hold
harmless Sponsor, its parent corporation, subsidiares affiliates, officers, directors,
agents, and employees for loss or damage res
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7.2

7.3

7.4

Clinical Trial Agreement ‘)/i i

(i) failure of Institution or Principal Investigator to adhere to the terms and
provisions of the Protocol or agreed amendments thereto or Sponsor's written
recommendations and instructions relative to the administration and use of any
drug substances involved in the Study, including, but not limited to, the Study
Drug, any comparative drug and any placebo;

(ii) failure of Institution or Principal Investigator to comply with any applicable FDA or
other governmental or state req uirements, law, rules, ICH Guidelines or
regulations applicable to the performance of its obligations under this Agreement;

(iii) failure of Institution or Principal Investigator to render professional service or to
conduct the Study in a normal, prudent manner: or

(iv) negligent act or omission or willful misconduct by Principal Investigator,
Institution, its trustees, officers, agents or employees related to the performance
of services under this Agreement.

Institution agrees to indemnify and hold Sponsor and Lotus harmless from liability for
any claim, demand or lawsuit arising out of (i) the willful, reckless or negligent act or
failure to act of Institution (including failure to comply with the terms of the Study
Protocol), or (ii) the breach of any of the Institution’s or Pl's covenants or
representations contained in this Agreement.

Institution and/or Principal Investigator shall secure and maintain in full force and
effect through the performance of the Study (and following termination or early
termination of the Study to cover any claims arising from the Study) insurance
coverage in amounts as required by applicable legal requirements and appropriate to
the conduct of Institution's and Principal Investigator's activities and the services
contemplated by the Study. Upon request of Lotus or Sponsor, copies of certificates
evidencing such insurance coverage will be made available to Sponsor. Institution
and/or Principal Investigator shall provide thirty (30) days' prior written notice to
Lotus and Sponsor in the event of cancellation or any material change in such
insurance,

These indemnification obligations of the Parties shall only apply provided that in
regards to the Claim (i) the indemnified party promptly notifies the indemnifying
party of such Claim; (ii) the indemnified party allows the indemnifying party and/or its
insurers the right to assume direction and control of the defense (including
settlement) of any such claim, demand or lawsuit (the indemnifying party shall not
admit fault on any one or all of the indemnified party’s behalf without the
indemnified party’s advance written permission{EP{iii) the indemnified party
cooperates fully with the indemnifying party aﬁ it&msurers in the defense of such
claim, demand or lawsuit; and (iv) the. indemrlfied party.agrees not to settle or

KLE Academy of Higher Education and Research,
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compromise any claim, demand or lawsuit without prior written authorization of the
indemnifying party.

Confidentiality

Upon execution of this Agreement a confidential relationship shall exist between
Lotus, Spensor, Institution and Principal Investigator and SMO, whereby Institution
and Principal Investigator and SMO agree to hold in confidence confidential
information disclosed by Lotus and/or Sponsor, in connection with the Study. As used
in this Agreement "Confidential Information” shall be understood to include
information disclosed by Lotus and/or Sponsor which is not in the public domain,
including but not limited to: technical, scientific, market and marketing information,
know-how, data, formulae, processes, plans, assessments and methods for Study
Drug and/or its uses or modes of action, as well as similar information relating to any
other Sponsor compound. Confidential Information shall also include all test articles
and proprietary data and/or information generated pursuant to the Study, including,
but not limited to the Protocol, the investigator’s brochure, interim results and any
other information or material disclosed under secrecy agreements preciously entered
into by the Parties. For purposes of this Agreement, Confidential information
supplied by Lotus and/or Sponsor to Institution shall be deemed to be in the public
domain or in the possession of Institution only if the Confidential Information as a
whole is in the public domain or in the prior possession of Institution.

ATTESTED

™,
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8.2

8.3

8.4

8.5

9.
9.1

9.2.

Clinical Trial Agreement \}’;,/

Confidential Information shall not be deemed to include information which: (i) is in
or enters the public domain through no act or omission of Institution; (ii) is lawfully in
Institution’s or Principal Investigator's possession prior to disclosure, which
possession can be documented through business records maintained in the ordinary
course of Institution's business; (iii) is obtained by Institution or Principal investigator
from a third party having an apparent lawful right to provide such information and
having no known obligation of confidentiality to Lotus or Sponsor; (iv) is
independently developed by Institution personnel not privy to Lotus or Sponsor
Confidential Information, as applicable, disclosed under this Agreement; or (v) is
required by law to be disclosed.

Institution and Principal Investigator shall limit disclosure of Confidential Information
received hereunder to only those of its (i) representatives, agents and officers bound
by a written agreement with terms equivalent to or more stringent than this
Agreement, and (i) employees (collectively, "Agents") who are directly involved with
the Study and only on a need to know basis. Institution and Principal Investigator shall
advise its Agents upon disclosure to them of any Confidential Information of the
proprietary nature thereof and the terms and conditions of this Agreement and shall
use all reasonable safeguards to prevent unauthorized use or disclosure by such
Agents. Institution and Principal Investigator shall be responsible for any breach of
these confidentiality provisions by its Agents,

Institution and Principal Investigator acknowledge and expressly agree that any
disclosure of Confidential Information in violation of this Agreement would be
detrimental to Sponsor's business and cause it irreparable harm and damage. In
accordance with applicable law and in addition to any other rights and remedies
provided herein, Sponsor shall be entitled to seek equitable relief by way of
injunction or otherwise.

The disclosure of Confidential Information to Institution and Principal Investigator
shall not be construed in any way as a license or transfer of other rights.

Miscellaneous
Governing Law

This Agreement and the rights and obligations of the parties hereunder shall be
governed by and construed in accordance with the laws of India.

Arbitration

Any dispute, controversy or claim arising out of or in connection with this agreement
including any question regarding its existence, validity, interpretation or termination,
shall be conclusively settled by referring the same to arbitration. The arbitration
proceedings shall be conducted in the English language and be governed by the
provisions of the Arbitration and Conciliation Act, 1996. The venue for arbitration
proceedings shall be Bangalore. ATTESTED

(% v.AhENaz¥

KLE Academy of Higher Education and Research,

Deemed-to-be-University us 3 of the UGC Act,1956)
e Belagay 590 010 Kamataka 53

Registrar .~/ fge 12 0’2%{%‘/

p
\



9.3  Force Majeure (Act of God)

In the event either Party is delayed or hindered in or prevented from the
perfarmance of any act required hereunder by reasons of restrictive government or
judicial orders or decrees, riots, burglary, insurrection, war, acts of God, inclement
weather or other similar reasons or causes beyond such Party’s control, and such
Party has exerted all reasonable efforts to avoid or remedy such event, then
performance of such act shall be excused for the period of such delay (which is
reasonable and consented by the other Party in writing). Notice of the start and stop
of any such force majeure shall be provided to the other Party.

8.4  Record Keeping
During the term of this Agreement, PI shall maintain all materials and all other data
obtained or generated by Pl in the course of providing the services in a secure area
reasonably protected from fire, theft and destruction.

9.5  Headings.
The headings used in this Agreement are for the sake of convenience and the same
are not to be construed to define, limit or affect the construction of interpretation of
this Agreement.

9.6 Publicity.
Except as required by applicable law, neither Institution nor Pl shall use, or authorize
others to use, the name, symbols, or marks of Sponsor in any advertising or publicity
material or make any form of representation or statement in relation to the Study,
which would constitute an express or implied endorsement by Sponsor of any
commercial product or service without prior written approval from Sponsor.

9.7  Independent Contractors,
It is agreed by the parties that Institution and Principal Investigator are acting in the
capacity of independent contractors hereunder and not as employees, agents or joint
venturers of or with Sponsor. Neither Institution nor Principal Investigator shall have
any authority to represent, bind or act on behalf of Sponsor. Institution represents
1 that Principal Investigator is an employee of the Institution. Investigator
acknowledges and agrees that Principal Investigator’s sole recourse for compensation

for his or her services, as well as the services of Principal Investigator’s staff affiliated
with the Study, shall be from institution and not Watson.

9.8  Assignment.
This Agreement is, not assignable by Institution or Principal Investigator and any
attempted assignment or delegation in violation hereof shall be void. Sponsor may
assign this Agreement to an affiliated company without the prior consent of
Institution or Principal Investigator. Notwithstanding such assignment, Sponsor shall
remain liable for all of its obligations under this Agreement.

99 No Modifications.

4
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Neither this Agreement nor the Protocol may be altered, amended or modified
except by written document signed by the Parties.

9.10 Severability.
If any term or condition of this Agreement, the deletion of which would not adversely
affect the receipt of any material benefit by a Party hereunder, shall be held illegal,
invalid or unenforceable, the remaining terms and conditions of this Agreement shall
not be affected thereby and such terms and conditions shall be valid and enforceable
to the fullest extent permitted by law.

9.11 No Waiver.
Failure on the part of a Party to exercise or enforce any right conferred upon it
hereunder shall not be deemed to be a waiver of any such right nor operate to bar
the exercise or enforcement thereof at any time or times thereafter.

9.12 Compliance with Anti-Corruption Laws
fi) Pl, Institution and SMO agrees to comply with applicable anti-corruption
laws such as the U.S. Foreign Corrupt Practices Act (FCPA) and the UK Bribery
Act of 2010 as well as any laws implementing the U.N. Convention Against
Corruption and the OECD Anti-bribery Convention (collectively, “Anti-
Corruption Laws”). PI, Institution and SMO undertakes that, in connection with
its performance of its obligations under this Agreement, they will not and shall
not directly or indirectly (a) offer, provide, authorize for or promise to another
person, or (b) request, accept or agree to accept from another person any
financial or other advantage or anything of value (“Benefit”), if such Benefit is
for the purpose of influencing the receiving person improperly in his or her
official capacity for the purpose of obtaining a business advantage, or where
such Benefit would constitute a violation of any applicable Anti-Corruption Law.

(i) In the event that PI, Institution and SMO is accused of or becomes subject
to investigation by a governmental authority for an alleged violation of
applicable Anti-Corruption Laws in connection with this Agreement, or LOTUS
notifies Pl and Institution that it has a reasonable basis for believing that PI,
Institution and SMO has not complied with applicable Anti-Corruption Laws in
connection with this Agreement (and discloses in reasonable detail the
evidence underlying such belief), LOTUS shall have the right to request in
writing that PI, Institution and SMO provide access to (either directly or
through legal counsel or an internationally recognized independent auditor)
such written records or other information reasonably required to credibly
refute such alleged non-compliance.

(iii) If, in connection with this agreement, P! and Institution breaches its
obligations under Sections 9.12(i) and 9.12(ii) above or admits to a violation or
is determined by a governmental authority to have violated applicable Anti-
Corruption Law, then LOTUS shall be entitled to immediately terminate this
Agreement upon written notice to P, Institution and SMO -

ATTE 0
! {;)
il % )fy Dr. VA kot/h Page 14 of 24 /
" Registrar }QV
KLE Academy of Higher Educalion and Researeh, 50

m.meunimsnywswmumm‘-*@
( Belagavi-590 010,Kamataka



By signing this agreement “You are required to refer and adhere to our Business
Partner Guide hosted cn our website. URL fof the same is
httg://www.lotuslabs.com/@!oadjjmtus business partner guide.pdf. It gives our
expectations with regard to your conduct as a Lotus Business Partner.”

9.13. Notices & Service of documents
The notice and documents required to be given under this Agreement shall be
deemed to be sufficiently given if hand delivered by one Party to the other or sent by
Registered Mail with acknowledgement due.

ATTESTED :

. i L
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All the correspondence/ notices to be sent by the Pl to Lotus shall be addressed to:

Lotus Labs Pvt. Ltd.

No. 7, Jasma Bhavan Road,

Millers Tank Bed Area,

Opp. Gurunanak Bhavan,

Vasanthnagar,

Bangalore — 560 052

Phone No. 080-22370982/22370912/13/14/15
Fax No. 080-2237091

All the correspondence/ notices to be sent by Lotus to Pl shall be addressed to:

Dr. Smitha KS,
Belgaum-590010.

“KLES Dr. Prabhakar Kore Hospital and Medical Research Centre, Nehrunagar,

For LOTUS LABS PVT LTD
L £ s il w o
g W OB “\ , { i
Y S 8\
L“‘\m\\) A( | X
S. Hari Sankar or. Mallikarjun V. Jali | Dr. Sl:mtha K.S. e AT
Managing Director ~ Managing Director | Principal Bitector
; ti G
| | I CMS Clinical Pyt.
: ? Ltd. (SMO)
‘Seal: | Seal: LSeai: Seal: ... |
| . Smitha <.8.
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Exhibit A
Responsibilities of Pi for
“An Open Label Randomized, Multicentric, Two Treatment, Single Dose, Parallel Group
Two Stage Adaptive Design Bioequivalence Study Of Loteprednol Etabonate Ophthalmic
Suspension, 0.5 % In Aqueous Humor Of Patients Undergoing Indicated Cataract surgery.”
bearing the protocol / study number: WAT/LTPNL/2015.

1. Pl has sufficient time, adequate staff, and appropriate facilities to conduct and complete
the clinical study. Pl agrees to make these resources available for the duration of the
study and agrees that other studies will not divert essential subjects or facilities away
from this trial.

Pl assures Lotus Labs Pvt. Ltd., that no other clinical study conducted by him shall give
rise to a conflict of interest or interfere with the clinical trial.

Pl will endeavor to ensure an adequate recruitment rate during the clinical investigation.

2. lotus Labs Pvt. Ltd. will furnish Pl with copies of the Investigator’s Brochure, the Study
Plan and Protocol and agrees:

a. To become thoroughly familiar with the properties of the investigational product as
| described in the Investigator’s Brochure, which provides full information concerning
the pre-clinical investigations that justify clinical studies, together with informative
material describing any prior investigations, side effects, and precautions to be taken
into account in the course of the clinical investigation; and
b. To become well acquainted with the Study Plan before signing it.

3. Pl agrees to make the necessary arrangements, including provisions for emergency
treatment, to ensure the proper conduct of the study.

4. Pl understands that along with the Institution, he will have primary responsibility for the
accuracy, legibility, and security of all study data, documents, and subject records both

 during and after the study. Pl will be responsible for electronic signature of the Electronic
Case Report Forms {e-CRF).

Pl agrees to abide by the following conditions governing his/her handling of the data
associated with this study.

a. Pl is required to maintain adequate records regarding all investigational product
received and used by him/her including batch numbers, dates, and quantities. If the
study is terminated, suspended, discontinued, or completed, Pl shall return to Lotus
Labs Pvt. Ltd., any unused supplies other than retention samples unless other
arrangements are made by Lotus Labs Pvt. Ltﬂ!TESTED
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b. Plis required to prepare and maintain adequate and accurate patient case histories,
recording all observations and other data pertinent to the clinical investigation of
each subject in the clinical study.

¢. Plunderstands to furnish records of the study to Lotus Labs Pvt. Ltd./Sponsor.

d. P! will maintain records of the disposition of the investigational product and other
records for the longer of the following periods:
I. the period defined by national or local law and rules

Il. five years after the study is terminated or completed, or

Ill. Five years after the records are no longer required for purposes of supporting the
relevant United States, other national, European (EU), or other international
regulatory applications.

IV. To avoid any possible errors Pl will contact Lotus Labs Pvt. Ltd. prior to the
destruction of records or in the event of accidental loss or destruction of any
Study records.

e. Pl, along with Institution, agrees to provide accurate information to the Ethics
Committee upon request. Pl, along with Institution, also agrees to provide accurate
information to the regulatory authorities upon their request and within the scope of
the agencies’ authorities and ethical obligations, as set forth below:

I.  The patient’s identity will not be released except under the following limited
circumstances
i.  Upon the request of a scientifically trained and specifically authorized
employee of national or international regulatory agencies, Pl will make
records related to the clinical study available for inspection and copying

il.  Where data verification procedures demand inspection of patient’s personal
identity or personal medical information, in which case this inspection may be
performed only by a properly authorized person

.  The patient’s identity shall not be released to third parties without the patient’s
and/ or impartial witness prior consent. Accordingly, the study patient’s and/ or
impartial witness consent to the potential release of patient identity information
to regulatory bodies for data verification purposes will be obtained as part of the
informed consent procedure.

Pl agrees to be responsible for submitting the Investigational Protocol for opinion or
approval, to an appropriate Ethics Committee and shall transmit the results to Lotus Labs
Pvt. Ltd.

PI shall not commence the study without an approval or favorable opinion from the
Ethics Committee of the Investigational Protocol, informed consent forms, subject

|  ATTESTED
i ki \& );)ér V.A.K. | wva!ea/jw Page 180f24
Reqistrar  ~ o ;
| demy of Higher Education an psearch,
K:-Dié\mcgd-to-ge-umvgrsity wis 3of the UGC Act, 1956) . : 6&

Belagavi-590 010, Karnataka

}\y



recruitment procedures, and any written material to be provided to the patient’s and/ or
impartial witness.

Pl shall provide the Institutional Ethics Committee or Institutional Review Board with all
required information.

6. Picertifies that the investigational products for clinical investigation will be provided only
. to patient under his personal supervision or under the supervision of the Co-investigator/
Sub-investigator (if any) responsible to him.

Pl further certifies that the investigational products will not be supplied by him to any
investigator, other than those listed above as Co-Investigator/ Sub-investigators, or to
any clinic, medical facility, or study site for use.

7. No procedure will be performed until all personnel have been properly trained.
8. Pl shall be responsible for completing and signing the FDA form 1572,

9. Pl agrees to be responsible for the personal safety and well-being of the subjects. To this
end, Pl agrees to abide by the Declaration of Helsinki and their subsequent amendments,
national policy, and the following conditions governing the ethical treatment of subjects
in this clinical investigation:

Following national policy and the Declaration of Helsinki, informed consent shall be
documented by the subject or subject’s legal representative with dated signature:

a. Pl ensures that patient and/ or impartial witness or their guardians receive adequate
information to make informed consents. This information will be provided both in
oral and in written form and shall be in a form easily understood by the patient’s and/
or impartial witness. Additionally, as required by Indian law, Principal Investigator
shall also obtain an audio-visual recording of the informed consent process for each
Study subject. Such process shall be undertaken while maintaining principles of
confidentiality.

The informed consent information shall include the aims, expected benefits, risks and
inconveniences of the clinical investigation, an explanation of any alternative
methods or treatments available, and an explanation of possible consequences of any
withdrawal from the clinical investigation.

b. Pl will ensure that the patient and/ or impartial witness are given the opportunity to
inquire about the details of the clinical study. The information given to the subject
/subject’s legal representatives shall make clear to them that they remain free to
refuse to participate in and free to withdraw from the clinical study at any time
without any sanction. Pl will make an ascertain the reasons for any

ATTESTED |

W,

[ ;
B | &N ("‘
Clinical Trial Agreement  NE2- &‘eAK iwale / Page 19 of 24 g
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withdrawal while fully respecting the subject's and/ the subject’s legal
representative’s rights.

c. Pl will ensure that the patient and/ or impartial witness are provided adequate time
to decide whether or not they wish to participate/ wish their ward to participate in
this clinical investigation.

Pl will discuss with Lotus Labs Pvt. Ltd. any question of modification of the study plan
and obtain Lotus Labs Pvt. Ltd./ Sponsor written agreement and also approval from the
ethics committee prior to implementation of any modification. Pl will not proceed with a
non-emergency deviation from the Clinical Protocol without approval from Lotus Labs
Pvt. Ltd. and as needed the Ethics Committee. It is PI's responsibility to inform the Ethics
Committee about any protocol amendment or any significant change in the
Investigational Plan or Protocol that has been approved by Lotus Labs Pvt. Ltd., including
the reason for the change, and to obtain the Ethics Committee’s approval or favorable
opinion regarding the change.

Pl will report all adverse events/ serious adverse events to Lotus Labs Pvt. Ltd./ Sponsor.

a. Plwill report within one day:

¢ Deviations from or changes to the protocol to eliminate immediate hazards to the
study patients.

e Changes increasing the risk to patients and/or affecting significantly the conduct
of the study.

s All adverse drug reactions (ADRs) and Adverse Events (AEs) those are both serious
and unexpected.

¢ New information that may affect adversely the safety of the patients or the
conduct of the study.

b. Al staff in contact with the patient should be aware of their responsibility to note and
report all adverse events reported by the patient’s and/ or impartial witness

c. The Principal Investigator or designate should assess the patient at each visit for
adverse event or serious adverse event that may have occurred since the previous
visit.

d. All serious adverse events (SAEs) should be reported to Lotus within 24 hours.

e. The immediate reports should be followed promptly by detailed written reports
including the completed Adverse Event Forms.

f. The immediate and follow-up reports should identify patients by unique code
numbers assigned to the study patients rather than by the patients’ names, personal
identification numbers and/or addresses. ATTESTED

/ K e
Clinical Trial Agreement \W: Dr. VAKe male},\b ] Page 20 of 24
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Eli Lilly and Company [India] Pvt. Ltd.
Plot No. 92, Secter-32, Gurgaon - 122001

Haryana
Phone : +91-124-4753000 CIN - U24239HR1993PTCO34844
7 Fax  : +91-124-4753012-13-14
b ‘ 7 /f;.P)
Dr. Shailesh Veerbhadrappa Udapudi {

K.L.ES Dr. Prabhakar Kore Hospital &
Medical Research Centre

ﬂeh‘runagar, Belgaum - 590010
Karnataka. ;

Sub: Status of Clinical Trial 14V-MC-JADX, 14V-MC-JADZ & 14V-MC-JADY
2 D;aar Dr. Udapud,

|
We would like to thank you for your active participation and continued interest in Eli Lilly Clinical
Studies I4Y-MC-JADX, 14V-MC-JADZ & |4V-MC-JADY as Principal Investigator.

The Current Status of these studies is as follows:

" 1. Protocol I4V-MC-JADX: LPV Achieved, Database Lock Completed and Site Closed

2. Protocol 14V-ME-JADZ: LPV Achieved, Database Lock Completed

3. Protocol 14V-MC-JADY: This is an 48 months Extension study of Feeder studies JADX and
JADZ, All subjects who completed JADX and JADZ and given consent to participate in the
extension has been enrolled into JADY study. JADY Study is expected to achieve LPV in

B o il | India by September 2018.

( From your site we currently have 3 Active Subjects in Trial 14V-MC-JADY.

We thank you and your entire team for the active participation and support in these studies.
|

Regards, ‘%—’
e 1 N
-au..—"‘-:—/
Sanjay Majumdar
Senior Manager, Clinical Research
Eli Lilly & Company {India) Pwt. Ltd
Fhone: +91 Y871707965

Mail: majumdar_sanjay_in@lilly com

ATTESTED
Dr. VA Kbthiwale
Registrar ' 87
KLE Academy of Higher Education and Research,

Deemed-1o-be-Universiy uls 3 of the UGC Act.1356)
: Belagavi-590 010,Kamataka
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Fm‘ The Sit&

Site Details:
| Site No. Name of the Priéeipal Institution Name Location
investigator
. Dr. Rajesh Shankar KLES Dr Prabhakar Belgaum,
Study Site ._
‘ Powar Kore Hospital & MRC. Karnataka

WHEREAS CMS Clinical Research a private limited company incorporated under the
company’s act 1956 is conducting a clinical study ({the “Study”) of the product Silver
Sulfadiazine Cream (Nanonized) 0.5% w/w (Silver Sulphadiazine (Nanonized) 0.5% and
Chlorhexidine Gluconate 0.2%) hereinafter referred as Study Drug ; and Silver Cream 1%
w/w (Silver Sulphadiazine (Nanonized) 1% and Chiorhexidine Gluconate 0.2%) as
comparator in patients with Burn Wounds.

WHE&EAS the Study shal be conducted in ful complsance with the SPQNSOR'S pratocc:i

ttv uf sm:- Sulﬁadlamne Cream (Nancnized} 0. 5% w/w and Sﬁwerex Cream 1%

Prophylaxis_of Infection in Burn Wounds — A Double-Blind, Randomugg,__
ﬂmsmdx and any amendments there to (the “Protocol”);

WHEREAS the Investigator agrees to act as the principal investigator for the Study at the
Institution.

&Q’W, THEREFORE, in consideration of the terms and conditions set forth herein, the parties
agree as follows:

1. SERVICES AND OBLIGATIONS

The Sponsor requires services relating to Site Management & Clinical Research Coordination
actmties generated in course of its business and wishes to outsource such services to
SERVICE PROVIDER and SERVICE PROVIDER desires to be hired to perform such services
regarding the Site Management & Administration (Clinical Research Coordinator) support
for the conduct of Comparative Efficacy, Safety and Tolerability of Silver Sulfadiazine
Cream (Nanonized) 0.5% w/w and Silveréx Cream 1% w/w in the Prophylaxis of Infection
in Burn Wounds —~ A Double-Blind, Randomized, Pivotal Study (“Services”);

a) ' SMO {(via Institution) and the Investigator hereby agree to conduct the study in
accordance with this Agreement and the Protocol. SMO and the Investigator shall also
follow, and shall ensure that the Study Personnel (defined below) and the SPONSOR's
instructions as they relate to the Institution’s and/or the Investigator’'s performance under
this Agreement.

ATTESTED

Dr. VA, K)!!Tiwale

CONFIDENTIAL 2114 Reglstrar

KLE Academy of Higher Education and 2
esearch,
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b)  The Study shall be conducted at KLES Dr prabhakar Kore Hospital & MRC, Belgaum,
Karnataka (the “nvestigative Site”). SMO and the Investigator shall ensure that all
individuals and entities that perform any portion of the study under the Investigator's
supervision (the “study Personnel”) and conduct the st@dy in accordance with the Protocol
and the terms and conditions defined in this Agreement. Further, SMO and the Investigator
shall ensure that all Study personnel are trained in the protocol and good clinical practices.

c) SMO (via Institution) and the Investigator shall start to conduct the study as soon as
all of the following events have occurred: (i) The Protocol and Study have been approved by
the responsible ethics committee(s) and the competent regulatory authority and registered
under the Clinical Trial Registry-india; (i) The site initiation visit at the Institution has heen
performed and (iii} Case Report Forms {as defined below} and the Study Drug have been
delivered to the Institution and/or the Investigator.

1.1 Regulatory Compliance of Study

a) Each party shall perform its obligations under this agreement with due diligence and
in strict compliance with: (i) All applicable laws and regulations applicable to the conduct of
clinical trials, including without limitation the Drugs and Cosmetics Act 1940,the Drugs and
Cosmetics, Rules 1945, the indian Council of Medical research guidelines and the Medical
Council of India Act, 1956, (i) All generally accepted standards of good clinical practice,
including without limitation the current Good Clinical Practices Guidelines of the
mtgmat'mnai Conference on Harmonization and the Ethical Principles of the World Medical
Association Declaration of Helsinki (iii) The applicable laws related to data protection and
data privacy, including without limitation, and as applicable, the EU Data Protection
Directive 95/46/EC and (iv) Any other applicable laws, rules, guidelines and regulations
{collectively, as amended from time to time, the “Applicable Regulatory Requirements”).

b)  Any modifications 1o the Protocol, if required, must be made by the SPONSOR and in
accordance with the Applicable Regulatory Requirements and approved by the SPONSOR.

1.2 Study Subjects

The estimated number of subjects to be enrolled by the Investigator need to be in
compliance with study protocol and competitive. Detailed criteria of subjects to be enrolled
in the study are to strictly in accordance with the Protocol. SPONSOR reserves the right to
unilaterally reduce or increase the number of study subjects at any time and with
immediate effect and/or to ‘instruct the Investigator to discontinue recruiting study
subjects. The Institution and the Investigator shall ensure that the rights and welfare of the
study subjects are protected.

1.3 Study Drug and Study Supplies

a) Sponsor agrees to provide the Study Drug at no cost to the Institution or the
Investigator in volumes sufficient for the conduct of the study. The SPONSOR may also, at
its sole discretion, provide additional materials, supplies and equipment (the “Study
S;"‘Ppﬁeg”}._!mmediate!y upon receipt of the Study Drug and/or any study supplies, the
Institution and/or the Investigator shall provide The SPONSOR with a written
acknowledgement. The Institution and the Investigator shall maintain inventory and control
the Study Drug in accordance with: (i)Applicable Regulatory Requirements;(ii} In the manner
outlined in the Protocol; and,(iki) According to any additional documents provided by the
SPONSOR related to the storage {including %g&ﬁture monitoring, if applicable),
preparation and/or dispensing of the Study Drug.

CONFIDENTIAL “br, V.A.»)ot\mwale

Registrar
KLE Academy of Higher Education and Research,
(Deemed-to-be-Uriversity ufs 3 of the UGC Act, 1956) 10
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b) SMO {via Institution) and the Investigator shall ensure that the Study Drug and the
Study Supplies are solely used for the purpose of conducting the Study in accordance with
the Protocol and for no other purpose. Furthermore, SMO and the Investigator shall ensure
that the Study Drug and the study supptieé are not transferred to any third parties. Unless
stated otherwise in writing by the SPONSOR, the Study Drug and the study supplies are and
will remain the sole property of the SPONSOR (as the case may be). SMO and the
Investigator shall be responsible to the SPONSOR for the Study Drug and the study supplies
entrusted to them and shall notify SPONSOR immediately if any study drug or study supplies
are lost, jdamaged or destroyed.

¢)  Upon completion or termination of the study or at SPONSOR's request, SMO/or the
Investigator shall deliver all study supplies and/or all unused study drug to the address
indicated by SPONSOR or destroy it/them, as instructed by SPONSOR and in accordance
~ with the Applicable Regulatory Requirements. Neither SMO nor investigator shall destroy
any studv drug or study supplies without SPONSOR’s written consent.

1.4 Informed Consent

a)The Investigator shall obtain in compliance with all applicable Regulatory
requirements an informed consent properly signed by the or on behalf of each study
sﬁbject prior to the subject’s participation in the study.
’F%he investigator or designated staff will obtain the subject’s parent/subject’s legally
acceptable representative written and audio-visually recorded Informed Consent (As
per latest DCGI guidelines) prior to any study-related procedures,

b)  The Investigator shall use the form of the informed consent (the “informed Consent
Form”) provided by SPONSOR and approved in compliance with all applicable reguiatory
requirements.

1.5 Case Report Forms and Study Data

a) SPONSOR shall supply (or if electronic, provide access to) the forms to be used and
ca‘mpieﬁeﬁ by the Investigator to document a study subject’s participation in the study (the
“Case Report Forms” or “CRFs”). The Investigator shall record all data generated as a result
of condit_ct‘ing the Study (the “Study Data”) in a timely, accurate and complete manner in
the form described in the Protocol and shall ensure that the Case Report Forms for each
study $¢biec-t are duly signed and dated. To the extent the study requires completion of
electronic Case Report Forms, the Institution and the Investigator shall ensure that they
have -irqpiemented and maintain appropriate computer security sufficient to protect the
confidentiality, integrity and availability of such Study Data in accordance with the
Aﬁp}icaﬁih Regulatory Requirements. The Investigator shall not grant unauthorized users
access to the electronic data capture (EDC) system used in the Study, and in particular, shall
not share or disclose his/her username and/or passwords only persons authorized to make
entries and/or corrections on CRFs will use the system.

b}  The investigator and SMO shall take reasonable and customary precautions to prevent
the loss or alteration of any Study Data and shall be liable for any loss or alteration of the
same. SMO and the Investigator acknowledge and agree that the SPONSOR shall own all
Study Data.

1.6 Adverse Events ATTESTED

In case jof any adverse event/events Investigator agrees th immediately and fully inform
SPONSOR, the ethics committee{s) and competent authoffities, of any significant risks,

Dr. VA Kothiwale

Registrar

KLE Academy of Higher Education and Research, .‘.
{Deemed-o-be-Universiy s 3 of the UGC Act 1556) 1
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adverse events or unexpected resamw to theenday, I%Ti:coré%iﬁg to the Applicable
Regulatory Requirements and applicable Protacol provisions,

1.7 Financial Disclosure

The Investigator shall complete and return financial disclosure document provided, this
docurhent discloses the financial interests which the lnvestigator and/or his/her family
members may have with the SPONSOR and/or the Study drug. The Investigator shall alse
s that all sub-investigators complete and provide SPONSOR with such financial
sure forms. Such financial disclosure forms shall be kept updated for a period of cne

CONFIDENTIALITY

“Confidential information” means all confidential or proprietary information or data,

the Investigator and/or the Study Personnel as a result of performing the Study under this
Agreement. The Confidential Enforrr}?@;c_.}’gr Liaclude, without limitation, the Study, the
Study Drug, the Protocol, the Investiga
Property (defined below) and information regarding the SPONSOR, and their affiliates. All
idential information shall belong solely and exclusively to the SPONSOR, as the case

sure without obligations of confidentiality (excluding study data), or (ill)Enters the
domain as a result of a third party’s activities, through no act or omission by the

The SMO and the Investigator shall "hold ali confidential information in strict
fidence and use all reasonable safeguards to prevent unauthorized use or disclosure.

purpose of this Agreement. The SMO and the investigator shall limit their disclosure of the
confidential information to those members of the Study personnel who need to know the
confidential information for the conduct of the Study and are subject to obligations of
confidentiality not less stringent than those contained in this Agreement. The SMO and the
Investigator shall advise the Study Personnel of the confidential nature of the confidential
information and remain liable for any breach of the confidentiality provisions herein.

d) | Should the SMO or the investigator or any study personnel receive a court order or
other legally binding request to disclose confidential information, the SMO or the
investigator shall immediately inform SPONSOR upmsmovew of such request and
before any confidential information is disclosed. The,SMO and the investigator shall

-

CONFIDENTIAL : oo |
Dr. V.A Kothiwale

Registrar
KLE Academy of Higher Education and Research,
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: : Phe SPONSOR in any efforts fo seek limitation or protection from the order
Eemanbing disclosure. In any case, the SMO and investigator shall disclose only the
minimum amount of confidential information necessary to comply with such request only
- on the I‘3ehest of the SPONSOR'’s legal counsel.

e) T'he obligations of confidentiality exist at all times during this agreement and shall
survive the expiration or earlier termination of this agreement for a period of ten (10} years.

4.  INTELLECTUAL PROPERTY

O and the investigator acknowledge and agree that the SPONSOR shali have
exclusive ownership rights to all Study data, improvements, developments, discoveries,
inventions, work, know-how and other rights (whether or not patentable), created,
developed, and/or reduced to practice as a result of or in connection with the conduct of
the Study and/or the use of the Study drug or the confidential information, together with all
intellectual property rights relating thereto (“Intellectual Property”). The SMO and the
Investigator shall promptly disclose in writing to the SPONSOR all intellectual property made
by the SMO, the Investigator and/or the Study personnel. All Intellectual Property and any
information with respect thereto shall be confidential information subject to the obligations
set fof%th in Article 3. At the SPONSOR's request, the SMO and the investigator shall cause
all rights titles and interests in and to any such intellectual property to be assigned to the
SPONSOR without additional investigator fee and provide reasonable assistance to obtain
patenﬁs, including causing the execution of any invention assignment or other documents.
In the! event the SPONSOR is unable for any reason, after good faith and all reasonable
effort, to secure the SMO'’s or the Investigator’s signature on any document which the SMO
or the!Investigator is required to execute in accordance with the terms of this Article 4, the
SMO and the Investigator hereby irrevocably designates and appoints the SPONSOR and its
duly authorized officers and agents to act for and on their behalf to execute, verify and file
any such documents with the same legal force and effect as if executed by the SMO or the
Investfgator. To the extent that the applicabie law does not allow a the transfer of any of
the ':nlellectual property rights, the SMO and the investigator hereby grant the SPONSOR an
exclusive, perpetual, irrevocable, worldwide, transferable, fully paid-up and royalty free
license, with the right to sublicense to any third party, to use such intellectual property for
any and all purposes.
\

5. PUBLICATION AND PUBLICITY

|
5.1 bublication
i

a)  As this Study is part of a multicenter trial, publications derived from this Study may
inciuqe input from the investigator, his/her colleagues, other investigators in this Study and
the SPONSOR's personnel. Such input will be reflected in publication as an
acknd;wledgement. Selection of authors will be at the sole discretion of the SPONSOR

governed by the SPONSOR

ATTESTED

! y
| CONFIDENTIAL /14 Dr. V.A.Koﬂﬁwalﬁ
Registrar
KLE Academy of Higher Education and Research,
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5.2 bub[icit‘y

The Siv\() and the Investigator shall not use SPONSOR’s name, the names of any of their
employees, symbols, or trademarks in any advertising, sales promotional material, or press
releaeje without the prior written permission of SPONSOR, as applicable.

6. LNDEMNIF[CAT!GNS, NOTIFICATION OF CLAIMS AND INSURANCE

6.1 SPONSOR’s indemnity Obligations and Disclaimer

PONSOR undertakes to indemnify and hold harmless the SMO and the Investigator
any and all claims, damages, losses and costs arising out of (i) Any breach of this
Agreement by SPONSOR or (i) Any negligent or willful act or omission by SPONSOR,
including by its officers, employees, contractors or other staff.

SPONSOR expressly disclaims any and all liability whatsoever in connection with the Study
drug and the Protocol, except to the extent that such liability that arises from {i) Any
negligent or wiliful act or omission of SPONSOR; or (i) Any breach of this Agreement by
SPONSOR.

6.2 *‘he SMO's and the Investigator’s Indemnity Obligations

The SMO and the Investigator undertake to indemnify and hold harmless the SPONSOR
against any and all claims, damages, losses and costs (including reasonable attorneys’ fees)
arisiﬂq out of (i) any breach of this Agreement by the SMO and/or the Investigator, or (ii)
any n-jgiigence or willful act or omission of the SMO, the Investigator, study Personnel or
any of their officers, employees, contractors or staff or (iii) any unauthorized warranties
made !by the SMO and/or the Investigator or any study personnel concerning the study

Drug. |

6.3 otification of Claims

The SMO and the Investigator shall immediately serve a notice in writing to SPONSOR about
any investigation, claim or legal proceedings related to the study against the SMO, the
investigator, the study personnel or other staff in connection with the study. The SMO and
the investigator shall fully cooperate in all reasonable aspects upon request and on behalf
of SPONSOR in the investigation and/or defense of these claims or lawsuits.

6.4 Insurance

a) iPONSOR shall ensure it executes the mandatory clinical trial insurance (if any)
requiré:d by the Applicable Regulatory Requirements.

b) ﬁhe SMO shall subscribe to and maintain and shall ensure that the investigator
subscr?bes to and maintains all insurance coverage, as required by law. They shall provide
evidence of such insurance(s) upon request by SPONSOR.

f ATTESTED

1
Dr. V.A Kothiwale
| CONFIDENTIAL 7114 Registrar
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(Deemed-to-be-University u's 3 of the UGC Act1356)
Belagavi-590 010,Kamataka



W?.i Feguia%ory Inspections

The §MO and the investigator shall promptly notify SPONSOR of any inspection or
investigation relating to the Study by any regulatory, governmental or law agency {including
witholit limitation the Drug Controller General of India, the Ethics Committee, the Central
Drugs Standard Contro! Organization, the State Drug Control, the EMEA and the US FDA) of
which they become aware. SPONSOR, and/or their representatives shall have the right to be
present at and/or participate in any such inspection or investigation. Before SMO or
Investigator submit any materials or information to an agency in connection with an
inspection or investigation, SPONSOR shall have the right, to review, provide and/or
comment on any such materials and/or information.

7.2 |Audit and Monitoring by SPONSOR

SPONSOR and their representatives may audit, monitor and/or meet with the investigator
and the study personnel at the SMO and/or at the investigative site during normal business
hours and with reasonable frequency for audits and visits to monitor the progress of the
study and review study records, documents, information, data, and materials {including the
Study Data). The SMO and the investigator shall assist SPONSOR and their representative(s)
in scheduling such visits.

a) |SPONSOR and their representative(s) shall be entitled to: (i) Examine and inspect the
facilities required for the performance of the study; (i) Inspect source documents; and (iii)
inspect, request correction of and copy all study Data (including, without limitation, Case
Report Forms, original reports of laboratory tests and examination findings, and all other
notes, charts, reports, or memoranda related to the study subjects or to the conduct of the
studi}, which SPONSOR are authorized to access by the signed Informed Consent Form,
and/or the applicable regulatory requirements. The investigator shall cooperate with
SPONSOR and their representatives during audits and monitoring visits and in the resolution
of any questions regarding the study Data.
|

7.3 i Record Keeping

The SMO and the Investigator shall maintain accurate, complete and current records of all
study data, including the Case Report Forms (or equivalent electronic data), relevant source
documents and any other essential documents or materials as required by the protocol, the
applicable regulatory requirements and SPONSOR'’s instructions (collectively the "Records”).
The SMO and the Investigator shall keep all the Records in a safe and secure location for the
period required by the applicable regulatory requirements, or for a period of fifteen (15)
years following the completion of the study, whichever is longer. The SMO and/or the
investigator may destroy the records at the end of the records keeping period on the
con Iitiﬂnz that the institution and/or the investigator sends written notice to the SPONSOR
at least sixty {60) days prior to the date deletion/disposal will occur, and, if requested by the
SPOI}JSOR. cooperates with the SPONSOR in extending the record keeping period or
sh.ipiaing the records at another facility for storage, at the SPONSOR’s reasonable expense.

|

|
|
|

ATTESTED

SRR z1a  Dr. VA Kothiwale

i bt Registrar
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° 9, 'i NON-DEBARMENT

The $MO and the Investigator represent and warrant that neither they nor any of the study
personnel is or ever has been debaired, disqualified, excluded or suspended to participate
in ciinica? research by any competent authority or agency in any country (including in
parti}:u!ar but without limitation the US FDA), and that it shall not make use of, nor involve
in this study any person or organization which is or has been debarred, suspended,
excluded or disqualified by any regulatory authority to participate in clinical research. In the
event the SMO or the Investigator or any person or organization involved in the study is or
becc}fn-es threatened with or becomes debarred, disqualified, suspended or excluded during
the study, the SMO and the Investigator shall notify SPONSOR in writing about this fact
with?[: five (5) days of its discovery.
|

10. I DATA TRANSFER

a) ' The Investigator and the SMO undertake to protect the personal data of the study
subjects and to process them in accordance with the applicable data protection laws and
regulations.

b) |Bath prior to and during the course of the study, the investigator and the study
persanei may provide SPONSOR with personal data. Such data may include names, contact

Compliance with legal or regulatory requirements, and (iv) Storage in databases for use in
selecting investigators and institutions for future clinical trials. The Investigator also agrees
to a transfer of his/her Personal Data abroad, even if such personal data is transferred to
countries that do not ensure an equivalent level of protection as that provided in India. The
Investigator and the SMO represent that all study Personnel have given express consent to
the %roaessing of their Personal Data for the Purposes and shall notify SPONSOR

immaediately if such consent has been withdrawn.

11. |EXPERIMENTAL NATURE OF INVESTIGATIONAL PRODUCT

THE SMO AND THE INVESTIGATOR ACKNOWLEDGE THAT THE INVESTIGATIONAL MEDICINAL
PRODUCT IS EXPERIMENTAL IN NATURE, AND SPONSOR WILL NOT MAKE ANY WARRANTIES,
EXPR‘ESS. OR IMPLIED, REGARDING THE INVESTIGATIONAL PRODUCT, INCLUDING WITHOUT
LEME’TJrAﬂON THE IMPLIED WARRANTIES OF MERCHANTABILITY AND FITNESS FOR A
PARTICULAR PURPOSE. THE INSTITUTION AND THE INVESTIGATOR ACKNOWLEDGE THAT
SPOHSOR CANNOT GUARANTEE THE SAFETY, NON-TOXICITY, FITNESS OR EFFICACY OF THE
lNV‘EiTIGATiONAL MEDICINAL PRODUCT. THE FOREGOING IS NOT INTENDED TQ, AND
DOES| NOT, NEGATE SPONSOR’S LIABILITY UNDER LAW FOR PRODUCT LIABILITY CLAIMS
AR151+'G OUT OF THE USE OR ADMINISTRATION OF THE STUDY DRUG IN ACCORDANCE

WITH THE PROTOCOL AND THIS AGREEMENT.
s ATTESTED

Dr. V.A.Klkwaie

CONFIDENTIAL 1014 Registrar
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8. TERMINATION AND SUSPENSION
81 Term

The térm of this agreement shall comtfiente on the date of the last named party signature.
Unless terminated earlier in accordance with this Section 8, this agreement shall remain in
effect until the final study documentation required to be provided under the Protocol is
received and accepted by SPONSOR, and SPONSOR has performed a closeout visit at the
EnstitJtian(

8.2 #’ermination by the SPONSOR

S’PN!O.R, in consultation with the SPONSOR, may terminate this agreement with
‘immediate effect (i) If the SMO and/or the Investigator is in breach of this agreement and
fails tb address such breach within fifteen (15) calendar days from the receipt of written
nstice’, (ii)if SPONSOR in good faith believe the study Drug or continuation of the study
presents an unreasonable medical risk to the study subjects or if there are efficacy or safety
conce!:ns‘ (iit) If the study is terminated, suspended or not initiated at the institutions for
any reason or (iv) If the agreement between the Investigator, SMO and SPONSOR regarding
the study is terminated for whatsoever reason. SPONSOR, may also terminate this
agreement without cause upon thirty (30) calendar days’ notice.

i
8.3 Termination by the SMO or the Investigator

Eithet the SMO or the investigator may terminate this agreement: (i) If SPONSOR breaches
this agreement and fails to address such breach within thirty (30) calendar days from the
re.ce;ft of written notice, or (i) If, following consultation with SPONSOR, the SMO and/or
the investigator in good faith believe that the continuation of the study presents an
unreasonable medical risk to the study subjects.

8.4 [Surviving Clauses

The termination or expiration of this agreement shall not relieve either party of its
obligation to the other with respect of the following provisions: Section 1.4 b) and c¢) [Study
Drug|and Study Supply], Section 1.8 {Financial Disclosure], Section 3 [Confidentiality],
Section 4 [Intellectual Property], Section 5 [Publication and Publicity], Section 6
[indemnification, Notification of Claims and Insurance], Section 7 [Inspections, Audits,
Monitoring and Record Keeping], Section 8.3 [Surviving Clauses], Section 10 [Data Transfer],
Section 11 [Anti-Bribery and Anti-Corruption], Section 12 [Experimental Nature Of
stigational Product], Section 13[Miscellaneous] and Section 14 [Applicable Law and
e of Jurisdiction]. -

8.5 iSuspens-ion of the Study

The ‘};PONSOR may suspend the study at any time for any reason upon written notice, such
susp@nsion chall not be deemed as a breach of this agreement by the SPONSOR. .

ATTESTED

| ~ r.vakothiwale
’ CONFIDENTIAL 14 Registrar

KLE Academy of Higher Education and Research,
{Deemed-to-be-University uls 3 of the UGC Act, 1956) ", 7
Belagavi-550 010,Kamataka



2. MISCELLANEOUS

| :
a)  Np amendment to this agreement {including its attachments) shall be effective unless
such arj\endment is made in writing and signed by the parties hereto.

b) Ef!any provision(s) of this agreement shall be declared invalid by a court of competent
jurisdiction, such determination shall not affect the remaining provisions of this agreement
which shall remain in full force and effect. The parties hereto shall, however, attempt to
r'epiacei the provision(s) declared invalid as aforesaid with legally valid provision{s) which
reﬂect(}x) the same purpose of the invalid provision(s) to the greatest extent possible.

c) This agreement is entered into between the parties hereto on principal to principal
basis. Nothing contained in this agreement shall be construed to imply a joint venture,
emp ent, partnership, or principal agent relationship  between the
institution/investigator and SPONSOR; and neither party hereto by virtue of this Agreement
shall helve the right, power or authority to act or create any obligation, express or implied,
on behalf of the other party.

d) he SMO and the investigator may not assign any of their rights or subcontract
obligations hereunder without the prior written consent of SPONSOR. Even if SPONSOR
3uthor=ites delegation or subcontracting in full or in part, the Institution and the Investigator

remain fully responsible and liable for the performance of all delegated duties.
[

13, AE’PLICABLE LAW AND PLACE OF JURISDICTION

a) This Agreement shall be governed by and construed in accordance with the laws of
India, without regard to its conflict of law provisions.

b) Any claim or controversy arising out of or related to this Agreement or any breach
hereof shall be submitted to the exclusive jurisdiction of the competent courts located at
Hyderabad, Telangana notwithstanding the foregoing, either party may seek injunctive
relief in a court of competent jurisdiction.

|
|

ATTESTED
CONFIDENTIAL 11714 Dr. V.A Kothiwale
- Registrar
KLE Academy of Higher Education and Research, 7 8

{Deemed-to-be-University u/s 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka
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SMO: CMS Clinical Research Pvt. Ltd
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This Agreement has been executed two originals, one for each party.

For CMS Clinical Research Private Limited

Name: Ms. Anshula Gautam

: Authorised Signa
Title: Director o
Dated:
Investigator:
T
] e Rajesh S PULC,
Name! Dr. Rajesh Shankar Powar, genier g:é;gns%wcﬁw Sonpy
itle: | igat D&ﬁ-"fﬁaﬂmwwﬁomw -
Title: Investigator WLES Dr. WRC- Setqaum.
Dated:
ATTESTED
Dr. ViA Kothiwale
CONFIDENTIAL 2714 Registrar

KLE Academy of Higher Education and Research,
{Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-690 010,Karnataka
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Attachment 1
Fee and Payment Schedule

L Fees

nvestigator fees shall be based on the number of study subjects randomized into
study in compliance with the pratocol and the number of visits performed with
pect to these study subjects in accordance with the following payments table:

@ 2,260/
Mimmg Sra}e with cahmm cmnﬁcme -1 e @ 590/-
Machine with calibration cenificate - | » (@ 2333/

Hin Fﬁﬂ fﬁi ermometer with calibration centificate - | @, 350/-
; gromeior without probe with calibration | ¢ & 915/

o @ 12,2007

Sub Total

tor Research Grant — for 15 comploted subjects | @ Rs. 15,000/ per | 225,000/ |

igator Research Grant in case of drop out after visi %@ Rs. m@;{ per drop | 4,000/

sordinator Grant - for 13 complered subjects -,...@% 3,000 per | 45 000

BERRALT b e s e c,sﬁmiésm;mmn el
- "&‘tﬁ#ﬁ”&m&r Giratt in case of drop ot after vist ’E i R 1000 per fﬁmp 3 0000

for. &fg&gm&paucmm : ~{out putient R A e
iutiona! Overhesd Cha uyw (hor »ti-‘ﬁm.\ 0 «m@wmé b RE. 3 600/ por | S4.0000
4 the fuady) @ 20% of resesrch grant — for 15 compieted | completed subject

orial Overhiead Charges (for drop out subjects) @ | @ Rs. 600/ per drop fmil; 1200
fresearch grant ~ for 2 drop out subjects ’s&lﬁ‘{#ﬂuw“_ : £
v Investipation Charpes ~ for 15 mmp&ifsi o Re 5450/ per %: 81,7500~
qmmﬁﬂw patient as per | |

| i Lab cost sheet signed (To .
| | be paid on actual as per

S RS RN Rt R R Ay ik | lﬂ“’ chilisprovided) 1.
 Photopr mif’ﬁ%‘ge&éﬁphamwhs for 15 gwﬁims 1@ 40+~ per completed B0/ -

- patient v e are

' %@}m&mi allowance (60 visits for 15 subjects) | 160 per u}m;&?ﬁfd G006/

' ; i el : i
i i SRR i A A

. Total] 463198
ATTESTED

&
CONFIDENTIAL by 1Dr VA Kothiwale
Registrar
KLE Academy of Higher Education and Research, 8 U

(Deemed-to-be-University us 3 of the UGC Act, 1956)
Befagavi-530 010 Kamalaka




H. | Invoicing and Payments

a) | SPONSOR shall make the payments in Indian Rupees according to the grant/fee
payment schedule on the date of invoicing. The Overall Budget will be shared equally
between the CMS Clinical Research {SMQ) & Investigator after deducting all the study
related expenditure. CMS Clinical Research will pay to Investigator once fund released
by sponsor.

b) | EC fees and institute overhead charges will not be paid to CMS clinical Research
Pyt Ltd.

lit,| Account Details

The SMO and the Investigator herby instruct SPONSOR to pay the entire investigator fee
un‘?ér this Agreement to the following bank account:

Issuing Entity Ranbaxy Laboratories Ltd.
Payee Name CMS Clinical Research Pvt. Ltd.
Payee Address #51, 3" Floor, Paigah Colony, S P Road,
Secunderabad-500003, Telangana,
| PANNo: AAFCC 8457 M |
| Method of Payment Chemg s

Bank Name HDFC ?ﬁc" ——_

- ATTESTED

CONFIDENTIAL Dr.VA. ‘Oﬂ'ﬂ’wale

Registrar L 81
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CONFIDENTIAL

CLINICAL STUDY AGREEMENT

This clinical study agreement (“Agreement”} is executed as of the[_'L day of Xy 2016 (Effective L__r‘}
Date) by and between: ¢ -

Sun Pharma Advanced Research Company Ltd. (CIN L73100GJ2006PLCO4T837), a company
registered under the Companies Act, 1956 having its registered office at SPARC Ltd, Akota Road,
Akota, Vadodara - 390020 India and having a business address at 17/B, Mahakali Caves Road,
Andheri East, Mumbai 400093, India, which expression shall, where the context so permits
include his successors in office and assigns (hereinafter referred to as the “Sponsor”).

AND

KLEs Dr. Prabhakar Kore Hospital & Medical Research Centre, a hospital having its registered
office at Nehrunagar, Belgaum - 590010, Karnataka, India, which expression shall, where the
context so permits include his successors in office and permitted assigns {hereinafter referred to
as the "Institution”).

AND

br. Rohan Bhise, MEBS, MD (Oncolagy), Principal Investigator, at KLEs Dr. Prabhakar
Kore Hospital fr Medical Research Centre, Nehrunagar, Belgaumn - 590014, Karnataka, India.
{hereinalter referred as the “Investigator’)

AND

Global Drug Development (GDD) Experts India Pvt. Ltd. , Ground floor, Gulmohar Apartment,
Opp. Hislop College, Civil Lines, Nagpur-440001, saharashtra, India. Head Off.: 910 Seventeenth™
Street, NW Suite 212, Washington D.C, 20006, (hereinafter referred as the “Site Management

Organization”) , L

(each a "Party” and Sponsor, Investigator and Investigator collectively, the “Parties”} :
Hmd

5

WHEREAS: el

o

e e
A. The Institution is a health care and research organization engaged in the diagh‘o?f;,
treatment and prevention of disease and clinical research for the improvement of "

healthcare, and has the facilities and persennel necessary te conduct the ciinicﬁ trial;
E

ki
8. Sponsor is a pharmaceutical company involved, inter alia, in the research, developmen
and manufacture of medicines for use in humans and has developed Paclitaxel injection
Concentrate for Nano-dispersion (PICN) which is intended to be used for tregtmﬁ‘: - R
{ocally recurrent or metastatic breast cancer. Sponsor represents that it has applied '
for the necessary permissions and licenses required under the provisions of rel@vant’Acts
and Rules which are required for use of the same on subjects/ healthy human éﬂluh‘fﬁeg
elc. = S == S
Site Management Organization has agreed to provide a professionally traineq;%anf;ﬂ
experienced Clinical Research Coordinator who will be responsible for delegdted
trial related activities and documentation from the start till close out of the trial

)%f/ Page 1 of {7 " 2
] en £
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ATTESTED

Dr. VA Kbthiwale

Registrar
KLE Academy of Higher Education and Research, B 2
(Deemed Ao-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka




CONFIDENTIAL

at the Institute; a Project Manager to over-see & coordinate the progress &
management of CRC activities and a Quality Control Associate tc ensure
adherence to the protocol, ICH-GCP, other applicable regulatory requirements
and the relevant Standard Operating Procedures (50Ps). Hence GDD Experts will
assist  Investigator and institute for efficient Trial Management, Project
Management and Quality Management.

. Sponsor desires Institution to study the bioavailability and bioequivalence of PICN and

institution is willing to perform a clinical study of the Irvestigational Product (IP).

NOW THEREFORE in consideration of the promises and mutual covenants herein contained,
parties including Site Management Organization hereby agree as follows:

.

Sife Specitie Faal Version G1_02 Aug 2016
Mgster Versson G} 24 Dec 215

SCOPE

1.1 The Study is of mutual interest and benefit to Sponsor and Institution, and
will further the Institution’s instructional and research objectives in & manner
consistent with the terms and conditions of this Agreement,

1.2 The institution shall exercise its best efforts to carry out the research {"Study”) set

forth in the Protocol CLR_16_13: A R ) L, Te i

{PICN) And Abraxane® In Sul :

Breast Cancer, which has been provided prior to signing of this Agreement. In the event
of any inconsistency between this Agreement and the Protocol, the terms of this
Agreement shall govern. Changes in the Protocol may be made only through prior
written apreement between the Sponsor and the Institution. The Study shall be
conducted under the direction of investigator in accordance with this Agreement,
subject to review and prior approval by the institution’s ethical committee.

CONDUCT OF THE CLINICAL TRIAL

2.1 The Investigator and the institution shall conduct the Study in accordance with the
Protocol. The Spenmsor is responsible for obtaining and maintaining all applicable
regulatory approvals for the Study in India. The Sponsor, Investigator and institution
shali perform the Clinicat Study in accordance with all applicable laws, government
regulations and guidelines including but not timited to the Drugs & Cosmetics Act 1940
and Rules 1945 : Schedule-Y (as amended from time to time), The Indian Council of
Medical Research { ICMR) guidelines, Good Clinical Practices (GCF) and the standards
conforming to the International Conference on Harmaonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use {ICH).

2.25ite Management Organization witl be ensure to follow the Study Management
Responsibilities Matrix which is a detail agreement to define the terms and condition
and obligation of each Party between Pi, Institute and Site Management Organization

2.3 It is explicitly agreed and acknowledged by the Parties including Site Management
Organization that the Protocol for clinical triat/Study be reviewed and approved by the
Ethical Committee ("EC") registered with DCGI before the commencement of the Study.

Page2of |7

ATTESTED

Dr. VA Kothiwale

Registrar
KLE Academy of Higher Education and Research, | 8 3
{Deemed-to-be-University u/s 3 of the UGC Act, 1856)
Belagavi-590 010,Karnataka




CONFIDENTIAL

The Investigator shall obtain and deliver a copy of such approval to the Sponsor. The
approval must indicate the date of issuance and bear the name and signature of the
Chairperson or Secretary of the EC. If any such committes do not exist in the Institution,
then the approval granted to a protocol by the ethics committee of another institution
will be applicable to use of that protocol in the Institution.

2.4  The Institution and investigator agree that the Sponsor or its designee as clinical
monitor will conduct routine monitoring visits at mutually convenient times and upon
reasonable advance notice to the Investigator. The clinical monitor will have direct
access to all original records and documents pertaining to the study to ensure that the
study fs conducted in accordance with the Protocol and applicable regulatory
requirements and in terms of this Agreement. Similarly, sponsor may conduct audit at
mutually convenient times and upon reasonable advance notice to the Investigator. The
auditor will have direct access to all records and documents pertaining to the study.

2.5 It is explicitly agreed and acknowledged by the Parties including Site Management
Organization that in case Investigator 15 unable to perform the study in accordance with
this agreement, the Institution shall appoint another investigator in consultation with the
Sponsor. The Institution shall take written consent from the Sponsor prior to such
appointment, The Sponsor retains the right to suggest Investigator(s) for appointment to
conduct and perform the Study.

2.6 If any biological samples are to be tested as part of the Study, these are to be tested
in accordance with the Protocol and at a central laboratory appraved by Sponsor and with
the Clinical Trial Subject's signed written informed consent form. If study requires local
tab, the investigator would share applicable documents {viz. lab head CV, accreditation,
Lab normal vatues). It is explicitly agreed and acknowledged by the Parties including Site
Management Organization that Collection, Retention, Use and Destruction of Biological
Samples by Institution or Investigator or Sponsor of either of the parties including Site
Management Organization shall be in accordance with the applicable Protocol, acceptable
clinical trial practices, appiicable subject privacy and informed consent laws and in
cempliance with all applicable laws and regulations.

For the investigations required to be conducted at the local laboratory, the expenses will
be reimbursed as per actuals, subject to submission of the original invoices and
corresponding receipts for the same obliterating subject’s identity.

3 OBLIGATIONS, REPRESENTATIONS &WARRANTIES OF THE PARTIES INCLUDING
SITE MANAGEMEMT ORGANIZATION

3.1 The Investigator shall be respansible for obtaining and maintaining atl approvals from
the appropriate £C for the conduct of the clinical Study and from time to time the
Investigator shall inform Sponsor about the progress of EC submissions, and provide
Sponsor and the Institution with all correspondences relating to such submissions. The
institution shall ensure the proper conduct of Study.

1.2 The Investigator shall be responsible for obtaining a signed informed consent form
from each Clinical Study Subject prior to the Clinical Study Subjects participation in
the Clinical Study. For clarity “Clinical Trial Subject” means a person recruited to
participate in the Clinical Trial. The investigator shall comply- with the applicable
regulatory requirement(sj, and should adhere to GCP and to the ethical principles in

Page 3 of 17
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Dr. V.AlKothiwale
Registrar
KLE Academy of Higher Education and Res=arch, 8 d
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CONFIDENTIAL

obtaining and documenting informed consent. The Parties including Site Management
Organization agree that in addilion to the requirement of obtaining written informed
consent, , including the procedure of providing information to the subject and his/her
understanding on such consent is required to be done while adhering to the principles of
confidentiality. As per appticabie regulatory requirement, it is agreed and acknowledged
by the Parties including Site Management Organization that in case of certain clinical
trials, audio-video recording of the informed consent process to be maintained by the
investigator for certain subjects. in such event, the Parties including Site Management
Organization will agree the necessary terms and conditions relating to the audio-video
recording and incorporate the same in the informed consent form.

3.3 In addition, prior to the beginning of the Study, the Investigator must have the EC's
written approval/favourable opinion of the written informed consent form and any other
written information to be provided to Clinical Trial Subject. Neither the investigator,
nor the trial staff, should coerce or unduly influence a Clinical Trial subject to
participate or to continue to participate in a trial.

It is agreed and acknowledged by the Investigator and the Institution that when a clinicat
trial (therapeutic or nen-therapeutic) includes Clinical Trial Subjects who can only be
enrolled in the trial with the consent of the Clinical Trial Subject’s legally acceptable
representative (e.g., minors, or subjects with severe dementia), the Clinical Trial
Subject should be informed about the trial to the extent compatible with the subject’s
understanding and, if capable, the subject should sign and personally date the written
informed consent.

3.3 The Investigator shall take reasonable efforts to recruit the agreed number of
Clinical Trial Subjects on a timely basis and the parties including Site Management
Organization shall take reasonable efforts to conduct the Clinical Study in accordance
with the agreed time period.

Investigator shall target to enroll (randomize) at least 6-8 subjects in the study.

3.4 The Institution and Investigator shail not permit the use of IP for any purpose
{whether directly or indireciiy) ather than the conduct of the clinical Study and upon
termination of completion of study, atl used and unused IP shall, at Sponsor’s
instructions, either be returned to Sponsor or destroyed in accordance with the Protocol
or Sponsar’s written instructions.

3.5 It is explicitly agreed and acknowiedged by the parties including Site Management
Organization that the Study may involve the participation of multiple sites and
recruitment and in such event, when the enrolment goal for the clinical Study as a whole
is reached, enrolment will be closed at all sites, including the trial Site, regardless of
whether the Institution has reached its individual enrolment goal.

3.6 To the extent permitted by law, the institution and the Investigator shall
immediately inform Sponsor of:

1.6.1 Any intended or actual inspection, written inguiry or visit to the trial Site by

any regulatory authority; ar

Sate Speedio Fianl Version 01_02 Aug 2014
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CONFIDENTIAL

3.6.2 Any queries by State or Central Information Commission under Right te
information Act (amended up to date)

In connection with the clinicai Study and forward promptly to Sponsor copies of any
correspondence from any such authority.

The Institution or Investigator shail use its Dest efiorts to obtain the approval of the
regulatory authority (e.g. peGl or state FDA personnel) to have a representative of
Sponser present during any such visit. If a representative of Sponsor is unable to be
present during a visit, the (pstitution and the Investigator shall provide Sponsor with a
prompt brief summary followed by a detailed written report following the visit.

1.7 The Institution and the Principal investigator shall keep complete and accurate records
of the conduct of the clinical Study and of all clinical Study data in accordance with
generally accepted industry standards and practices and applicable Law. The institution
and the Investigator agree to retain all such records for a period of not less than fifteen
(15) years from the date of completion of Study or termination of this Agreement,
whichever is earlier, or any such period prescribed in the Sponsor’s ‘Document Retention
& Destruction Policy'(the “Retention Period”). The Institution shall use reasonable efforts
to give Sponsor written notice hefore destroying the Clinical trial documentation and
clinical trial data. Any such destruction is subject to prior written consent of the Sponsor.
In case, Institution and Principal Investigator do not have archival facility as per Sponsor's
expectations, Institution and Principal Investigator agree to third party archival facilitated
by the sponsor respecting confidentiality of subject’s data.

For clinical/ therapeutic bioequivatence study, the investigator and institution agree to
retention of Investigational Product (IP) as per regulatory requirements. In case,
institution and Principal Investigator do not have archival facility for IP as per Sponsor’s
expectations, Institution and Principal Investigator agree to third party archival by the
sponsor respecting confidentiality of subject’s data.

3.8 The investigator undertakes to document all Adverse Events (AE) on adverse event
page of Case Report Form (CRF). The investigator shall report all serious adverse events
(SAE) to the licensing authority (DCGH), sponsor/ CRO (if applicable) and chairperson of
ethics committee within 24 haur of SAE occurrence. The investigator shall report all SAE
after due analysis to the licensing authority (DCGI), chairperson of ethics committee and
head of the institution where the trial has been conducted within the timelines as per the
applicable regulatory requirement. Subsequent follaw-up information shall be reported to
all stakeholders as mentioned above. In case, Investigator fails to report any SAE within
stipulated period, the investigator shall have to furnish the reason for the delay to the
satisfaction of licensing authority along with the report of SAE. Sponsor's safety physician/
CRO (if applicable) shall report all SAE after due analysis to licensing authority (bCGh,
chairperson of ethics committee and head of the institution where the trial has been
conducted within the timelines as per the applicable regulatory requirement. Subsequent
follow-up information shall be reported to all stakeholders as mentioned above, Sponsor's
safety physician/ CRO (if applicable) shall report all serious adverse events to other
participating Investigators within the timelines as per the applicable regulatory

\, : /'; J¥<J
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requirement. {This shall be for multi centric studies). Sponsor’s safety physician/ CRO (if
applicable) shall notify SAE to other regulatory authorities as applicable.

As much information as possible shall be supplied by investigator at the time of the initial
report with at least the following information using SAE Report Form.

Name, address, and telephone number of the reporting Investigator.

Investigational product(s).

Protocol number.

Subject identification number, initials, sex and date of birth.

« Description of the AE, reason considered senous, measures taken and outcome (if
resolved.

« Likelihood of drug causation of the adverse event assessed by the Investigator.

A SAE is any untoward medical occurrence that, at any dose:

« results in death;

s s {ife-threatening;

o requires in-subject hospitalization or prolongation of existing hospitalization;
[For the avoidance of doubt, A planned hospitalization for pre-existing condition,
or a procedure required by the Clinical Investigation Plan, without a serious
deterioration in health or if the hospitalization is clearly not associated with an
AE [(e.q., social hospitalization) are not to be considered as SAEs.]

« results in persistent or significant disability/incapacity:

« is a congenital anomaly/birth defect;

= important medical event.

For the sake of clarity, the term “life-threatening” in the definition of "serious’ refers to
an event in which the subject was at risk of death at the time of the event; it does not
refer to an event, which, hypothetically, might have caused death if it were more
severe.

To the maximum extent permussibie under applicable laws and DCGI regulation, the
Sponsar shall pay all medical expenses pertaining to Study subject in the event of any AE
or SAE. In case of trial related injury or death, the financial compensation will be paid to
the subject/ nominee subject to the terms and conditions of this Agreement.

1.9 The Sponsor shall pay all medical management pertaining to Study subject in the event
of any SAE, and any IP or study participation related AE, unless it has arisen due to non-
adherence to the terms of the Protecol or Spensor's written instructions on IP as agreed by
Investigator EC and/or the same has resulted from the negligence or willful malfeasance or
malpractices by Investigator and /or any trial staff or the Institution.

If Subject has a medical emergency, illness or injury that was caused by the research drug
or study procedures, Sponsor will provide subject medical management as per the
applicable regulatory requirement.

in case of Study related injury or death, to the maximum extent permissible under
applicable laws and DCGI regulation. Sponsor will provide complete medical care along

A
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with compensation for the injury or death, In case of any SAEs (death and other than
death) EC will evaluate and give its opinion regarding compensation to DCGI. Subject will
get an additional compensation will be over and above any expenses incurred on
subject’s medical management from Sponsor if recommended by DCGL. Subject or
his/her nominee(s) has the right to contact the Sponsor or his representative, for the
purpose of making claim in the case of trial related injury or death.

1.10 Investigator warrants and represents that:

3.10.1 He is free to participate in the clinical trial/ Study and there are no rights,
which may be exercised by, or obligations owed to any third party, which might
prevent or restrict his performance of the obligations detailed in this Agreement;

3.10.2 Where the Institution is not the Investigator's principal employer, he has
notified his principal employer of his proposed participation in the clinical
trial/Study and, where relevant, his supervision of trial site team members. He
has obtained all necessary consents from his principal employer relating to this;

1.10.3 He is not involved in any regulatory or misconduct litigation or
investigation by the Drugs Controller General of India, Food and Drug
Administration, the Ministry of Health, or other regulatory authorities;

3.10.4 He is qualified to provide clinical Study services based on the skills and
experience and has reviewed information regarding the Sponsor's IP and the
Protocol for the proposed clinical Study and wishes to conduct the trial and to
supervise the team members at the trial site; and

3.10.5 During the Clinical Trial, he will not serve as an investigator or other
significant participant in any ctinical trial/study for another sponsor or any CRO
companies if such activity might adversely affect his ability to perform his
obligations under this Agreement.

3.11 Institution certifies that neither Institution nor any person (including Investigator)
employed or engaged by Institution in the conduct of the Study has been debarred
pursuant to applicable provisions of law (whether state or central) and that no debarred
person will in the future be employed or engaged by Institution in connection with
conduct of the Study. Institution further certifies that it will notify Sponsor immediately
in the event of any debarment or threat of debarment of any person employed or
engaged by institution in the conduct of the Study occurring during the period of this
Agreement.

3.12 Sponsor, Institution and the Investigator represent and warrant that it has the right
to enter into and fully perform this Agreement and, by entering into this Agreement it is
not in violation of any law, statute, agreement or any other statue.

4, FINANCIAL ARRANGEMENTS

4.1 SPARC, as Sponsor, has agreed to provide financial support for the project. The
sponsor shall pay fees for the services of the Investigator in accordance with the budget
as per Exhibit-A.
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4,1 Sponsor shall make payments to Institution in accordance with the payment schedule
set forth in Exhibit A and incorporared herein. Cheque (s) shall be made payable and sent
to the:

Payee Name: GDD Experts India Private Limited

PAM: AADCGO363Q

4.3 The Investigator agrees to make every effort to supervise and lead the study to
completion as planned and in time. Should any circumstances beyond his control delay the
project or make it impossible to complete it, the Investigator shall give due notice to the
Sponsor so as to minimize the overall project delay or the loss, and return funds to the
sponsor on pro rata basis as per Exhibit A. The Investigator and Institution should facilitate
return of unused 1P to sponsor or other site as per sponsor’s instructions.

4.4 The Payee shall raise invoice on the Sponsor and separately specify Service Tax payable,
if applicable, on the services rendered and shall also show other necessary details such as
Service Tax registration no. etc. so as to enable Spansor to claim credit for the same as per
law. The Sponsor shall verify the invoice and make the payment within 30 days from the
receipt of the invoice submitted by Payee. However, if, upon verification by Sponsor, the
invoice is found to be incorrect or inappropriate, the same shall be returned by Sponsor to
the Payee for correction and revision. No other costs, payments and expenses would be
borne by Sponsor unless specifically mentioned in this agreement or mutually agreed in
writing in advance. Notwithstanding the foregoing, any payment under this Agreement is
subject to deduction of applicable Tax-deduction-at-source (TDS). Sponsor shail deduct the
amount and pay balance amount to the institution.

4.5The Parties including Site Management Organization hereby agree that Site Management
Organization shatl be responsible for payment of fees to Institution to performance of their
obligation for conducting the clinical trial under this Agreement. The Parties including
Institution further agree that SPARC shall not responsible for payment of any fees or cost to
Institution. SPARC shall not be liabte to pay any sum to Institution even in the event including
the default of Site Management Organization in making payment to Institution SPARC shall
not be liable to pay to Institution under this Agreement.

5. TERM AND TERMINATION

5.1 Unless otherwise terminated earlier, this Agreement shall commence upon Effective Date and
will continue for a period of 5 years from the Effective Date or upon completion of the Clinical
Study, whichever is earlier.

5.2 Parties may terminate this Agreement with immediate effect, at any time, if another Party
is in breach of any of the defaulting Party's obligations hereunder {including a material failure
without just cause to meet a timeline) and fails to remedy such breach, where it is capable of
remedy, within thirty (30) days of a written notice from the terminating Party specifying the
breach and requiring its remedy. Notwithstanding to the above, the Investigator may terminate
the Study, if the Investigator suspects an adverse drug reaction / adverse drug event related to
the Study related procedure and of serious nature to take its cognizance, after informing
Institution, EC and Sponsor in writing. It Is explicitly agreed and acknowledged by the
Investigator and Institution that in case of termination of study, no further payment shall be
made by Sponsor to Principal Investigater, Institution or any other person under this agreement.

7 \'I‘/.'.) Page 8ol 17
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5.3 Sponsor may terminate this Agreement upon thirty (30) days prior written notice to the
Institution and the Principal Investigator, or such shorter notice period as required by a
Regulatory Authority (whether State or Central), for any reason whatsoever.

5 4 Without limiting the generality of the foregoing, Sponsor may terminate this Agreement:
5.4.1if the Investigator is ot perferming the Study as required in the protocol;

5.4.2 in case of failure of the Investigator and/ or Institution to provide access by
Sponsor representatives /Clinical monitor all original medical records necessary i0
verify entries on study case report forms;

5.4.3 in case of an unauthorized replacement of Investigator;

5.4.4 if Sponsor determine that business or scientific considerations require termination
of this Agreement (either full or in part);

5. 4.5 if Case report forms provided to investigator by Sponsor for use in the study are
not legibly and/or accurately completed and forwarded the same to Sponsor or its
designated representative persistentiy within 1 week of each Subject’s visit date; or

5.4.6 if any malpractices adopted either by Investigator or Institution or both.

5.5 Within thirty (30) days after the termination of this Agreement, the Investigator shail detiver
to Sponsor compteted CRF pages on RDC.

6. INDEMNIFICATION

6.1 To the maximum extent permitted by applicable laws, the Institution agrees to defend,
indemnify and hold harmless the Sponsor and its respective directors, officers, employees and
agents (the “Indemnities”) and those of its affiliates against all claims, actions, suits,
proceedings, liability, losses, damages, charges, orders, fines and expenses, including assessable
legal fees and disbursements made or brought by a third party against an Indemnity for harm:

6.1.1 Arising out of or relating to the negligence or wiltful misconduct or malpractices
of the Institution, its employees and agents in performing their obligations under this
Agreement;

6.1.2 Arising out of errors ar amissions by Institution;

6.1.3 arising out of or relating to the failure of the Institution, its employees and
agents to comply with the provisions of this Agreement, the Protocol, or any written
instructions of Sponsor concerning the Clinical Study; or

6.1.4 Arising out of the violation of applicable Law related to the conduct of the
Clinical Study by the Institution, its employees or agents.

6.2 The Investigator agrees to defend, indemnify and nold harmless the Sponsor and its
respective directors, officers, employees and agents (the “indemnities”)and thase of its
« : -
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affiliates against all claims, actions suits, proceedings, \ability, losses, damages, charges,
orders, fines and expenses, including assessable legal fees and disbursements made or brought
by a third party against an indemnity for harm:

6.2.1 arising out of or relating to the negligence or wiliful miscanduct or malpractices of
the lInvestigator, his study team member/employee or any person for whom the
Investigator is responsible at law in performing their obligations under this Agreement;

6.2.2 arising out of or relating to the failure of the Investigator, his or her study team
members or employees and any person for whom the Investigator is responsible at law to
comply with the provisions of this Agreement, the Protocol, or any written instructions of
Sponsor concerning the Clinical Study ;

6.2.3 arising from a violation of applicable laws and regulations related to the conduct of
the Clinical Trial by the Investigator, his or her study team members/ employees or any
person for whom the Investigator is responsible at law; or

6.2.4 arising out of from or by reasan of any breach or non-frivotous of alleged breach of
representation, warranty or covenant herein.

6.3 To the maximum extent permitted by applicable laws, SPONSOR agrees to indemnify and
hereby indemnifies, defend and hold the Site, its Principal Investigator, Sub-Investigators and
study team, directors, officers and the support staff, agents, the trustees of the Institution
harmless from and against any proven liability, loss, damage, costs, expenses, claims, demands
and suits (including reasonable attorney's fees and expenses) including arising from and resulting
out of (i) the breach of any of Sponsor representations, warranties or covenants set forth in this
Agreement or (ii) the performance of the Study or any of its results / outcome including,
adverse drug experiences or an injury, death to/of a Study subject directly or indirectly caused
by or attributed to the Study , (iil) any injury or claim arising due to any defect / malfunction of
the IP used during the Study in accordance with the provisions of the Protocol and this
Agreement.

6.4 Each Party shall use reasonable efforts to inform the other Parties including Site
Management Organization promptly of any circumstances of which it is aware that are
reasonably likely to give rise to a claim or proceeding and shall keep the other Parties including
Site Management Organization reasonably informed of developments in relation to any claim or
proceeding, even where a Party decides not to make a claim for indemnification under this
Section 5. The Parties including Site Management Organization further agree that they have a
right to retain their own counsel to conduct a full defense of any such claim or proceeding.

5.5 The Institution, Investigator and Sponsor shall each give to the others such help as may
reasonably be required for the efficient conduct and prompt handling of any claim or
proceeding concerning the Clinical Study.

6.6 No settlement or compromise of a claim or proceeding subject to indemnification under
this Section & shall be binding on a Party without the prior written consent of the other affected
Party(s). A Party shall not unreasonably withhold such consent of a settlement or compromise.
without limiting the generality of the preceding, no Party shall admit fault on behalf of an
indemnity or enter into a non-monetary settlement that places future obligations on an
indemnity without the written approval of the indemnity.

b o
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7. CONFIDENTIALITY.

“Confidential Information” means all information (including, without limitation, subject
identity, Study Protocol(s), Investigater Brochure, informed consent form, subject diaries, case
report forms, clinical data, other data, reports, specifications, computer programs or models
and related documentation, know-how, trade secrets, or business or research plans) of Sponsor
or Sponsor's Affiliates that are: (1) provided to Institution or Investigator in connection with
this Agreement or a Study; (2) cumulative Study data, results, and reports from all sites
conducting the Study. -

7.1 Sponsor Confidential Information and all tangible expressions, in any media, of Sponsor
Confidential Information are the sole property of Sponsor. Each party shall endeavor to identify
tangible Confidential Information provided to the other party as “Confidential” given the
understanding that failure to do so does not constitute a designation of non-confidentiality when
the confidential nature is apparent from context and subject matter. Institution and Investigator
agree to treat Sponsor's Confidential Information as it would its own proprietary and confidential
information. Institution and Investigator will only accept information from Sponsor which is
required for conduct of the Study and which must be maintained for Institution’s records.

7.2 Investigator agrees for a period of ten (10) years after the expiration or termination of the
Study not to use and disclose Sponsor Confidential Information to any third party. Institution and
Investigator agrees not to disclose Sponsor Confidential Information to third parties including
Site Management Organization or use except as necessary to conduct a Study and under an
agreement by the third party to be bound by the obligations of this Section. institution and
Investigator shall safeguard Sponsor Confidential Information with the same standard of care
that is used with own Confidential Informatien, but in no event less than reasonable care. The
parties including Site Management Organization understand and agree that information
communicated to EC is “Confidential and Privileged".

7.3 The Parties including Site Management Organization agree to abide by applicable Law
relating to the protection of Clinical Trial Subject Personal Information and where Confidential
Information is also Personal Information, the obligations in this Section 7 shall remain in force
for the period required under such law. The Party that received Personal Information hereunder
shall only use or disclose the Personal information as set out in the Clinical Trial Subject’s
consent farm or as required by applicable Law. Each Party shall give prompt notice to the other
Parties including Site Management Organization of any privacy or security breach it has
experienced that affects Clinical Trial Subject Personal Information.

8. PUBLICATION

8.1 Institution and/or Investigator shall have the right to publish his own site patients’ data
generated during the Study. Upon receipt of written instruction from Sponsor, Institution and/or
Investigator shall have the right to publish the results of the Study subject to the terms and
conditions of this Section 8. Prior to submission for Publication purpose, the Institution and/or
Investigator shall provide Sponsor thirty (30) days to review a Publication. If Sponsor requests in
writing, the Institution and/or the Investigator shall withhold any publication or presentation an
additional sixty (60) days solely to permit Sponsor to seek patent protection and to remove any
Confidential Information fram all publications. For the purpose of this Section, “Publication”™

) s
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means a paper, article, manuscript, report, poster, Internet posting, presentation slides,
abstract. outline. video, instructional material, presentation (in the form of a written
summary), or other disclosure of Study Resutts, in printed, electronic, oral or other form.

8.2 Inclusion of the Institution and/or Investigator in the authorship of any multi-center
publication will be based upon substantial centribution to the design, analysis, interpretation of
data, drafting and/or critically revising any Publication derived from the Study. The Institution
and the Investigator agree that if a Study is part of a multi-center study, any Publication by the
institution and/or Investigator of the results of the Study conducted at Institution shall not be
made before the first multi-center publication. In the event there is no multi-center
publication within twetve (12) months after a Study has been completed or terminated at all
Study sites, and all data has been recewved, Institution shall have the right to publish its resuits
from the Study, subject to the notice requirements described above.

8.3 Any publication or disclosure by the Investigator contrary to the provisions of this section or
without prior written consent of Sponsor shall be void-ab -initio. It is agreed and acknowledged
by the Parties including Site Management Organization that in the event of any breach of this
Section, Section (7) & (8), in addition to other legal remedies that may be available, Sponsor
shall have the right to seek specific performance and other injunctive and equitable relief, in
any court having jurisdiction over the Parties and the subject matter hereof.

9. INTELLECTUAL PROPERTY RIGHTS

9.1 All Intellectuat Property Rights owned by or licensed to Sponsor prior to and after the date
of this Agreement are and shall remain the exclusive property of Sponsor.

9.2 All Intellectual Property Rights owned by or licensed to the Institution or the Investigator
prior to and after the date of this Agreement, other than any Intellectual Property Rights arising
from the clinical Study, are and shall remain the exclusive property of the Institution or the
Investigator, as applicable.

9.3 All Intellectual Property Rights tincluding Clinical trial data and clinical tnal
documentation) arising from and relating to the Clinical Study/tnial, the Investigational drug or
the Protocol {the “Clinical Trial Intetlectua! Property”) shall be the exclusive property of
Spansor and for this purpose, the Institution and the Investigator hereby assign and transfer, and
shall cause the trial site team members to assign and transfer, without additional consideration,
to Sponsar (or its nominate designee), all their rights and title in and to the Clinical Trial
Intellectual Property throughout the world on perpetual basis. The Institution and the
Investigator shall execute and deliver, and shall cause the trial site team members to execute
and deliver, all such documents and, at Sponsor's expense, do all such other acts as Sponsor
may reasonably require in order to vest fully and effectively all Clinical Trial Intellectual
Property in Sponsor or its nominate designee.

9 4 The Institution and the Investigator shall promptly disclose to Sponsor any Clinical Triat
Intellectual Property generated pursuant to this Agreement and shall treat the Clinical Trial
Intellectual Property as Confidential information.

10. MISCELLANEOUS

o

Site Specific Fmal Verswon 01 02 Aug Min
Maszer Vernon b 24 Dec 2018 Page LZof 17
ATTESTED
\
Dr. V.A Kpthiwale 3
Registrar . 9

Academy of Higher Education and Research,
K{‘BEeamed-t&ge-Urév‘glsily wls 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka




CONFIDENTIAL

10 .1 All notices required to be given by cne Party to the other shall be deemed to have been
properly served when sent by a registered post or any other means of communication
acceptable in law to the addresses mentioned in the first page of this Agreement or such
appropriate addresses available in public domain.

10 .2 No forbearance or tolerance on the part of the either Party of any breach of this
Agreement by the other shall constitute waiver of the requirements of this Agreement.

10 .3 Each Party acknowledges that it 15 entering into this Agreement solely on its own behalf,
and will perform any and all of its abligations ar work under this Agreement as an independent
contractor. Nothing under this Agreement shall create any other relationship between the
Parties including Site Management Organization including without limitation one of principal and
agent, employer and employee, or partnership.

10 .4 The Institution and Investigator will be responsible for payment to its employees, study
team members and/or agents of all salaries, wages, benefits, workman compensations
reimbursable travel, lodging, and other expenses to which the study team members or
employees or agents may be entitled to receive for performing services. Investigator will be
solely respensible for withholding and paying all applicable taxes of whatsoever in nature,
statutory contributions ,benefits, dues etc. that may be payable fo its employees and/or
agents.

10.5 This Agreement constitutes the entire Agreement between the Parties including Site
Management Organization and supersedes all prior oral and written understandings between the
Parties including Site Management Organization on the subject matter of this Agreement. Any
Exhibit, Annexure or otherwise any documents, including but not limited amendment or
modification made in reference with this Agreement shall be valid if the same is incorporated in
writing on the terms that may be mutually agreed and signed by the authorized signiataries of
the respective parties including Site Management Organization.

10.6 The Parties including Site Mainagement Organization hereby agree that any provision/s of
this Agreement which is held to be invalid and unenforceable in law shall not by itself make this
Agreement invalid nor effect the other provisions of this Agreement and the other terms shalt
remain fully enforceable and valid in law.

10.7 Weither the investigator nor the Institution may assign this Agreement without the prior
written consent of Spansor, Sponsor may assign any or all of its rights and obligations under this
Agreement at any time, provided that Sponsor ensures the assignee is bound by the terms
hereof.

10.8 The Investigator and the Institution shall not subcontract the whole or any part of the
performance of the clinical Study without the prior written consent of Sponsor, This Agreement
ensures to the benefit of and binds the Parties including Site Management Organization and their
respective administrators, successors and permitted assigns, and with respect to the
Investigator, heirs and executors,

10.9 This Agreement and the obligations of the Parties including Site Management Organization
shall be governed by and construed in accordance with the laws of India .The Parties including
Site Management Organization agree to submit to the exclusive jurisdiction of courts at Mumbai

in connection with this Agreement.
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10.10 Neither Party to this Agreement shall be liable for breach of this Agreement to the extent
caused by or arising from prohibition or restrietion by law or regulation of any Government, fire,
flood, storms, weather, strike, lock-out or cther labour problems, accident, riots, acts of God,
breakdown of communication facilities, breakdown of web host, breakdown of internet service
provider or other events beyond that Party in breach. The Party affected by such circumstances
shall promptly notify the other Parties including Site Management Organization in writing when
such circumstances cause a delay or failure in performance and shall take whatever reasonable
steps are necessary to relleve the effect of such cause as rapidly as reasonably possible. In the
event of a delay lasting for four (4) weeks or mare, the non-affected Parties shall have the right
to terminate this Agreement in accordance the term of this Agreement.

10.11 The provisions of this Agreement which, by their terms, require performance after the
termination or expiration of this Agreement, or have application to events that may occur after
the termination or expiration of this Agreement, will survive the termination or expiration of
this Agreement. All indemnity obligations and any applicable indemnification procedures will be
deemed to survive the termination or expiration of this Agreement.

11, INTERPRETATION

11.1Unless the context requires otherwise;
11.1.1. references to this Agreement are to this Agreement as it is from time ta
time amended;

11.1.2. headings are for convenience only and shall not affect interpretation;

11.1.3. references to the singular include the plural and vice versa, and
references to ane gender include all genders;

11.1.4. any phrase introduced by the expressions “including”, “include” or any
similar expressien shall be censtrued as illustrative and shall not limit the
sense of the words preceding those terms;

11.1.5. reference te any law: shall be deemed to include any bye-laws, licences,
statutory instruments, rutes, regulations, orders, notices, directions,
consents or permissions made under that law: and shall be construed as
referring to any law which replaces, re-enacts, amends or consolidates
such law (with or without modification) at any time;

11.1.6. references to "writing” or "written” include any modes of reproducing
wards in a legible and non transitory form but do not include writing on
the screen of a visual display unit or other similar device;

11.1.7. references to a numbered clause are references to the clause of or to this
Agreement so numbered.

1.2 The parties hereto have participated jointly in the negotiation and drafting of this
Agreement and, in the event an ambiguity or gquestion of intent or interpretation arises,
this Agreement shall be construed as jointly drafted by the parties hereto and no
presumption or burden of proof shall arise favoring or disfavoring any party by virtue of

N 4
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the authorship of any provisian of this Agreement.

I[N WITNESS WHEREOF the parties have exécuted this Agreement after carefully reading the
contents of this Agreement aut of their free will and consent without any kind of force or

coercion on them.

signature page follows-

BY SPONSOR:

Sun Pharma Advanced Research Company Ltd.

Signature: ﬁf‘y’*; Q’Jl J*‘f)f\h;--

Name: Mr. Ajay Singh Solanki

Designation: GM, Clinical
Operations
(who by Ms
authority)

signature hereto warrants

Date: o2 = Ay 4,6 £
Place: AL HTW.Q m _

BY INVESTIGATOR

KLEs Dr. Prabhakar Kore Hospital & Madical
Research Centre

Signature:

same: Dr. Roban Bhise

Designation: Principal Investigator

iwho by his signature hereto warrants his autharity)

Date:

Place:
Kie Specdic Finai b ersion {11_02 Aug 2018
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Dr. VA Kathiwale

BY INSTITUTION:

KLEs Dr. Prabhakar Kore Hospital & medical
Research Centre

Signature:

Name: Dr. M. V. Jali
Designation: Medical Directar

his  (who by his/her signature hereto warrants
his/her authority)

Date:

Place:

BY SITE MANAGEMENT ORGANIZATION

GDD Experts India Pvt. Ltd.

Signature:

Designation: Head-Clinical Operations
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EXHIBIT-A
Financial Grant
Protocol No.: CLR_16_13

i Protocol Title: "A Randomized, Open Label, Two Period, Single Dose, Crossover,
i Bioavailability Study of Paclitaxel Injection Concentrate for Nano-dispersion

(PICN) and Abraxane® in Subjects with Locally Recurrent or Metastatic
Breast Cancer.”

Investigator’s Name: Dr. Rohan Bhise

Institute Name: KLEs Dr. Prabhakar Kore Hospital & Medical Research Centre

[Heads i Amount in  INR  with | Schedule for |
 breakup ___ Generating Invoice
Screen failure cost up to 5 subjects 8000/subject | Monthly
|  Screening Visit | 8000 |
| Cycle 1 Dayl1 20500
| Cycle 1 Day 8 4300
‘ . Cycle 1 Day 15 4500
} Isr‘:\l;?:tclgftor fee per completed [Cycle 2 Day 1 70500 | Monthly
\ Cycle 2 Day 8 4500 |
| Cycle 2 Day 15 | 4500
_End of study visit | 8000
S ot Total (75000 3 |
Study coordinator salary/month (From Site i | i
Initiation date till Site Close-out date) 1307 Menthly i
Cydel | 250 | |
P:ll)?:;tomist charges/ completed Cycle 2 i 250 Monthly
! Total 2500 i
IP reconstitute or charges per reconstitute | 1000 Monthly
Subject travel reimbursement/visit | 1000 | Monthly
i : : | Cycle 2500 |
SuE‘J:gtzs}udy participation in period 1 and Cycle 2 : ~T2500  Monthly
b : _[Total_ " ['S000
| Administrative cost/ month (Internet,
| | courier, stationary etc.) (From Site 2500 | Monthly
O IEES AN Uy S Closeoutdate) . | L e ]
Ethics committee charges As per actual Monthly
| | Hospitalization charges for cycle 1 & cycle 2| As per actual Monthly
| [SAEmanagement 00 L As per actual el RSN
Local lab charges . As per actual [ Monthly —
Institutional overheads charges 120% | Monthly
M Vel 3 D 075 /-j’ Page 16,01 17
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1) All invoices will be addressed to: Mr. Ashok Gupta, Sun Pharma Advanced Research
Company Ltd., Clinical Research Dept., 17/B, Mahal Industrial Estate, Mahakali Caves Road,
Andheri (E), Mumbai 400093, Maharashtra, India.

2} *As per Indian Council for Medical Research guidelines 2006 on “Ethical Guidelines for
Biomedical Research on Human Participants”

:;T:':‘::'r‘”l"“:" \2';1:: .’:I-‘-il:: g Page 17 of 17
A TED
Dr. V.A Hothiwale 9
Registrar
i i Research,
my of Higher Education and
K:BEe:mc:gfo-g&Universi!y ufs 3 of the UGC Act,1956)

Belagavi-590 010,Kamataka




i1 2

!
e

| INDIA NON JUDICIAL

|

Government of Karnataka

|

} e-Stamp

\

|

rtificate No. : IN-KA26553303732998P
Certificate Issued Date : 03-Nov-2017 12:31 PM
Aclcount Reference : NONACC (Fi)/ kaksfcl08/ RAJARAJESHWAR! NAGAR1/ KA-BN
Unlique Doc. Reference . SUBIN-KAKAKSFCL0803156565987465P
Purchased by :  QUINTILES RESEARCH INDIA PVT LTD
D{J‘scription of Document . Article 12 Bond
Dﬂscription . CLINICAL TRIAL AGREEMENT
Cansideration Price (Rs.) L)

‘ (Zero}
FirL‘,‘t Party : QUINTILES RESEARCH INDIA PVYT LTD
Seir:ond Party . KLES KARNATAKA
Stamp Duty Paid By : QUINTILES RESEARCH INDIA PVT LTD
Stimp Duty Amount(Rs.) ;300

; {Three Hundred only)

= 1, Ar
%/ ,‘ /
NG LORE ;‘»

&

ATTESTED
b Statutory Al Dr. V.A Kothiwale ‘5&
{‘ ‘m-,_ ; N e wmiliob PN A Regisﬂ-}aru ey i ihe dalsiis v e Seiin an0: 4%
} a7 he e smacy @ oo e s o iiKEE Academy of Higher Education and Research,
b e U oo S A | e """ (Deemed-to-be-University u's 3 of the UGC Act, 1956) 99

Belagavi-590 010 Kamnataka .



Bt et e RN

CLINICAL TRIAL AGREEMENT

The Clinical Trial Agreement (“Agreement”) is made by and between:

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre having a place of business at
NenhruNagar, Belagavi - 580 010, Karnataka, India (the “Institution”). and

Dr. Veerappa Annasaheb Kothiwale having a pi’ace of business at KLES Dr. Prabhakar Kore
Hospital & Medical Research Centre, NehruNagar, Belagavi - 590 010, Karnataka, India (the

“Investigator”), and

GDD Experts India Pvt. Ltd at Ground Floor, Guimohar Apartment, Opposite Hislop College,
Nagpur - 440 001, Maharashtra, India {the "Research Company”), and

Quintiles Research (India) Private Limited, having a place of business at B 101-106, Shapath
IV, Opposite Karnavati Club, Sarkhej Gandhinagar Road,, Ahmedabad 380051, Gujarat, India

("Quintiles”),

Each a "Party” and together the "Parties”,

Protocol Number:

K-877-302

. Protocol Title:

PROMINENT PEMAFIBRATE TO REDUCE CARDIOVASCULAR
OQUTCOMES BY REDUCING TRIGLYCERIDES IN PATIENTS
WITH DIABETES

Protocol Date:

16 November 2016

Sponsor:

Kowa Research Institute, Inc.

Country where Site
. Conducting Study

is

india L

Investigator:

i e,

Dr. Veerappa Annasaheb Kothiwale “an employee of Institution”

Key Enroliment Date:

100 Calendar Days after Site Initiation Visit date (being the
date by which Site must enroll at least one [1] subject as more
specifically set out in section 1.8 “Key Enrollment Date”
below)

IRB/EC

Ethics Committee of KLE University, Belagavi, JNMC Campus,
NehiruNagar, Belagavi-590 010, Karnataka, India

EC chairperson name : Dr. Subarna Roy

Contact No. of the EC chairperson: +91-9449033133

The following additional definitions shall apply to this Agreement:

Protocol: the clinical protocol referenced above as it may be modified from time to time by the

Sponsor {defined below).

Case Report Form or CRF: paper or electronic document to be used by Site to record all

applicable Protocol-required information to be reported to Sponsor on each Study Subject

(defined below).

Study. the clinical trial that is to be conducted in accordance with this Agreement and the
Protocol for purpeses of gathering information about the Investigational Product identified in the

Protocol.

Study Subiject

an individual who participates in the Study, either as a recipient of the

Investigational Product (defined below) or as a control.
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Study Staff. the individuals nvoived in conducting the Study under the direction of the
Investigator

investigational Product: the investigational drug identified in the Protocol that is being tested in
the Study.

Good Ciinical Practices or GCPs. Internaticnal Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use (ICH) Harmonised Tripartite
Guideline for Good Clinical Practice as amended from time to time and the principles set out in
the Declaration of Helsinki as revised from time to time.

Sponsor: an individual, institution, company or organization that takes the responsibility to
initiate, manage or finance the Study, but does not actually conduct the Study.

Medical Records: the Study Subjects’ primary medical records kept by the Institution on behalf
of the Investigator

Source Documents: all recorded original observations and notations of clinical activities and all
reports and records necessary for the evaluation and reconstruction of the Study, regardless of -
form, as maintained by the Investigators, including all laboratory reports, ECG tracings, x-rays,
radiologist reports, biopsy reports, uitrasound photographs, Study Subject progress notes,
hospital charts, pharmacy records and any other similar reports or records of any procedure
performed during the Study. Source Documents include workbooks only when information is
recorded directly onto such forms. In the event that the workbook is used as a Source Document
by a physician not identified as & primary or secondary investigator in the Protocol or not under
the direct supervision of the Investigator, the workbook must be signed and dated by the
individual making the entry

MC!I Regulations: Indian Medical Council (Professional Conduct, Etiguette and Ethics)
(Amendment) Regulations, 2009 - Part -1, as may be amended from time to time or any
replacement regulations.

Study Data: all data relating to Subjects that are. coilected by or on behalf of the Site in
connection with the Study.

Study Documentation: all (i) Source Documents, (i) Study Data and, (iii) to the extent not
included in (i) or (i), all records, accounts, notes and reports relating to the Study, whether in
written, electronic, video or other tangible form, including: Case Report Forms; data correction
forms, monitoring logs; appointment schedules; case histories: informed consent forms and
related documentation. records of receipt, use, processing and disposition of the Investigational
Product approvals of (a) the applicable Protocol and any amendments thereto and (b) the
informed consent forms by the Investigator, Site and the IRB/AEC: copies of all correspondence to
or from Quintiles related to the Study; the Investigator, any other Study Staff, any IRB/IEC and
any Governmental Official with respect to the Study: any other documentation required by the
Protocol, this Agreement, or Applicable Law. While “Study Documentation” may include
information derived from a Study Subject's Medical Record, “Study Documentation” does not
include any portion of the Medical Record.

Government Official: any officer or emplovee of a government or of any ministry, department,
agency, or instrumentality of a government; any person acting in an official capacity on behalf of a
government or of any ministry, department, agency, or instrumentality of a government, any
officer or employee of @ company or of a business owned in whole or part by a government, any
officer ar employee of a public international organization such as the World Bank or the United
Nations; any officer or employee of a political party or any person acting in an official capacity on
behalf of a political party; and/or any candidate for politica! office: any doctor, pharmacist, or other
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healthcare professional who works for or in any hospital, pharmacy or other healthcare facility
owned or operated by a government agency, ministry or department.

Item(s) of Value: should be interpreted broadly and may include, but is not limited to, money or
payments or equivalents, such as gift certificates, gifts or free goods; meals, entertainment, or
hospitality; travel or payment of expenses; provision of services; purchase of property or services
at inflated prices; assumption or forgiveness of indebtedness; intangible benefits, such as
enhanced social or business standing (e.g., making donations to government official's favored
charity), and/or benefits to third persons relateq to government officials (e.g., close family
members).

Dual Capacity: the capacity of holding a Government Official position and being a party to this
Agreement

RECITALS:

WHEREAS. Quintiles is providing clinical research organisation services to Sponsor under a
separate contract between Quintiles and Sponsor and Quintiles’ services include monitoring of
the Study and contracting with clinical research sites,

WHEREAS, the Institution and Investigator (hereinafter jointly the “Site”) are willing to conduct
the Study and Quintiles requests the Site to undertake such Study.

NOW THEREFORE, the following is agreed:
1. CONDUCT OF THE STUDY

1. Compliance with Laws, Regulations, and Good Clinical Practices

Site agrees that Site and Study Staff shall perform the Study at Institution in strict accordance
with this Agreement, the Protocol, any and all applicable local, national and international
laws, regulations and guidelines (‘Applicable Law’) including in particular, but without
limitation, GCPs, MC! Regulations and state and local tax and finance regulations. Site and
Study Staff acknowledge that Quintiles and Sponsor, and their respective affiliates, need to
adhere to the provisions of (i) the Bribery Act 2010 of the United Kingdom (Bribery Act); (ii)
the Foreign Corrupt Practices Act 1277 of the United States of America (FCPA) and (iii) any
other applicable anti-corruption legisiation.

1.2 Informed Consent Form
Site agrees to use an informed consent form (“ICF") that has been reviewed by Sponsor and
is approved by and in accordance with applicable regulations and the requirements of the
institutional Review Board (‘IRB") or Independent Ethics Committee ("IEC") that is
responsible for reviewing the Study. Prior to a Study Subject participating in the Study,Site
shall obtain from such Study Subject a properly executed ICF.

1.3. Medical Records and Study Documentation

1.3.1. Collection, Storage and Destruction: Site shall ensure the prompt,
complete, and accurate collection, recording and classification of the
Medical Records and Study Documentation.

Site shall

(i) maintain and store Medical Records and Study Documentation in a secure manner
with physical and electronic access restrictions, as appiicable and environmental
controls appropriate to the applicable data type and in accordance with Applicable
Laws, and industry standards; and

(i) protect the Medical Records and Study Documentation from unauthorized use,
access, duplication, and disclosure. If directed by Sponser or ‘Quintiles, Site will
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submit Study Documentation using the electronic system provided by Sponsor or
Quintiles or their.desicnated represaentative and in accordance with Sponsor's
instructions for electronic data entry. Site shall prevent unauthorized access to the
Study Documentation by maintaining physical security of the electronic system and
ensuring that Study Staff maintain the confidentiality of their passwords.
Investigator agrees to collect all Study Documentation in Medical Records prior to
entering it into the CRF. Site shall ensure the prompt submission of CRFs; and

(i) take measures to prevent accidental or premature destruction or damage of these
documents, for as long as required by Applicable Law. . Neither Institution nor
Investigator shall destroy or permit the destruction of any Medical Records or
Study Documentation and Institution shall continue to store Medical Records and
Study Documentation, at the Sponsor's expense, for any period that the Sponsor
may request in writing after retention is no longer required by any Applicable Law.

If the Investigator leaves the Institution, then responsibility for maintaining Medical
Records and Study Documentation shall be determined in accordance with Applicable
Laws but Institution will not in any case be relieved of its obligations under this
Agreement for maintaining the Medical Records and Study Documentation.

1.3.2. Ownership. Institution shall retain ownership of Medical Records.
Subject to Applicable, Laws, Sponsor shall have the right to access, use
and disclose the Medical Records during the term of this Agreement and
thereafter. The Institution and the Investigator hereby assign to Sponsor
all of their rights, title and interest, including intellectual property rights, to
alt Confidential Information (as defined below) and any other Study
Documentation.

1.3.3. Access Use, Monitoring and Inspection. Upon Quintiles’ or Sponsor's
request, Site shall provide original or copies (as the case may be) of all
Study Documentation to Quintiles and Spoensor. Site shall afford Sponsor
and Quintiles and their representatives and designees reasonable
access to Site's facilities and to Medical Records and Study
Documentation so as to permit Sponsor and Quintiles and their
representatives and designees to monitor the Study.

Site shali afford requlatory authorities reasonable access to Site's facilities and to
Medical Records and Study Documentation, and the right to copy Medical Records and
Study Documentation

The Site agrees to cooperate with the representatives of Quintiles and Sponsor, and the
Site agrees to ensure that the employees, agents and representatives of the Site do not
harass, or otherwise create a hostile working environment for such representatives.

The Site shall immediately notify Quintiles of, and provide Quintiles copies of, any
inquiries, correspondence or communications to or from any governmental or regulatory
authority relating to the Study, including, but not limited to, requests for inspection of the
Site's facilittes, and the Site shall (1) cooperate with any regulatory authority regarding
an audit or inspection related to such Study, including audit or inspection of Site, (i)
permit Quintiles and Sponsor to attend any such inspections or audits and permit
Sponsor and Quintiles to assist Site in responding to any such inguiries,
correspondence or communications, (iii) promptly provide copies of any documents,
correspondence, reports and other materials to or from the regulatory authority and/or
the Institution relating to the audit, inspection, or regulatory action and (v} keep
apprised of the regulatory aclion, audit, or inspection and the accompanying findings
and response in a timely manner. The Site will make reasonable efforts to separate,
and not disclose, all Confidential Information that is not reguired to be disclosed during
such inspections.
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1.3.4. License! Sporsor hereby grants to institution a perpetual. non-exclusive,
nontransferable, paid-up license, without right to sublicense, to use
Study Documentation (i) subject to the obligations set forth in section 3
“Confidentiality’. for internal, non-commercial research and for
educational purposes, and (i) for preparation of publications in
accordance with Section 5 “Publication Rights”.

1.3.5. Survival. This section 1.3*"Medical Records and Study Documentation’
shall survive termination or expiration of this Agreement.

1.4. Duties of Investigator

Investigator is responsible for the cenduct of the Study at Institution and for supervising any
individual or party to whom the Investigator delegates Study-related duties and function. In
particular, but without limitation, it is the Investigator's duty to review and understand the
information in the Investigator's Brochure or device labeling instructions, to ensure that all
informed consent requirements are met, to ensure that all required reviews and approvals by
applicable regulatory authorities and IRBs or IECs are obtained, and to review all CRFs to
ensure their accuracy and completeness. If Investigator is an employee of Institution or an
affiliate of Institution, then Institution shall ensure that Investigator complies with the terms
and conditions of this Agreement and shall be responsible for Investigator's performance of
this Agreement and the Study.

if the Investigator and Institution retain the services of any individual or party to perform
Study-related duties and functions, the Institution and Investigator shall ensure this individual
or party is qualified to perform those Study-related duties and functions and shall implement
procedures to ensure the integrity of the Study-related duties and functions performed and
any data generated.

Investigator agrees to provide a written declaration revealing Investigator's possible
economic or other interests if any, in connection with the conduct of the Study or the
Investigational Product before the Study starts

Investigator agrees to provide 23 written declaration revealing Investigator's disclosure
obligations, if any, with the Institution in connection with the conduct of the Study and the
Investigational Product before the Study starts

Site agrees to provide prompt advance notice) to Sponsor and Quintiles if Investigator will be
leaving the Institution or is otherwise no longer able to perform the Study. The appointment
of a new Investigator must have the prior approval of Sponsor and Quintiles

1.5, Adverse Events
The Site shall report adverse events and serious adverse events as directed in the Protocol
and by Applicable Law. The Site shall cooperate with Sponsor in its efforts to foilow-up on
any adverse events. The Site shall comply with the applicable IRB/IEC reporting obligations.

Sponsor will promptly report to the Site, the applicable IRB/AEC, and Quintiles, any finding
that could affect the safety of participants or their willingness to continue participation in the
Study, influence the conduct of the Study, or alter the IRB/IEC's approval to continue the
Study

1.6. Use and Return of Investigational Product and Equipment
Sponsor or a duly authorized agent of Sponsor, shall supply Institution or Investigator with
sufficient amount of Investigational Product as described in the Protocol.

The Site shall use the Investigational Product and any comparator products provided in
connection with the Study, solely for the purpose of properly completing the Study and shall
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maintain the Investigational Product as specified by Sponsor and according to Applicable
Law, including storage in afocked, secured area atall times.

Upan completion or termination of the Study, the Site shall return or destroy, at Sponsor's
option, the Investigational Product, comparator products, and materials and all Confidential
information (as defined below) at Sponsor’'s sole expense.

Institution and Investigator shall comply with all Applicable Laws and regulations governing
the disposition or destruction of Investigatienal Product and any instructions from Quintiles
that are not inconsistent with such laws and regulations.

Based on assessment of Site's facilities and needs in connection with the conduct of the
Study, Sponsor may provide to Site certain electronic and other equipment as necessary (the
“Equipment’) solely for use in performance of the Study. Such Equipment may be leased by
Sponsor and provided to Site through a third party (“Lessor”) on behalf of Sponsor or
provided directly by Sponsor to Site. Equipment shall be returned to Lessor or Spensor, as
applicable, at the expense of Sponsor, upon the completion or termination of the Study or
upon Sponsor's reguest, or shall otherwise be disposed of pursuant to the written direction of
Lessor or Sponsor as applicable. Site shall implement reasonable and appropriate
administrative, physical and technical safeguards to protect the Equipment, shall at all times
while the Equipment is in its possession maintain adequate and appropriate insurance
coverage for the Equipment, and shall promptly notify Sponsor or its designee of any
malfunctioning Equipment. Sponsor shall use reasonable efforts to repair or replace any
malfunctioning Equipment at its own expense

1 SPONSOR MAKES NO REPRESENTATIONS OR WARRANTIES OF ANY KIND
CONCERNING THE EQUIPMENT, EXPRESS OR IMPLIED, INCLUDING, WITHOUT
LIMITATION, WARRANTIES OF MERCHANTABILITY, FITNESS FOR A PARTICULAR
PURPOSE OR TITLE.

1.7. Enroliment of Patients
The Effective Date of this Agreement is as listed in Section 15. Consequently, the Site will
not be permitted to screen patients, randomize patients, receive Investigational Product or
receive any payment until the validity date of this Agreement is reached.

1.8. Key Enroliment Date
The Site understands and agrees that if Site has not enrolled at least one (1) Study Subject
by the Key Enroliment Date then Quintiles may terminate this Agreement in accordance with
Section 15 "Term & Termination” Sponsor/Quintiles has the right to limit enroliment at any
time.

1.8.  Minimum Goal

Site acknowledges that Site's minimum randomized goal is 13 subjects and that Site will
use best efforts to reach the goal within a reasonable time after commencement of the
Study at Site. If Site fails to adhere to this principle Quintiles may reconsider Site's
suitability to continue participation in the Study.

\

|

l 110 Subcontracting. No rights or obligations of Site or Investigator under this

} Agreement may be assigned or subcontracted to others without Quintiles' prior written

| consent and pursuant to a written agreement approved by Quintiles. Site and Investigator

} shall ensure that all third parties who provide any services on their behalf relating to the

\ Study comply with the terms of this Agreement, and Site and Investigator remain liable for

‘ any breach by such third parties. Site and Investigator shall cause each such subcontractor
or third party to secure and maintain appropriate insurance to the reasonable satisfaction of
Quintiles in amounts that will be adequate to cover the activities and obligations of the
subcontractor or third party related to the Study.
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144 Biological Samples.

Investigator shall collect, retain, analyze and/or use biglogical samples from subjects enrolled in
the Study solely according to the Protoco! and consistent with the ICF. All biological samples shall
be transferred to the organization identified in the Protocol. Sponsor shall own rights and interest
in biological samples collected in connection with tne Study and shall have the sole right to use
the samples as permitted under the ICF and Applicable Law.

2. PAYMENT ;
2:1 Budget.

211 In full consideration for the performance of the Study, Quintiles shall pay Payee
(as defined below in Attachment A) those fees, expenses and costs, at such times and in
accordance with the payment schedule set forth in Attachment A of this Agreement. No
payments shall be made for the conduct of the Study that are deemed violations or
breaches of or deviations (unless approved by Sponsor or Quintiles) from the Protocol,
this Agreement or Applicable Law. In no event shall the fees, expenses and costs exceed
the amount set forth in Attachment A without the written prior consent of Quintiles.
Institution and Investigator acknowledge and confirm that if Investigator is a named
payee hereunder, such payment arrangement is in accordance with the modalities laid
down by the Institution for receipt of funding for the Study and is not in violation of the
MCI Regulations

212 The Parties represent that the compensation provided for the conduct of the
Study represents the fair market value of the fees, expenses and costs associated with
the Study and has not been determined in a manner that takes into account the volume
or value of any past, present or anticipated future referrals or business

2.1.3  To the extent permissible under Applicable Law, budget information shall remain
confidential and shall be considered Confidential Information (as. defined below). Site
acknowledges and agrees that in order to comply with certain legal requirements,
Sponsor may be required to publicly disclose payments, gifts, and other transfers of value
it provides to physicians and certain hospitals, regardiess of whether such payment is
remitted directly to such physicians or hospitals or passes through a separate legal entity
and that Quintiles or Sponsor may report to relevant regulatory agencies the total amount
paid by Quintiles for purposes of conducting the Study under this Agreement, including
the estimated fair market value for Equipment and supplies provided under this
Agreement. Claims for services and/or products in connection with the Study that Site
and/or any Investigator may submit for reimbursement to government entitlement
programs or third-party payors shall at all times be in compliance with Applicable Law,
including notices, issuances and national and local coverage decisions. Neither Site nor
any Investigator shall, under any circumstances, submit any invoice or charges to any
subject, government entitlement program, insurer or any other person for payment with
respect to the Investigational Product or any other procedures or products provided at no
charge by Sponsor or Quintiles

3. CONFIDENTIALITY

3.1 Definition
"Confidential Information” means the confidential and proprietary information of Sponsor
and includes (i) all information disclosed by or on behalf of Sponsor to Institution,
investigator or other Institution personnel, including without limitation, the investigational
Product, technical information relating to the Investigational Product, all Pre-Existing
Intellectua! Property (as defined in Section 4) of Sponsor, and the Protocol, and (i) Study
enroliment information, information pertaining to the status of the Study, communications to
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and from regulatory authorities, information relating to the regulatory status of the
Investigational Product, and Study Documentation and Inventions {as defined in Section 4).

Confidential Information shall not include information that:

(i) can be shown by documentation to have been public knowledge prior to or after
disclosure by Sponsor, other than through wrongful acts or omissions attributable to
Investigator, Institution or any of its personnel;

(i) can be shown by documentation to have been in the possession of Investigator,
Institution or any of its personnel priog to disclosure by Sponsor, from sources other
than Sponsor that did not have an obligation of confidentiality to Sponsor,

(ii) can be shown by documentation 10 have been independently developed by
Investigator, Institution or any of its personnel, o

(iv) is permitted to be disclosed by written authorization from Sponsor.

3.2 Obligations
Site and Site's personnel, including Study Staff shall not
(i) use Confidential Information for any purpose other than the performance of the
Study or
(i} disclose Confidential Information to any third party, except as permitted by this
Section 3 or by Section 5 “Publication Rights’, or as required by law or by a
regulatory authority or as authorized in writing by the disclosing party. :

To protect Confidential Information, Site agrees to:

(1) limit dissemination of Confidential Information to only those Study Staff having a
need to know for purposes of performing the Study;
(i advise all Study Staff who receive Confidential Information of the confidential

nature of such information; and
(iti) Use reasonable measures to protect Confidential Information from disclosure.
Nothing herein shall limit the right of Site to disclose Study Documentation as permitted by
Section 5 “Publication Rights.”

3.3 Compelied Disclosure
in the event that Institution or Investigator receives notice from a third party seeking to
compel disclosure of any Confidential Information, the notice recipient shall provide Sponsor
with prompt notice so that Sporgor may seek a protective order or other appropriate remedy.
In the event that such protective order or other remedy is not obtained, the notice recipient
shall furnish only that portion of the Confidential Information which is legally required to be
disclosed, and shall request confidential treatment for the Confidential Information.

3.4 Retum or Destruction
Upon termination of this Agreement or upon any earlier written request by Sponsor at any
time, Site shall return to Sponsorall Confidential Information other than Study
Documentation.

3.5 Survival
This Section 3 “Confidentiality” shall survive termination or expiration of this Agreement for

ten (10) years.

4, INTELLECTUAL PROPERTY

4.1 Pre-existing Intellectual Property
Ownership of inventions, discoveries, works of authorship and other developments existing
as of the Effective Date and all patents, copyrights, trade secret rights and other intellectual
property rights therein (collectively, “Pre-existing Intellectual Property"}, is not affected by
this Agreement, and no Party or Sponsor shail have any claims to or rights in any Pre-
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existing Intellectual Property of another, except as may be otherwise expressly provided in
any other written agreement Setween them,

4.2 inventions

Sponsor shall own all right, title and interest in and to each invention, discovery, know-how,
trade-secret and other inteliectual property, including improvements, whether patentable or
not, that is conceived, reduced to practice or otherwise made by Institution, the investigator
or any other person (other than Sponsor) who assists in performing the Study (whether
solely or jointly with others) {each, an “Inventor’) as a result of or in connection with the
Study, the performance of obligations under this Agreement, or its/their access to or
knowledge or use of Confidential Information or any drug or device which is the subject of
the Study, inciuding any patent, trade secret, tfrademark, copyright or other proprietary right
with respect thereto (collectively, the "Invention(s}").

4.3 Assignment of Inventions

Site shall, and shall cause each inventor to, disclose all inventions promptly and fuily to
Sponsor in writing, and Site, on behallf of itself and Inventors, hereby assigns to Sponsor all
of its rights, title and interest in and to Inventions, including all patents, copyrights and other
intellectual property rights therein and all rights of action and claims for damages and
benefits arising due to past and present infringement of said rights. Site shall cooperate and
assist Sponsor by executing, and causing its personnel to execute, all documents
reasonably necessary for Sponsor to secure and maintain Sponsor's ownership rights in
Inventions.

4.4 Patent Prosecution
Site shall cooperate, at Sponsor's request and expense, with Sponsor's preparation, filing,
prosecution, and maintenance of all patent applications and patents for Inventions.

4.5 Survival

This Section 4 ‘“Intellectual Property” shall survive termination or expiration of this
Agreement.

8. PUBLICATION RIGHTS

5.1 Publication and Disclosure

Institution and Investigator shall have the right to publish or present the results of Institution's
and Investigator's activites conducted under this Agreement, including Study
Documentation, only in accordance with the requirements of this Section. Institution and
investigator agree to submit any proposed publication or presentation to Sponsor for review
at least sixty (60) calendar days prior to submitting any such proposed publication to a
publisher or proceeding with such proposed presentation. Within thirty (30) calendar days of
its receipt, Sponsor shall advise Institution and/or Investigator, as the case may be, in writing
of any information contained therein which is Confidential Information (other than Study
Documentation) or which may impair the availability of patent protection for Inventions.
Sponsor shall have the right to require Instifution and/or Investigator, as appficable, to
remove specifically identified Confidential Information (other than Study Documentation)
and/or to delay the proposed publication or presentation for an additional sixty (60) calendar
days to enable Sponsor to seek patent protection for inventions.
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5.2 Multi-Center Publications

If the Study is a muiti-center study, Institution and investigator agree that they shall not,
without the Sponsor's prior written consent, independently publish, present or otherwise
disclose any results of or information pertaining to Institution’s and Investigator's activities
conducted under this Agreement until a multi-center publication is published; provided,
however, that if 8 multi-center publication is not published within eighteen (18) months after
completion of the Study and lock of the database at all research sites or any earlier
termination or abandonment of the Study, Institution and Investigator shall have the right to
publish and present the resuits of Institution's and Investigator's activities conducted under
this Agreement, including Study Documentation, solely in accordance with the provisions of
Section 5.3 “Confidentiality of Unpublished Data.”

5.3 Confidentiality of Unpublished Data

Institution and Investigator acknowledges and agrees that Study Documentation that is not
published, presented or otherwise disclosed in accordance with Section 5.1 or Section 5.2
(“Unpublished Data") remains within the definition of Confidential Information, and
institution and Investigator shall not, and shall require their personnel not to, disclose
Unpublished Data to any third party or disclose any Study Documentation to any third party
in greater detail than the same may be disclosed in any publications, presentations or
disclosures made in accordance with Section 5.1 or Section 5.2.

5.4 Media Contacts
Institution and Investigator shall not, and shall ensure that its personnel do not engage in
interviews or other contacts with the media, including but not limited to newspapers, radio,
television and the Internet, related to the Study, the Investigational Product, Inventions, or
Study Documentation without the prior written consent of Sponsor. This provision does not

prohibit publication or presentation of Study Documentation in accordance with this Section.

5.5 Use of Name, Registry and Reporting

No Party hereto shall use any other Party's name, or Sponsor's name, in connection with
any advertising, publication or promotion without prior written permission, except that the
Sponsor and Quintiles may use the Site's name in Study publications and communications,
including clinical trial websites and Study newsletters. Sponsor will register the Study with a
public clinical trials registry in accordance with applicable laws and regulations and will
report the results of the Study publicly when and to the extent required by applicable laws
and regulations.

5.6 Survival

i PERSONAL DATA

6.1 Study Team Member Personal Data
Both prior to and during the course of the Study, the investigator and his/her teams may be
called upon to provide personal data. This data falls within the scope of the law and
regulations relating to the protection of personal data.

For the Investigator, this personal data may include names, contact information, work
experience and professional qualifications, medical license, publications, resumes,
educational background and information related to potential Dual Capacity confiict of
interest, and payments made to Payee(s) under this Agreement for the following purposes

{1y the conduct of clinical trigls,

(i) verification by governmental or regulatory agencies, the Sponsor, Quintiles, and their

agents and affiliates,
(i) compliance with legal and regulatory requirements;
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(iv) publication on www.clinicalirials gov and websites and databases that serve a
comparable purpose,

(v) storage in databases to facilitate the selection of investigators for future clinical trials;

and

(vi) anti-corruption comphance

Names of members of Study Staff may be processed in Quintiles’ study contacts database
for study-related purposes only.

L]

6.2 Study Subject Personal Data
The Investigator shall obtain Study Subject written consent for the collection and use of

Study Subject personal data for Study purposes, including the disclosure, transfer and
processing of data collected in accordance with the Protocol, in compliance with applicable
data protection provisions.

6.3 Data Controller
The Sponsor shall be the data controller for such personal data except that, if Quintiles deals
with any personal data under this Agreement in the manner of a data controller, Quintiles
shall be the data controller of such personal data to the extent of such dealings.

Quintiles may process "personal data’ as defined in the applicable data protection
legislation enacted under the same or equivalent/similar national legislation (collectively
"Data Protection Legislation”), of the Investigator and Study Staff for study-related
purposes and all such processing will be carried out in accordance with the Data Protection
Legislation.

6.4 Survival

This Section 8 "Personal Data” shall survive termination or expiration of this Agreement.

INDEMNIFICATION : STUDY SUBJECT INJURY

To the extent not expressly gprohibited by state law, Institution shall indemnify and hold
harmless Sponsor, its affiliates and their respective employees, officers, and directors
{“Sponsor Indemnitees”) from and against any claims, liabilities, losses, demands, causes
of action, judgments, settlements and expenses (including, but not limited to. reasonable
attorneys’ fees and court costs) {each a "Claim(s)") arising out of {i) the failure of an
Institutional Indemnitee to comply with Applicable Law, rule, or Good Clinical Practices or
adhere to the terms of the Protocol or this Agreement, or (i) the negligence or willful
misconduct of Institution, Institution's affiliates, Investigator, GDD Experts India Pvt. Ltd., or
its or their employees, agents or contractors, provided, however, that Institution shall have
ne such obligation with respect to Claims arising out of the negligence or willful misconduct
of Sponsor or its employees, agents or contractors.

In the event a Study Subject requires medical treatment for physical injury, Sponsor shall
reimburse Site for the direct, reasonable and necessary costs associated with the treatment
of the physical injury sustained as a direct result of taking the Investigational Product or
undergoing a procedure required by the Protocol ("Covered Injury’), provided that such
injury does not arise out of the negligence, willful misconduct, breach of this Agreement,
Applicable Law or failure to follow and comply with the Protocol by Institution, Investigator,
the sub-investigator, the Study Staff, or their empioyees or agents. Site shall notify Sponsor
in advance of treatment, whenever practicable, but in any event within twenty-four (24) hours
of provision of treatment.

Site shall coordinate and manage the request from a Study Subjeet for treatment and
reimbursement of a Covered Injury, and shall provide to Sponsor in a timely manner, such
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supporting documentation and reports as Sponsor may reasonably request Such
documentation and reprts shall include, bui not be limited to, the government entitlement
program health insurance claim number or, If none is available, the social security number of
the Study Subject and such other information relating to the treatment and insurance
coverage of the Study Subject as may be reascnably requested by Sponsor andlor as
Sponsor reasonably determines is required or appropriate under Applicable Law.
Reimbursement by Sponsor for a Covered Injury or otherwise shall be limited to those costs
not covered by such Study Subject's insurance, excluding government entitlement programs.
No party shall submit any claim for reimbutesment to government entitlement programs until
Sponsor has satisfied its reimbursement obligations under this Agreement and Applicable
Law.

This Section 7 “Study Subject injury” shall survive termination or expiration of this

Agreement.

8. QUINTILES DISCLAIMER

Quintiles expressly disclaims any liability in connection with the Investigational Product, including
any liability for any claim arising out of a condition caused by or allegedly caused by any Study
procedures associated with such product except to the extent that such liability is caused by the
negligence, willful misconduct or breach of this Agreement by Quintiles.

This Section 8 "Quintiles Disclaimer” shall survive termination or expiration of this Agreement.

9. CONSEQUENTIAL DAMAGES

Neither Quintiles nor Sponsor shall be responsibie to the Site for any lost profits, lost
opportunities, or other conseguential damages, nor shall Site be responsible to Quintiles or
Sponsor for any lost profits, lost opportunities, or other consequential damages.

This Section 9 “Consequential Damages” shall survive termination or expiration of this
Agreement.

10. DEBARMENT

The Site represents and warrants that neither Institution nor Investigator, nor any of Institution's
or Investigator's employees, agents or other persons performing the Study at Institution, have
been debarred, disqualified or banned from conducting clinical trials or are under investigation by
any regulatory authority for debarment or any similar regulatory action in any country, and the
Site shall notify Quintiles immediately if any such investigation, disqualification, debarment, or
ban occurs.

This Section 10 "Debarment” shall survive termination or expiration of this Agreement.

11. FINANCIAL DISCLOSURE AND CONFLICT OF INTEREST

Upon Sponsor's or Quintiles’ request, Site agrees that, for each listed or identified investigator or
sub-investigator who is directly inveived in the treatment or evaluation of Study Subjects, it shall
promptly return to Quintiles a financial and conflict of interest disclosure form that has been
completed and signed by such investigator or sub-investigator, which shall disclose any
applicable interests held by those investigators or sub-investigators or their spouses or
dependent children .
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Quintiles may withhold payments if it does not receive a completed form from each such
investigator and sub-investigator

Site shall ensure that all such forms are promptly updated as needed to maintain their accuracy
and completeness during the Study and for one (1) year after Study completion.

Site agrees that the completed forms may be subject to review by governmental or regulatory
agencies, Sponsor, Quintiles, and their agents. and the Site consents to such review.

The Site further consents to the transfer of its financial disclosure data to the Sponsor's country of
origin and to the U.S., even though data protection may not exist or be as developed in those
countries as in the Site's own country

This Section 11 “Financial Disciosure and Conflict of Interest” shall survive termination or
expiration of this Agreement.

ANTI-KICKBACK AND ANT! FRAUD

Institution and Investigator agree that their judgment with respect to the advice and care of each
Study Subject will not be affected by the compensation they receive from this Agreement, that.
such compensation does not exceed the fair market value of the services they are providing, and
that no payments are being provided to them for the purpose of inducing them to purchase or
prescribe any drugs, devices or products.

If the Sponsor or Quintiles provides any free products or items for use in the Study, Institution and
Investigator agree that they will not bill any Study Subject, insurer or governmental agency, or
any other third party, for such free products or items.

institution and Investigator agree that they will not bill any Study Subject, insurer, or governmental
agency for any visits, services or expenses incurred during the Study for which they have
received compensation from Quintiles or Sponsor, or which are not part of the ordinary care they
would normally provide for the Stutty Stbject, and that neither Institution nor Investigator will pay
another physician to refer subjects o the Study.

13. ANTI-BRIBERY

Institution and Investigator agree that the fees to be paid pursuant to this Agreement represent
fair compensation for the services to be provided by Site. Institution and Investigator represent
and warrant that payments or ltems of Value received pursuant to this Agreement or in relation to
the Study will not influence any decision that Institution. Investigator or any of their respective
owners, directors, employees, agents, consultants, or any payee under this Agreement may
make, as a Government Official or otherwise, in order to assist Sponsor or Quintiles to secure an
improper advantage or obtain or retain business.

Institution and Investigator further represent and warrant that neither they nor any of their
respective owners, directors, employees, agents, or consultants, nor any payee under this
Agreement, will, in order to assist Sponsor or Quintiles to secure an improper advantage or obtain
of retain business, directly or indirectly pay, offer or promise to pay, or give any ltems of Value to
any person or entity for purposes of (i) mfluencing any act or decision; (ii) inducing such person or
entity to do or omit to do any act in violation of their lawful duty; (iii) securing any improper
advantage, or (iv) inducing such person or entity to use influence with the government or
instrumentality thereof to affect or influence any act or decision of the government or
instrumentality

In addition to other rights or remedies under this Agreement or at law, Quintiles may terminate
this Agreement if Site breaches any of the representations or warranties contained in this Section
Kowa Research institute, inc.
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or if Quintiles or Sponsor learns that wniproper payments are being or have been made to or by
Institution or Investigator or any individual or entity acting on its or their behalf.

14. INDEPENDENT CONTRACTORS

The Investigator and Institution and GDD Experts India Pvt. Ltd and Study Staff are acting as
independent contractors of Quintiles and Sponsor and shail not be considered the employees or
agents of Quintites or Sponsor 4

Neither Quintiles nor Sponsor shall be responsible for any employee benefits, pensions, workers'
compensation, withholding, or employment-related taxes as to the Investigator or Institution or
GDD Experts India Pvt. Ltd or their staff

It is hereby agreed and acknowledged by the Parties and Sponsor that Quinties has no

relationship whatsoever with the Research Company and that the Research Company is acting
as an independent contractor of the Institution

15. TERM & TERMINATION

15.1 Term

This Agreement will become effective on the date of approval of the Study by Drugs
Controller General India or the date on which it is last signed by the parties, whichever date
is later, (the "Effective Date”) and shall continue untii completion or until terminated in
accordance with this Section 15 “Term & Termination”. Quintiles shall attach a copy of the
approval from the Drugs Controller General India approving the Study to this Agreement as
Attachment B, and the Parties agree that such approval shall be incorporated by reference
herein. If such approval has not been received as of the date the Parties sign this
Agreement, Quintiles shall keep the original signed Agreements until receipt of such
approval, and upon receipt of such approval, Quintiles shall attach a copy of the approval to
each original Agreement as Attachment B and forward an original Agreement to each other
Party thereafter, while retaining one original Agreement in its files. If such approval was
received prior to the signatures of the Parties, Quintiles shall attach a copy of the approval
hereto as Attachment B, and upon signature of all Parties, each Party shall receive an
original of the Agreement, which shall include such approval as Attachment B.

15.2  Termination
Quintiles may terminate this Agreement for any reason effective immediately upon written
notice. The Site may terminate upon written notice if at any time in the Investigator's
professional judgment, a materiai adverse safety concern for the Study subjects makes
continued testing inadvisable. Upon notice of termination or upon notice of suspension of
the Study or this Agreement, Site shall immediately cease enroliment of subjects into the
Study and, at the election of Quintiles shall {(a) either (i) terminate the Agreement with
respect to the enrolled subjects in an orderly and prompt manner and pursuant to
consultation with Quintiles and Sponsor, including any required follow-up treatment with
previously enrolled subjects, or (ii) transfer the enrolled subjects to another clinical site in
accordance with Quintiles’ instructions. Sponsor or its designee shall have the right to
assume full contro! of the terminated Study and Site shall turn over all Study Documentation
and materials in its possession associated with the Study, as expeditiously as possible, and
shall provide such other assistance as is necessary to ensure a smooth and orderly
transition of the Study without any disruption of the Protocol and (b). Site shall make all
reasonable efforts to minimize further costs, and Quintiles shall make a final payment for
visits or milestones properly performed pursuant to this Agreement in the amounts specified
in Attachment A, provided, however, that ten percent (10%) of this final payment will be
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withheld until final acceptance by Sponsor of all Study or data clarifications requested and
satisfaction of all other applicabie conditions set forth herein. If a material breach of this
Agreement appears to have oceurred and termination may be required, then, except to the
extent that Study Subject safety may be jecpardized, Quintiles may suspend performance of
all or part of this Agreement, including, but not limited to, subject enroliment.

16. NOTICE

Any notices required or permitted to be given hereunder shall be given in writing and shall be

delivered
(a) in person,
(b) by certified mail, postage prepaid, return receipt requested,
{c) by e-mail of pdffscan or other non-editable format notice with confirmed transmission
report, or
(d) by a commercial overnight courier that guarantees next day delivery and provides a
receipt,
and such notices shall be addressed as follows:

Gary Gordon, M.B.A., M.D.
President
Kowa Research Institute, Inc
To Sponsor: | 430 Davis Drive, Suite 200
Morrisville, NC 27560
919-433-1600 phone
919-433-1620 fax
Name Quintiles Research (India) Private Limited
To Quintiles Address: B 101-108, Shapath IV, Opposite Karnavati
Club, Sarkhej Gandhinagar Road, Ahmedabad 380051,
Gujarat, India
Tel: +91-79-66303300
Name. Dr M. V. Jali
g Address: KLES Dr. Prabhakar Kore Hospital & Medical
ToInstitution | pocearch Centre, NehruNagar, Belagavi — 590010,
Karnataka, India Tel: +91-831-2473777
Name: Dr. Veerappa Annasaheb Kothiwale
Address’ KLES Dr. Prabhakar Kore Hospital & Medical
To Investigator | Research Centre, NehruNagar, Belagavi - 590010,
| Karnataka, India
| Tel: +91-9448119899
Name: Dr. Vinod Gyanchandani
Address: GDD Experts India Pvt. Lid,
To Research | Ground Fioor, Gulmohar Complex,
Campany Opposite Hislop College, Civil Lines,
Nagpur-440001, Maharashtra, India
| Tel: +91 9923000560

17 FORCE MAJEURE

The performance by either Party of any obligation on its part to be performed hereunder shall be
excused by floods, fires or any other Act of God, accidents, wars, riots, embargoes, delay of
carriers, inability to obtain materials, failure of power or natural sources of supply, acts,
injunctions, or restraints of government or other force majeure preventing such performance,
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whether similar or dissimilar to the foregoing, beyond the reasonable control of the Party bound
by such obligation, provided, however, that the Party affected shali exert its reasonable efforts to
eliminate or cure or overcome any of such causes and to resume performance of its obligations
with all possible speed.

18. MISCELLANEOUS
18.1  Entire Agreement ;
This Agreement, including its attachmeni(s), constitutes the sole and complete agreement
between the Parties and replaces all other written and orai agreements relating to the Study

18.2  No Waiver/Enforceability
Failure to enforce any term of this Agreement shall not constitute a waiver of such term

If any part of this Agreement is found to be unenforceable, the rest of this Agreement will
remain in effect.

18.3 Assianment of the Agreement
This Agreement shall be binding upon the Parties and their successors and assigns.

The Site shall not assign or transfer any rights or obligations under this Agreement without
the written consent of Quintiles and Sponsor.

Upon Sponsor’s request, Quintiles may assign this Agreement to Sponsor or to a third party,
and Quintiles shall not be responsible for any obligations or liabilities under this Agreement
that arise after the date of the assignment, and the Site hereby consents to such an
assignment. Site will be given prompt notice of such assignment by the assignee. Sponsor
shall have the right to assign all of its rights under this Agreement without Site’s prior written
consent

18.4  Third Party Beneficiary
The Parties agree that Sponscr shall have the right to enforce any of the provisions of this
Agreement as a third party beneficiary,
Each Party to this Agreement acknowledges that except for the Sponsor, there are no third
party beneficiaries with any rights to enforce any of the provisions of this Agreement

18.5 Governing Law
This Agreement shall be interpreted under the laws of the state or province and country in
which Site conducts the Study.

18.6  Survival.
The terms of this Agreement that contain obligations or rights that extend beyond the

compietion of the Study shall survive termination or completion of this Agreement, even if
not expressly stated herein.

THIS SECTION IS INTENTIONALLY LEFT BLANK
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ACKNOWLEDGED AND AGREED BY QUINTILES RESEARCH (INDIA) PRIVATE LIMITED:

By: Suneela Thatte

Title: VP, Global Operations

Signature:

Date: [O ] wa 0 |7

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR:

Name: Dr. Veerappa Annasaheb Kothiwale

Title: Principal Investigator
Signature: __ — 7 jf;/
Date: 23| Nev ] g 087

ACKNOWLEDGED AND AGREED BY KLES DR. PRABHAKAR KORE HOSPITAL &
MEDICAL RESEARCH CENTRE:

By: Dr. M. V. Jali

Title: Medical Directo}\g

Signature: W,,
~ 9g(ni1?

Date:

Research Company agrees to abide by all obligations placed on Institution in the
provisions of this Agreement concerning Confidentiality (Section 3}; intellectual Property
{Section 4); Publication Rights (Section 5); Debarment (Section 10); Anti Kickback and Anti
Fraud (Section 12); and Anti-Bribery {Section 13)

ACKNOWLEDGED AND AGREED BY GDD EXPERTS INDIA PVT. Fi i

By: Dr. Vinod Gyanchandani

Titie: Head- Clinical Opergtions

-
Signature:

Date: 13) Novj20! #
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ATTACHMENT A
BUDGET & PAYMENT SCHEDULE

| A. PAYEE DETAILS

The Parties agree that the payee designated below is the proper payee for this Agreement. and
that payments under this Agreement wiil be made only 1o the following payee (“Payee’):

Payee Name | GDD Experts India Pyt. Ltd.

GDD Experts India Pvt Ltd, Ground Floor, Guimohar
Apartment, Opposite Hislop College, Civil Lines, Nagpur-
440001, Maharashtra, India

Bank Name Axis Bank Ltd
Bank Account Number 910020034162231

Payee Address

IFSC code UTIB0O000048

GST Registration Number | 27AADCG0383Q1ZA

Permanent Account

Number (PAN) of Payee i |
|

PAYMENT METHOD Electronic Fund Transfer |

In case of changes in the Payee's bank details, Site is obliged to inform Quintiles in writing. The
Parties agree that in case of changes in bank details which do not involve a change of
Payee/Bank Account Name or change of country location of bank account no further
amendments are required.

The Parties acknowledge that the designated Payee is authorized to receive all of the payments
for the services performed under this Agreement

If the Investigator is not the Payee, then the Payee's obligation to reimburse the Investigator, if
any, is determined by a separate agreement between Investigator and Payee, which may involive
different payment amounts and different payment intervals than the payments made by Quintiles
to the Payee.

The Investigator acknowledges that if the investigator is not the Payee, Quintiles will not pay the
investigator even if the Payee fails to reimburse the Investigator.

. PAYMENT TERM

Quintiles will pay the Payee Quarterly, on a completed visit per subject basis in accordance with
the attached budget. Ninety percent (90%) of each payment due, including any Screening Failure
monies that may be payable under the terms of this Agreement, will be made based upon prior 3
months’ randomization data confirmed by subject CRFs received from the Site supporting subject
visitation.

The balance of monies earned, up to ten percent (10%), will be pro-rated upon verification of
actual subject visits, and will be paid by Quintiles to the Payee upon final acceptance by Sponsor
of all CRFs pages, all data clarifications issued, the receipt and approval of any outstanding
regulatory documents as required by Quintiles and/or Sponsor, the return of all unused supplies
and Investigational Product to Quintiles or its designee, and upon satisfaction of all other
applicable conditions set forth in the Agreement.
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Any expense or cost incurred by Site in performing this Agreement that is not specifically
designated as reimbursable by Quintiles or Sponsor under the Agreement (including this Budget
and Payment Schedule) is Site's sole responsibility.

Site shall be responsible to comply with all obligations in respect of taxes and social security
contributions, if applicable, which relate to the subject matter of this Agreement including, without
limitation, those that relate to the investigator, the Institution and its employees and/or
collaborators. ~

Site represents that the services it provides under this Agreement are taxable services under the
laws governing Goods and Services Tax (‘GST") in India, and that it is required to charge GST
for the services rendered to Quintiles at the prevailing rate. Site represents that it is entitled to
require such payment of the GST under the laws of India. Site undertakes to provide Quintiles
with an invoice, to be sent to Quintiles at the address mentioned in Section K of this Attachment
A, in respect of such taxable services and such invoice shall be in accordance with the
applicable legislation as may be amended from time to time or any successor legislation.

All amounts specified in this Agreement are in Indian Rupees (INR) and are inclusive of all
overhead fees. For the avoidance of doubt, overhead fees include any applicable overhead fees.

Major, disqualifying Protocol violations are not payable under this Agreement

. PAYMENT DISPUTE

Site will have thirty (30) days from the receipt of final payment to dispute any payment
discrepancies during the course of the Study

. OVERPAYMENT

In the event that Quintiles determines that (1) a mistaken or otherwise erroneous payment has
been made or (i) payment was made for services that were not provided (each an
“Overpayment’) Quintiles will enter a payment adjustment against future payments and Site will
not receive payment until such Overpayment is earned. If, upon completion or termination of this
Agreement, the payment adjustment does not cover the Overpayment, Quintiles will issue a
notice letter to the Site. Upon receipt of written notice, Site shall immediately refund such
remaining Overpayment to Quintiles.

DISCONTINUED OR EARLY TERMINATION
Reimbursement for discontinued or early termination of randomized subjects will be prorated
based on the number of confirmed completed visits.

SCREENING FAILURE

Reimbursement of screen failure will be at the amount indicated on the pre-screening and
screening visits of the attached budget, not to exceed 3 Screen Failur(s) paid per 1 subject
randomized.

To be eligible for reimbursement of a screening visit, completed screening CRF pages must be
submitted to Quintiles along with any additional information, which may be requested by Quintiles
to appropriately document the subject screening procedures.

. UNSCHEDULED VISITS

Payment for unscheduled visits will be reimbursed in the amount of is Nine Thousand Five
Hundred Forty Five Rupees (INR 9.545) which includes overhead. To be eligible for
reimbursement for unscheduled visits. completed CRF pages must be submitted to Quintiles
along with any additional information which may be requested by Quintiles to appropriately
document the unscheduled visit.
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START UP FEE
A one-time, non-refundable Study Start-Up payment of INR 80.000 will be made after site
initiation and receipt by Quintiles of all original centractual and regulatory documentation and
receipt of an original invoice

RECORD STORAGE FEE/ARCHIVING ToTAL COST FEE

A one-time, long-term Study document storage, archiving payment of INR 133/box/month will be
made to Payee following the completion cf the Study at the Institution, receipt by Quintiles of all
completed contractual and regulatory documentation and receipt of invoice. Trial documents will
be kept in a controlled, secure facility.

PATIENT TRAVEL EXPENSES

Patient travel expenses will be reimbursed upon receipt of original supporting invoices up to INR
1000 per visit per patient per round trip] and are not included in the attached Budget Invoices
must contain the Patient number, amount paid, and visit number and visit date in which patient
travel is being requested.

INVOICES
Original Invoices pertaining to this Study for the following items must be submitted to Quintiles for
reimbursement at the following address:

Quintiles Research (India) Private Ltd., Bangalore

Attention: Finance PSC - Accounts Payable (Investigator Payments)
Il Floor, Etamin Block,

Prestige Technology Park,

Sarjapur - Marathahalli Outer Ring Road

Bangalore — 560103, India

Phone: [Insert Phone Number]

Please note that invoices will not be processed unless they reference the Sponsor name,
Protocol number, Investigator name, Site number and Payee GST registration number.
Upon receipt and verification of the invoices, reimbursement for invoices will be included
with the next regularly scheduled payment for subject activity

L. EC/IRB/EC Fees

EC/IRB/AEC costs incurred will be reimbursed on a pass-through basis upon receipt of a formal
invoice issued by the EC/IRB/IEC and are not included in the attached Budget. Payment will be
made directly to the EC/IRB/IEC. Any subsequent re-submissions or renewals, upon approval by
Quintiles and Sponsor, will be reimbursed upon receipt of appropriate documentation.

M. CONDITIONAL PROCEDURES
The following conditional procedures and related costs will be reimbursed on a pass-through
basis upon receipt of an invoice at the amount indicated in the below table. Subject number
and visit/dates must be included on the invoice for payment to be issued

| Procedure Amount
) e o TR G0 L T M e £ (INR)
Biood sample collection 300
Lab handling and/or shipping of 130 i
‘unscheduled blood samples k==
12-lead ECG: Tracing only 500
EQ-5D-5L 500
I iRl i el
Kowa Research institute, inc
Protocol Number: K-877-302 CONFIDENTIAL
India Specific CTA template dated 07 Jul2017 Page 20 of 24
KLES Dr Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerappa Annasaheb Kothiwale 10Nov2017
_AN_clean b
ATTESTED v
Dr. V.A Koghiwale

Reqistrar
KLE Academy of Higher Education and Research, 1 1 9
(Deemed-to-be-University /s 3 of the UGC Act. 1956)
Belagavi-590 010,Kamataka



Problem focused physg;zl_exam E 2,298

Serious adverse

everits (SAE) 1000

330

Genetic testing consent

Endpoint package preparation

13,389

NO OTHER ADDITIONAL FUNDING REQUESTS WILL BE CONSIDERED

These amounts exclude all applicable taxes.

All payments for this Study in accordance with the attached budget will be paid by Quintiles by

N. BUDGET TABLE

wire transfer

Visit Total Cost Per Visit including
20% Overhead (INR)
el 13,578
Screen 19,998
Visit 2 g 17,331
Visit 3 4679
| Visit 4
4,679
Visit 5
13,304
Visit 6
i 12,535
Visit 7
| 12,616
Visit 8
il 4679 ol
Visit 9
13,790
Visit 10
L Aee
Visit 11
12,616
Visit 12 ST
i 4,679 4
Visit 13
T 12,616
Visit 14
| aser9
Visit 15 [
18780, .

Kowa Research Institute, Inc
Protocol Number: K-877-302
India Specific CTA template dated 07Jul2017 .
KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerappa Annasaheb Kothiwale 10Nov2017

_AN_clean

CONFIDENTIAL

ATTESTED Y

Dr. V.A Kothfiwale

Registrar 3 20

KLE Academy of Higher Education and Research,

to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010, Kamataka
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* Visit can occur more than once

Kowa Research Institute, inc.
Protocol Nurnber: K-877-302

India Specific CTA template dated 07Jul2017

Visit 18
4,679
Visit 17
] L 12,616_
Visit 18
4679
Visit 19
12,616
Visit 20 4679
Visit 21
| 13,790
Visit 22
k 4,679
Visit 23 12,616
Visit 24
4,679
Visit 25
el 12,616
Visit 26
4,679
Visit 27
ek 13,790 bdo
Visit 28
4,679
Visit 29
12,616
Visit 30
4679
Visit 31
12,616 i i
Visit 32
4679
Visit 33
13,790
Visit 34
4679
CSED Visit
15,815 #C
Post Study Safety Cali
4,060
retest
8,169
Off *
11,931
Total Cost Per Patient
(Rs) 3,53,676
CONFIDENTIAL

Page 22 of 24

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerappa Annasaheb Kothiwale 10Nov2017

_AN_clean

ATTESTED

Dr. VA Kotfiwale -
Registrar

f\\
2

¢

KLE Academy of Higher Education and Research,
(Deemed-to-be-University us 3 of the UGC Act, 1956)

Belagavi-590 010, Kamataka

121



Kowa Research Institute, Inc
Protocol Number: K-877-302

S0/ S, XY T A L SR R Nt v

ATTACHMENT B
APPROVAL LETTER

CONFIDENTIAL
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ATTACHMENT C
EQUIPMENT (optional)

Kowa Research Institute, inc.
Protocol Number: K-877-302 CONFIDENTIAL

India Specific CTA template dated 07Jul2017 Page 24 of 24
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Registrar 123
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AMENDMENT NUMBER ONE TO CLINICAL TRIAL AGREEMENT

This Amendment to the Clinical Trial Agreement (“Amendment #17) is between IQVIA
RDS (India) Private Limited. { formerly Quintiles Research (India) Private Limited) having
a place of business at 1T Floor, Etamin Block. Prestige Technology Park, Sarjapur- Marathahalli
Outer Ring Road Bangalore ~ 560103, Karnataky, India ("IQVIA”) and KLES Dr. Prabhakar
Kore Hospital & Medical Research Centre having a place of business at NehruNagar, Belgavi-
590 010, Karnataka, India ( “InstMution™) and Dr.Veerappa Annasaheb Kothiwale having a
place of business at KLES Dr. Prabhakar Kore Hospital & Medical Research Centre,
NehruNagar, Belgavi-390 010, Karnataka, India (“Investigator”) and GDD Experts India Pyt
Ltd having a place of business at Ground floor,Gulmohar Apartment, Opposite Hislop College,
Nagpur-440 001 Maharashtra, India (“Research Company™) and is effective as of the date last
signed below.

WITNESSETH:

WHEREAS, IQVIA, Institution. Tn
agreement entitled PROMINENT “p
QUTCOMES BY REDUCING TRIGLYC
the Protocol number K-877-302 effective
parties desire o amend such Agreement;

stigator and Research Compi

I, »

ey i1
as of 25 November 2017 (the

HABETES™ bearing
“Agreement”), and the

WHEREAS, IQVIA is providing clinival research organisation services to Kowa
Research Institute, Ine. (“Sponsor”) under a separate contract between IQVIA and Sponsor, and
IQVIA's services include monitoring of the Study and contracting with elinical rescarch sites:

NOW THEREFORE, in consideration of the mutual promises and covenants set forth
herein, and other good and valuable consideration, the receipt and sufficiency of which is hereby
acknowledged, the parties hereby agree 10 amend the Agreement as follows:

I. Change in Quintiles’ corporate name. As ol the Effective Date of this Amendment

#1. following the name change described in the above recital, the parties acknowledge
that:

(@) all references to Quintiles Research (India) Private Limited in the Agreement shali
be updated o refer 1o IQVIA RDS ( India) Private Limited (formerly Quintiles
Research (India) Private Limited) and

{(h) all references to the defined term *Quintiles™ shall new be deemed replaced by
references o “IQVIA™,

Kowa Research Instilute, e

Protocol Number: K-877-302

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr, Veerappa Annasaheb Kothiwale_
CTA Amendment #1 _22 Nov 2018

CONFIDENTIAL Page 1 of 4

ATTESTED

Dr. VA Kotljiwale
Registrar
KLE Academy of Higher Education andqRes?g;gl)\, : 1 25
{Deemed-to-be-University u/s 3 of the UGC Act,
Belagavi-590 010,Kamataka
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2. Change in the notice details.  Section K. on Invoices, as found in Attachment A,

Budget and Payment Schedute portion of the Agreement is hereby amended by deleting it
in its entirety and replacing it with the paragraph below:

K. INVOICES

Original Invoices pertaining to this Study for the following items must be submitied to
IQVIA for reimbursement at thesfollowing address:

IQVIA RDS (India) Private Limited

(tormerly Quintiles Research (India) Private Limited)

Attn; Accbunts Payable

Address: 11 Floor, Etamin Block, Prestizge Technology Park,
Sarjapur - Marathahalli Outer Ring Road Bangalore ~ 560103,
Karnataka. India

Phone: +91 80 71317779/78

Please note that inveices will not be processed unless they reference the Sponsor
name. Protocol number. Investigator name, Site number and Payee GST
registration number. Upon receipt and verification of the invoices, reimbursement
for invoices will be inchuded with the next regularly scheduled payment for subject
aetivity.

| Attachment A BUDGET & PAYMENT SCHEDULE, Scction N. Budget Table of the

Agreement shall be deleted in its entirety and replaced as follows, to reflect the Protocol
Amendment Visit 4 change from a phone visit to an on-site visit with the addition of the
following assessments;

*  Blood sample collection

s Lab handling and/or shipping of specimen

s Physician. Simple (e.g. interim visits) - Per Visit

e Patient Reimbursement, Expenses, Patient Travel - Per Visit

N-BUDGET TABLE:

Visit Total (,mt Per Visit including
20% Overhead (INR)

PreScreen 13,578

Screen 19,998

Visit 2 17,331

Visit 3 4,679

Visit 4 8,229

Visit 5 13,304

Visit 6 12,535

Visit 7 12,616

Visit 8 4,679

Kowa Research Institute, Inc

Protocol Number: K-877-302

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerappa Annassheb Kothiwale
CTA Amendment #1_22 Nov 2018

CONFIDENTIAL Page 20f4
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Dr. VAK

Registrar
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Visit Total Cost Per Visit including
20% Overhead (INR)
Visit 9 13.790
Visit 10 4,679
Visit 11 12,616
Visit 12 4.679
Visit 13 - 12.616
Visit 14 4.679
Visit 13 ] 13,790
Visit 16 i 4,679
Visit 17 12,616
Visit 18 ; 4.679
Visit 19 12,616
Visit 20 4,679
Visit 21 13,790
Visit 22 Y4679
Visit 23 12,616
Visit 24 4,679
Visit 235 12,616
Visit 26 4,679
Visit 27 13,790
Visit 28 4.679
Visit 29 12,616
Visit 30 4,679
Visit 31 12,616
Visit 32 4,679
Visit 33 13.790
Visit 34 4,679
CSED Visit 15.515
Post Study Safety
Call K 4,090
Retest 8,169
Off* 11,931
; - FRPTY
N

* Visit can occur more than once
“FThe total does not include Retest & Off

All terms and conditions of the Agreement not expressly amended by this Amendment #1
remain in full force and effect.

Kowa Research Institute, Ing

Protocol Number:
KLES Dr, Prabhakar Kore Hospital & Medical Research Centre_ Dr, Ve

K-877-302

CTA Amendment #1_22 Nov 2018

CONFIDENTIAL

Alibsiky

Dr. VA Kotbiwale
Registrar
KLE Academy of Higher Education and Research,

(Deemed-to-be-University /s 3 of the UGC Act, 1856)
Belagavi-590 010,Karnataka
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IN WITNESS WHEREOF, this Amendment # has heen executed by the parties hereto

| through their duly authorized officers on the dateqs) set forth below.

L Date: ) Sl S L I

ACKNOWLEDGED AND AGREED BY 1QVIA RDS (INDIA) PRIVATE LIMITED

By: Gauray Mathur

Title: Director, India Regulatory Affairs

3 /-/ .

Signature: i
it ik

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR:
Name: Dr. Veerappa Annasaheb Kothiwale

Title: Principal Investigator .

Signature: ___ Ky /Zy

Date: b \\‘/\\ L ‘k_,,
X

1

ACKNOWLEDGED AND AGREED BY KLES DR. PRABHAKAR KORE HOSPITAL &
MEDICAL RESEARCH CENTRE:

By: _Dr.M.V.Jali sl e

Title: Medical Directi S
Signature: ! oot
M

Date; aqlplaets

ACKNOWLEDGED AND AGREED BY GDD EXPERTS INDIA PVT. LTD:

By: Dr. Vin Gvanchandani

Kowa Research Institute, lnc
Protocol Number: K-877-302
KLES Dr. Prabhakar Kore Hospital & Medical Rescarch Centre_ Dr. Veerappa Annasahcb Kothiwale_
CTA Amendment #1_22 Noy 2018

CONFIDENTIAL Page 4 of 4

ATTESTED

Dr. VA Kothiwale
Registrar 1 2 8
KLE Academy of Higher Education and Research,
(Deemed-to-be-University ws 3 of the UGC Act, 1956)
Belagavi-590 010,Kamalaka
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AMENDMENT NUMBER TWO
TO CLINICAL TRIAL AGREEMENT
PROTOCOL NO. K-877-302

This Amendment Number Two to Glimcal Trial Agreement (“Amendment No. 2"} is entered by and

among

Dr. Veerappa Annasaheb Kothiwale having a place of business at KLES Dr. Prabhakar Kore
Hospital & Medical Research Cenire, NehruNagar, Belagavi- 590 010, Karnataka, India
(“Investigator’), and:

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre. having a place of business at
NehruNagar, Belagavi- 530 010, Karnataka, India ("Institution”), and;

GDD Experts India Pvt. Ltd having a place of business al Ground Floar, Guimohar Apartment,
Opposite Hislop College, Nagpur - 440 001, Maharashtra, India {the *Research Company®), and

1QVIA RDS (India) Private Limited. (formerly Quintiles Research (India) Private Limited) having
a place of business at Ill Floor, Etamin Biack, Prestige Technology Park, Sarape- Marathahalii Outer
Ring Road Bangalore - 560103, Karnataka, India ("IQVIA"). representing the interests of Kowa
Research Institute, Inc. (the “Sponsor’), and, is effective as of the date last signed below
(“Effective Date’)

WITNESSETH:

WHEREAS, IQVIA, institution. Investigator and Research Company are parties to a Clinical Trial

Agreement effective as of 25 November 2017, as amended by Amendment No. 1 dated 25 March 2019
(collectively referred to as the “Agreement’) pursuant to which Institution and Investigator agreed to
conduct a clinical trial in connection with the sonduct of a study (the “Study”} relating to Protocol No. K-877-
302, Protocol entitled “Pemalibrate to Heduce cardiovascular QutcoMes by reducing triglycerides in
diabetic patiENTs (PROMINENT)" (the “Protocol’). and the parties desire to amend such Agreement, and,

NOW THEREFORE, in consideration of the mutual promises and covenants set forth herein, and

other good and valuable consideration, the receipt and sufficiency of which is hereby acknowiedged, the
parties hereby agree to amend the Agreement as follows

15

2

Protocol Number. K.877-302

Additional invoiceable ltems The Agreement is hereby amendment to include the following
invoiceable items:

Subject Identification Fees. Reimbursement for Subject identification in the amount
of Seven Thousand Indian Rupees (7,000.00 INR) will be paid to the Investigator
(Payes) to cover for the ime and effort expended in Subject identification, data base
search, laboratory result evaluation and medical chart review. Payment will be made
for aach screen falled patient provided approval s oblained from 1QVIA India Medical
Advisor prior 1o pre-screening the Subject and information is entered in the interactive
web response system (IWRS)

Notwithstanding the Effective Date of this Amendment No. 2, payment for this
invoiceable cost will be made relroactively from 26 February 2019

All terms and conditions of the Agreement not expressly amended by this Amendment #2 remain
in full force and etfect

Dr Kothiwale  CTA Amendmentd?  06Mar2010

CONFIDENTIAL

Page 10f3

ATTESTED

Dr. VA Ko

Registrar
KLE Academy of Higher Education and Research 1 3 0
(Deemed-to-be-Unversity us 3 of the UGG Act 1956)
Belagavi-590 010,Kamataka



IN WITNESS WHEREOF, this Amendment #2 has been executed by the parties hereto through
their duly authorized officers on the date(s) set forth below

ACKNOWLEDGED AND AGREED BY IQVIA RDS (India) Private Limited
(formerly Quintiles Research {India) Private Limited)
By: Shweta Pradhan

Title:  Director, Clinical Site Management

- L
Signature j(v',\,_(}‘%)‘f /

pate: ____© ‘f’lép*a_l_.?_(zlﬁ g

ACKNOWLEDGED AND AGREED BY KLES DR. PRABHAKAR KORE HOSPITAL &
MEDICAL RESEARCH CENTRE::

By Dr. M V Jali

Title: Medical Director

Y V/ -
Signature 2] gt ,l'lf’v.ﬂ sl
Date: Qo 1‘5\?"5 \q@ i

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR:

By: Dt Veerappa Annasaheb Kothiwale

Title: . Pincipaiinvestigator .«
P )l -
Signature: _____—_ //i*l/j",::,’/.

Date T qui? e \_.L 01

Pfc:gc.r:un\b@c K-877-302_Dr. Kothiwale = CTA Amendment#2 06Mar2019
CONFIDENTIAL Page 20f 3

ATTESTED

Dr. VA Kothiwale
Registrar 1 3 l-

KLE Academy of Higher Education and Research,
(Deemeq-10 be-University wis 3 of the UGC Act, 1956)
Belagaw-590 010,Karnataka



‘ Rese_an_rch Company agrees to abide by all obligations placed on Institution in the
rovisions of this Agreement concernin Confidentiality (Section 3}: Intellectual Propert
Section 4); Public

ation Rights (Section 5); Debarment (Section 10); Anti Kickback and Anti
Fraud (Section 12); and Anti-Bribery (Section 13)

By: Dr. Vinod Gyanchandani

Title:  Head —~Clinical QOperations

=

Signature:

|Date 1] Apalaoia

Protacal Numbar K-

i 877-302_ Dr. Ko
CONFIDENTIAL

thiwale _ CTA Amendments? 0EMar2014

STED Page 3of 3
TTE
Lo

-
o

Dr. V.A Kothiwale 1 3 2
Registrar bt g
of Higher Education and Research,
Kmﬂg&umgmw u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka
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AMENDMENT NUMBER ONE TO CLINICAL TRIAL AGREEMENT

This Amendment to the Clinical Trial Agreement (“Amendment #17) is between IQVIA
RDS (India) Private Limited, (formerly Quintiles Research ( India) Private Limited} having
a place of business at 11 Floor, Etamin Block, Prestige Technology Park, Sarjapur- Marathahalli
Outer Ring Road Bangalore — 560103, Karnataka, india (“IQVIA™) and KLES Dr. Prabhakar
Kore Hospital & Medical Research Centre having a place of business at NehruNagar, Belgavi-
590 010, Karnataka, India (“Institution”) and Dr.Veerappa Annasaheb Kothiwale having a
place of business at KLES Dr. Prabhakar Kore Hospital & Medical Research Centre,
NehruNagar, Belgavi-590 010, Karnataka, India (“Investigator”) and GDD Experts India Pvt.
Ltd having a place of business at Ground fioor,Gulmohar Apartment, Opposite Hislop College,
Nagpur-440 001 Maharashtra,India (“Research Company”) and is effective as of the date last
signed below.

WITNESSETH:

WHEREAS, IQVIA, Institution, Invstigator and Research Company are parties to an
agreement entited PROMINENT “PEMAFIBRATE TO REDUCE CARDIOVASCULAR
QUTCOMES BY REDUCING TRIGLYCERIDES IN PATIENTS WITH DIABETES” bearing

the Protocol number K-877-302 effective as of 25 November 2017 (the “Agreement”), and the
parties desire to amend such Agreement:

WHEREAS. IQVIA is providing clinical research organisation services o Kowa
Research Institute. Inc. (“Sponsor™) under a separate contract between IQVIA and Sponsor, and
IQVIAs services include monitoring of the Study and contracting with clinical research sites;

NOW THEREFORE, in consideration of the mutual promises and covenants set forth
herein, and other good and valuable consideration, the receipt and sufficiency of which is hereby
acknowledged, the parties hereby agree to amend the Agreement as follows:

1. Change in Quintiles’ corporate name. As of the Effective Date of this Amendment
#1. following the name change described in the above recital, the parties acknowledge
that:

(a) all references to Quintiles Research (India) Private Limited in the Agreement shall
be updated to refer to IQVIA RDS ( India) Private Limited (formerly Quintiles
Research (India) Private Limited) and

(b all references to the defined term “Quintiles” shall now be deemed replaced by
references to “IQVIA™.

Kowa Research Institute, Inc

Protocol Number: K-877-302

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre _ Dr. Veerappa Annasaheb Kothiwale_
CTA Amendment #1_7 Mar 2019

CONFIDENTIAL ATTESTED Page | of 4

Dr. VA Kothiwale

Registrar
KLE Academy of Higher Education and Research,
{Deemed-to-be-University w's 3 of the UGC Act, 1956)
Belagavi-590 010,Kamataka
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2. Change in the notice details. _ Section K. on Invoices, as found in Attachment A,
Budget and Payment Schedule portion of the Agreement is hereby amended by deleting it
in its entirety and replacing it with the paragraph below:

K. INVOICES

Original Invoices pertaining to this Study for the following items must be submitted to
IQVIA for reimbursement at the following address:

IQVIA RDS (India) Private Limited

(formerly Quintiles Research (India) Private Limited)

Attn: Accounts Payable

Address: 111 Floor, Etamin Block, Prestige Technology Park,
Sarjapur - Marathahalli Outer Ring Road Bangalore — 560103,
Karnataka, India

Phone: +91 80 71317779/78

Please note that invoices will not be processed unless they reference the Sponsor
name, Protocol number, Investigator name, Site number and Payee GST
registration number. Upon receipt and verification of the invoices, reimbursement
for invoices will be included with the next regularly scheduled payment for subject
activity.

| Attachment A BUDGET & PAYMENT SCHEDULE, Section N. Budget Table of the

Agreement shall be deleted in its entirety and replaced as follows, to reflect the Protocol
Amendment Visit 4 change from a phone visit to an on-site visit with the addition of the
following assessments:

e Blood sample collection

o Lab handling and/or shipping of specimen

o Physician, Simple (.g. interim visits) - Per Visit

«  Patient Reimbursement, Expenses, Patient Travel - Per Visit

N- BUDGET TABLE:

Visit Total Cost Per Visit including
209% Overhead (INR)

PreScreen 13,578

Screen 19,998

Visit 2 17,331

Visit 3 4,679

Visit 4 8,229

Visit 5 13,304

Visit 6 12,535

Visit 7 12,616

Visit 8 4,679

Kowa Research Institute, Inc

Protocol Number: K-877-302

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerappa Annasaheb Kothiwale_
CTA Amendment #!_7 Mar 2019

CONFIDENTIAL ATTESTED Page 2 of 4

Dr. V.A Kothiwale
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Visit Total Cost Per Visit including
20% Overhead (INR)
Visit 9 13,790
Visit 10 4.679
Visit 11 12,616
Visit 12 4,679
Visit 13 12,616
Visit 14 4,679
Visit 15 13,790
Visit 16 4,679
Visit 17 12,616
Visit 18 4,679
Visit 19 12,616
Visit 20 4,679
Visit 21 13,790
Visit 22 4,679
Visit 23 12,616
Visit 24 4,679
Visit 25 12,616
Visit 26 4,679
Visit 27 13,790
Visit 28 4,679
Visit 29 12,616
Visit 30 4,679
Visit 31 12,616
Visit 32 4,679
Visit 33 13,790
Visit 34 4,679
CSED Visit 15,515
Post Study Safety
C:ifl ¢ *0
Retest 8.169
) iy 11,931
Total Cost Per
Patient (Rs)** i

* Visit can occur more than once
#=The total does not include Retest & Off.

All terms and conditions of the Agreement not expressly ar

remain in full force and effect.

Kowa Research Institute, Inc
Protocol Number: K-877-302

KLES Dr. Prabhakar Kore Hospital & Medical Research Centre_ Dr. Veerapp

CTA Amendment #1_7 Mar 2019
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IN WITNESS WHEREOF, this Amendment #1 has been executed by the parties hereto
through their duly authorized officers on the date(s) set forth below.

ACKNOWLEDGED AND AGREED BY 1QVIA RDS (INDIA) PRIVATE LIMITED

By: Gaurav Mathur

Title: Director, India Regulatory Affairs
A
Signature: f’/v
e e

Date: 07" Manek 1019

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR:
Name: Dr. Veerappa Annasaheb Kothiwale
Title: Principal Investigator

SR =
Date:_!'z_ 2.0 La Ea

ACKNOWLEDGED AND AGREED BY KLES DR. PRABHAKAR KORE HOSPITAL &
MEDICAL RESEARCH CENTRE:

Signature:

By: _Dr.M.V.Jali

Title: Medical Director '\

reer’

Signature: ] v
Dalc:&S\ m&h\ 2019
et =30k {

ACKNOWLEDGED AND AGREED BY GDD EXPERTS INDIA PVT. LTD:

By: Dr. Vinod Gvanchandani

Date: _OB_LE"Q__'T_QAJ._Zﬂlg N

Kowa Research Institute, Inc

Protocol Number: K-877-302
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CLINICAL TRIAL AGREEMENT ORDER

This Order ("Order"), effective as of the Effective Date (defined below), is entered into by and among
Amgen Technology Pvt. Ltd., Dynasty Business Park, A Wing, Level 4, Andheri-Kurla Road, Andheri (East),
Mumbai, 400059 India ("Company"); KLES Dr. Prabhakar Kore Hospital and Medical Research Center,
Nehru Nagar, Belgaum-590010, Karnataka, India ("Institution"); and Dr. Rohan Bhise, KLES Dr.
Prabhakar Kore Hospital & MRC, Department of Medical Oncology, Nehru Nagar, Belagavi-590010,
Karnataka, India ("Principal Investigator"), in accordance with, and shall be governed by, the terms of that
certain Clinical Trial Agreement (contract number 181106) ("Agreement").

i1 GOVERNING TERMS AND EFFECTIVE DATE

14 Governing Terms. By executing this Order, the parties agree that this Order and the parties’
performance hereunder shall be governed by the terms and conditions of the Agreement, which are
incorporated by this reference as if fully set forth herein. The parties hereto agree that for purposes of this
Order, the term "Site" as used herein and in the Agreement shall be defined to include each and every non-
Company party identified above, and their respective representatives. Terms used but not otherwise
defined herein shall have the meanings ascribed to such terms under the Agreement.

¢ Effective Date. For purposes of this Order, "Effective Date" shall mean the last date on which a
party executes this Order. This Order shall remain in full force and effect until the completion by the Site
of the Study or earlier termination pursuant hereto.

T3 Records. The parties agree that for this Order the provision regarding Records in the Agreement
shall be amended to state: "Site shall maintain all records required under Applicable Law and the Protocol
for ten (10) years following completion of a Study or longer if required by Applicable Law. Site shall take
reasonable and customary precautions to prevent the loss or alteration of any such records."

1.4 Indian Law. Without limiting the generality of Site's obligations, the Site shall carry out the Study
with due observance of safety of Subjects, confidentiality and protection of Subjects’ rights. The Study will
be conducted by the Site in accordance with the Ethical Guidelines for Biomedical research on Human
Subjects issued by the Indian Council of Medical Research Guidelines, 2000, Schedule Y of the Drug and
Cosmetics Act of 1945, the Central Drugs Standard Control Organization's Good Clinical Practices
Guidelines in India, and all applicable Indian regulatory requirements, whichever affords the greater
protection to the Subject.

2. STUDY CONDUCT

2.1 Protocol. The Protocol for the Study is Company Protocol No. 20070782 entitled "A Randomized,
Double-blind, Placebo-controlled Study to Evaluate the Long-term Safety and Efficacy of Darbepoetin Alfa
Administered at 500 ug Once-Every-3-Weeks in Anemic Subjects With Advanced Stage Non-small Cell
Lung Cancer Receiving Multi-cycle Chemotherapy ", as may be amended.

Site Representatives and/or Principal Investigator shall attend any meetings regarding the Study as
reasonably requested by Company ("Investigator Meetings"). Such meetings may be conducted by
Company to convey or exchange information with principal investigators, sub-investigators, or other
research site staff to support the effective conduct or close-out of a Study. Site and Principal Investigator
each agree that no additional compensation shall be due hereunder for Site Representatives or Principal
Investigators respective participation in Investigator Meetings. Company may reimburse or pay Site for
reasonable pre-approved expenses incurred by Site Representatives or Principal Investigator for
participating in Investigator Meetings upon receipt of documentation in form and detail sufficient for
Company to recognize such expenses for Company's tax reporting purposes, provided that Site complies
with Company instructions and Company's applicable standards and policies related to travel and
hospitality and other policies governing interactions with healthcare professionals.

The Principal Investigator will direct and supervise the Study.

Contract # 266710 ATTESTED Page 1078
Site #: 5589
Purchase Order #: India
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2.2 Data Protection. Subject to applicable law, Company may collect and process information regarding
investigators or other personnel involved in Studies. Company will notify such personnel as required by
applicable law.

23 Use of Electronic Data Capture. Electronic Data Capture ("EDC") is a technique for collecting
clinical trial data where study data is delivered to Company in electronic form. For this Study, EDC will be
utilized to collect Study information, specifically as the electronic case report form ("eCRF"), from Site. Site
agrees that it shall (i) enter such Study data into EDC within five (5) business days of the Subject visit, and
(i) resolve all queries issued in the EDC system within five (5) business days of the query being issued.
Site acknowledges and agrees that time is of the essence with respect to such Study data entry and query
resolution. Any delay by Site in complying with these timelines may, in Company's sole discretion, result
in delay of payment, lock of IVRS, suspension of enroliment, quality audit or any other remedy. Principal
Investigator is responsible for and warrants quality data entry. Data entry shall be conducted under the
supervision of the Principal Investigator.

24 Supervision. The Principal Investigator shall supervise and be responsible for all activities
performed by members of the Study team or other external personnel to whom the investigator delegates
some of his/her responsibilities under the Protocol. The Principal Investigator shall ensure compliance with
the Protocol at all times.

25 Informed Consent. Site agrees and warrants that it will obtain a valid informed consent form from
each Subject in the Study or its legal representative in accordance with Applicable Laws and this
Agreement. Site shall ensure that such consent permits Company's use of the Biological Materials and
Study data for at a minimum the purposes of monitoring the accuracy and completeness of the research
data, performing clinical and scientific research, and medical product development.

3. REAGENTS AND STUDY DRUG

31 Company shall provide or reimburse the following Study Drug(s) to Site as required by Protocol:
darbepoetin alfa ("Study Drug(s)"). If Site is responsible for obtaining Study Drug for use in the Study,
Company will reimburse Site for purchase costs of Study Drug as detailed in a proper invoice. Such
purchase or reimbursement cost shall not exceed the amount set forth in Schedule A. The Site agrees and
warrants that it will not seek payment or reimbursement from any Subject or third party for the cost of the
Study Drug(s) or the Study Drug that is provided without charge or reimbursed by Company under this
Order.

32 The cost of non-Company drug(s) and/or materials and/or reagents is not paid or reimbursed by a
third party; however it is required by the Protocol for Subjects participating in the Study ("Required
Material(s)"). Company will reimburse the Site for the cost of the Required Material(s) as detailed in a
proper invoice. Such purchase or reimbursement costs shall not exceed the amount set forth in Schedule
A. The Site agrees and warrants that it will not seek payment or reimbursement from any Subject or third
party for the cost of any Required Material(s) that is provided without charge or reimbursed by Company
under this Order. Site also warrants that it shall not seek or accept reimbursement from any Subject or
third party payor for procedures, tests, treatments, items or services that are funded or provided by
Company pursuant to the Agreement.

4. PERFORMANCE PERIOD AND ENROLLMENT OF SUBJECTS

4.1 The Study will commence upon execution of this Order, approval of the IRB/IEC, and any required
approvals of applicable governmental authorities, including the Drug Controller General of India (DCGI),
and will continue until completion of the Study as required by the Protocol (including any amendments
thereto) unless this Order is terminated earlier pursuant to the Agreement.

5. REQUIRED EQUIPMENT

51 The parties acknowledge that Site will require the following equipment for the performance of the
Study ("Required Equipment"): Laptop. Such Required Equipment will be lent by Company or its
representative to Site for use in the Study.

ATTESTED
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8.2 Delivery. As necessary, Company or its representative shall arrange for the delivery of the Required
Equipment, which such equipment shall be delivered to the Site at the following address: KLES Dr.
Prabhakar Kore Hospital and Medical Research Center, Nehru Nagar, Belgaum-590010, Karnataka, India.

5.3 Installation of Required Equipment. Company or its representative shall provide for installation of
the following equipment: Laptop.

54 Technical Support of Required Equipment. Company or its representative shall provide for technical
support and maintenance of the following equipment: Laptop.

6. COMPENSATION

6.1 Compensation and payment terms are as set forth in Schedule A, attached hereto and incorporated
herein.

6.2 Unless otherwise specified in Schedule A, in consideration for performance under the terms of this
Order, Company will make payment within a reasonable time after receipt of (i) a proper invoice and (ii) the
Case Report Forms or any similar document detailing the procedures performed and/or visits completed as
set forth in Schedule A, as monitored by Company or its representative. It is expected that the Case Report
Forms will be completed between monitoring visits.

6.3 Payments from Company to Site due hereunder shall be made payable and sent to the following:

KLES Dr. Prabhakar Kore Hospital and Medical Research
Center "Payee”

Payments payable to:

From time to time, the Site may request in writing a change in Payee information. If Company agrees to the
requested change, no additional amendment of the Order will be necessary.

7 MISCELLANEOUS

i Principal Investigator understands and agrees that his/her personal information including name,
contact details, financial information relating to, among other matters, compensation and reimbursement
payments for study conduct, and other personal data in connection with Principal Investigator's conduct of
the Study will be processed both by computer and manually, by Company and its affiliates and contractual
partners in order to comply with Company's and its affiliates' obligations imposed by law, guidance or
regulatory authorities and for other purposes including considering from time to time potential investigators
for future studies or organizing safety reporting. Principal Investigator further understands and agrees that
his/her personal data may, if necessary for these purposes, be made available to regulatory authorities and
ethics committees. Principal Investigator understands and agrees that the Company's use and disclosure
of personal data may involve use and disclosure in countries other than that where the Principal Investigator
is located. Such countries may include but not be limited to: the United States, Japan, Canada, Australia,
New Zealand, Switzerland, or countries in Latin America or Asia. Principal Investigator further understands
that not all countries to which personal information may be transferred offer an equivalent level of protection
of privacy of personal information. Principal Investigator is entitled to request access to his/her personal
data held by Company or its affiliates and to have such data corrected if necessary.

72 Site acknowledges and agrees that Company shall have the right to disclose publicly the terms and
conditions of the Agreement and this Order, including, without limitation, Site's name, description of
services, and amount of payment.

T3 Company Inspections/Monitoring/Audit. The parties agree that for this Order the provision
regarding Company Inspections/Audit in the Agreement shall be amended and restated as follows:
"Company Inspections/Monitoring/Audit. Company and its representatives shall have the right during
reasonable business hours and after reasonable advanced notice to monitor and audit the activities of Site
related to a Study. At no additional cost to Company, Site shall cooperate with any monitoring and audit
conducted hereunder and make available to Company or its representatives for examination and duplication
all documentation, data, and information relating to any Study. Site shall permit Company and its authorized
representatives to inspect (i) the facilities where a Study is or will be performed,; (ii) any equipment used or
involved in the conduct of a Study; (iii) any records and source documents, including but not limited to
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medical records (whether in electronic or paper format); (iv) any related authorizations or patient informed
consent forms; and (v) other relevant information necessary to determine whether a Study is being
conducted in conformance with this Agreement and Applicable Laws. Further, direct access to electronic
medical records for the purpose of monitoring/auditing source data is preferred, where possible, and in all
cases, Site will provide the same level of access to source records to the monitor/auditor as provided to
inspectors."

7.4 The parties agree that for this Order the Agreement shall be amended and supplemented by the
following new provision: "Anti-Corruption. Site represents, warrants and covenants, as of the Effective Date
to and through the expiration or termination of each Order or this Agreement, (i) that Site, and, to the best
of its knowledge, Site Representatives, shall not, directly or indirectly, offer, pay, promise to pay, or
authorize such offer, promise or payment, of anything of value, to any individual or entity for the purposes
of obtaining or retaining business or any improper advantage in connection with this Agreement, or that
would otherwise violate any Applicable Laws, rules and regulations concerning or relating to public or
commercial bribery or corruption ("Anti-Corruption Laws"); (ii) that the books, accounts, records and
invoices of Site related to this Agreement or related to any work conducted for or on behalf of Company are
and will be complete and accurate; and (iii) that Company may terminate this Agreement (a) if Site or Site
Representatives fails to comply with the Anti-Corruption Laws or with this provision, or (b) if Company has
a good faith belief that Site or Site Representatives has violated, intends to violate, or has caused a violation
of the Anti-Corruption Laws. If Company requires that Site complete a compliance certification, Company
may also terminate this Agreement if Site (1) fails to complete a compliance certification, (2) fails to
complete it truthfully and accurately, or (3) fails to comply with the terms of that certification. For the
purposes of this Section, Site Representatives shall be deemed to further include owners, directors, officers,
or other third party acting for or on behalf of Site.

IN WITNESS WHEREOF, the parties hereto have caused their duly authorized representatives to execute
this Order.

AMGEN TECHNOLOGY PVT. LTD. KLES DR. PRABHAKAR KORE HOSPITAL AND

MEDICAL RESEARCH CENTER
(signature)

By: Dr. Veena Jaguste (signature)
By:

Title: Director, Development Operations (print or type name)
Title:

Date:
Date:

DR. ROHAN BHISE

(signature)
By:

(print or type name)
Title:
Date:

ATTESTED

T
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AMG Darbepoetin aifa- 20070782
Pl: Dr. Rohan Bhise

Stte # 5589

Planned Number of Subjects 25

Planned Number of Sites 1

Desription Frequency/Detail Unit Cost Tota

Patient Milestones In accordance with Table below 11,55,900.00 2,88,97,500.00

Radiology In accordance with Table below 4,37,520.00 1,09,38,000.00

Additional Assessments In accordance with Table below 22,752.00 5,68,800.00

Screen Failures In accordance with Table below 28,800.00 5,18,400.00

Re-Screens In accordance with Table below 10,140.00 5,07,000.00

Chemotherapy Costs In accordance with Table below 3,73,600.00 93,40,000.00

Administrative Start-Up Costs In accordance with Table below 40,000.00 40,000.00

Miscellaneous In accordance with Table below 1,44,000.00 1,44,000.00

Maximum Study Cost: 5,09,53,700.00

Patient Milestones are inclusive of Hospital overhead fees, pharmacy costs, laboratory costs
All Costs are denoted in. ~ Rupees
Per Patient Fee (Overhead 20%)
Visit Type Visit Description Cost
Screening Screening 28,800.00
Week 1 14,940.00
Week 4 12,780.00
Week 7 12,780.00
Week 10 25,440.00
Week 13 12,780.00
Week 16 12,780.00
Week 19 25,440.00
Week 22 12,780.00
Week 25 12,780,00
Week 28 25.440.00
Week 31 12,780.00
Week 34 12,780.00
Week 37 25,440.00
Week 40 12,780.00
Week 43 7,860.00
Week 46 20,520.00
Week 49 7,860.00
Week 52 7,860.00
Week 55 20,520.00
Week 58 7,860.00
Week 61 7.860.00
Week 64 20,520.00
Week 67 7.860.00
Week 70 7,860.00
Week 73 20,520.00
Week 76 7.860.00
Week 79 7.860.00
Week 82 20,520.00
Week 85 7.860.00
Week 88 7.860.00
Week 91 20,520.00
Week 94 7.860.00
Week 97 f 7,860.00
ATTESIEV
Dr. VA Kdthiwale
Registrar
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AMG Darbepoetin alfa- 20070782

Pl Dr. Rohan Bhise

Week 100 Serre
Week 103 20,520.00
Week 106 7,860.00
Week 109 7,860.00
Week 112 20,520.00
Week 115 7.860.00
Week 118 7,860.00
Week 121 20,520.00
Week 124 7,860.00
Treatment Phase Week 127 7,860.00
Week 130 20,520.00
Week 133 7,860.00
Week 136 7,860.00
Week 139 20,520.00
Week 142 7.860.00
Week 145 7,860.00
Week 148 20,520.00
Week 151 7,860.00
Week 154 7,860.00
Week 157 20,520.00
Week 160 7,860.00
Week 163 7,860.00
Week 166 20,520.00
Week 169 7,860.00
Week 172 7,860.00
Week 175 20,520.00
Week 178 7,860.00
Week 181 7,860.00
Week 184 20,520.00
Week 187 7,860.00
Week 190 7,860.00
Week 193 20,520.00
Week 196 7,860.00
Week 199 7,860.00
Week 202 20,520.00
Week 205 7,860.00
Week 208 7,860.00
Week 211 20,520.00
Week 214 7,860.00
Week 217 7,860.00
Week 220 20,520.00
Week 223 7,860.00
Week 226 7,860.00
Week 229 20,520.00
Week 232 7,860.00
Week 235 7,860.00
Week 238 20,520.00
Week 241 7,860.00
Week 244 7,860.00
Week 247 20,520.00
Week 250 7.860.00
Last Dose of IP 7.860.00
Next Q3W visit after disease progression 22.440.00
20,040.00

ATTESTED
Dr. VA K§thiwale
Registrar
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AMG Darbepoetin alfa- 20070782

Pl Dr. Rohan Bhise

Site #. 5589
Month 4 480.00
Month 7 480.00
Month 10 480.00
Month 13 480.00
Month 16 480.00
Month 19 480.00
Month 22 480.00
Month 25 480.00
Month 28 480.00
Month 31 480.00
Month 34 480.00
Month 37 480.00
Long Term Follow-Up Vionth 40 nee
Month 43 480.00
Month 46 480.00
Month 49 480.00
Month 52 480.00
Month 55 480.00
Month 58 480.00
Month 61 480.00
Month 64 480.00
Month 67 480.00
Month 70 480.00
Month 73 480.00
Per Subject Totals
Per Subject Total for Completers using CT Scans 11,55,900.00
Maximum Per Subject Total 11,55,900.00

Radiology Costs

Radiology procedures shall be paid at the rates below, if required. Amgen shall pay for either CT or MRI Scans and Scans per

Patient.

Radiology Procedures (Payable on Invoice)

Cost

Frequency

Total per Patient

CT Chest & Interpretation 5,100.00 30 per Subject  N/A
CT Abdoman & Interpretation 5.400.00 30 per Subject  N/A
MRI Chest & Interpretation 6,780.00 30 per Subject 2,03,400.00
MRI Abdoman & Interpretation 7,680.00 30 per Subject 2,30,400.00
CT Brain 3,720.00 1 per Subject 3,720.00
Total Maximum Per Patient 4,37,520.00
Total maximum for additional costs assumes PET/CT costs

Additional Assessments
Additional Procedures (Payable on Invoice) Cost Frequency Total per Patient
Whole Body Bone Scan 10,800.00 2 per Subject 21,600.00
X-Ray Bone (max) 336.00 2 per Subject 672.00
Biopsy Sample process and handling 480.00 1 per Subject 480.00
Total Maximum Per Patient 22,752.00

Screen Failures

A max of 18 Screen Fails will be paid per Site at a rate in accordance with table below

Visit Description Cost

Screen Failure | 28,800.00
Maximum Screen Failure Costs 28,800.00

Version: 1
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AMG Darbepoetin alfa- 20070782

Pl Dr. Rohan Bhise

Site #; 5589
Re-Screens
A max of 2 Re-Screens will be paid per Subject at a rate in accordance with table below.
Visit Description Cost
Re-Screen Labs & Procedures | 10,140.00
Maximum Re-Screen Costs 10,140.00
Chemotherapy Costs (Payable only against original invoice)
Description Cost Frequency Total per Patient
Pemetrexed 60,000.00 6 per Subject 3,60,000.00
Cisplatin 1,700.00 8 per Subject 13,600.00
Total Maximum Per Patient 3,73,600.00

*Inj. Pemetrexate will be reimbursed beyond 6 cycles only for the cases where it is used as first line chemotherapy, which immediately rolls into
maintenance treatment with no break or change to the treatment administered and where study IP is continued.

# Inj. cisplatin will be reimbursed to the sites for maximum of 8 cycles/patient, with a reimbursement cost of no more than Rs 1,700/- per cycle
and no more than Rs. 13,600/patient overall.

Administrative Start-Up Costs

Description Cost Frequency Total
IRB Initial Review Fee 40,000.00 1 Total 40,000.00
Total Maximum 40,000.00
Miscellaneous
Description Cost Frequency Total
Broadband charges for eCRF data entry 1,500.00 36 per Month 72,000.00
ISD phone line rent & monthly charges 1,500.00 36 per Month 72,000.00
Total Maximum 1,44,000.00

PAYMENT DISTRIBUTION

Initial Payment 50,000.00((Estimated advance for 1 cycle for 1 subject)

Amgen will pay Institution this initial payment upon execution of the Agreement. In order
to receive further funds towards Subject related costs, the amount earned must exceed this initial payment
In the event that the total amount eamed for the Study is less than this initial payment, all uneared
funds are fully refundable fo Amgen.

Progress Payment Quarterly (based on calendar quarter), in accordance with Budget Worksheet attached hereto and incorporated
Frequency herein by reference

The payment of the study will be made in the favor of ----—-=-mm-semeeeeees !
The EC for this study will be 'Ethics Committee of KLE University' and the payment of the EC fees will be made in the favor of '‘Registrar, KLE University,
Belagavi'

Site represents and warrants that it shall not seek or accept reimbursement from any Subject or third party payors (including
any "federal health care program" as defined at 42 U.S.C. section 1320a-7h(f)) for Study Drug(s), procedures, tests,
treatments, drugs, reagents, materials, items or services that are funded by Company pursuant to the Agreement or provided
without charge by Company for Study purposes.

In the event Site is not reimbursed for routine clinical services contemplated in the Protocol, Site may remit an invoice to Company. If
Company is in agreement with the invoice. Company will reimburse Site for the invoiced amount subject to a fair market value
assessment by Company

Company shall pay for or provide those Study Drug(s), procedures, tests, treatments, drugs, reagents, materials, items, or services
identified in the Protocol's Schedule of Assessments, except that the following are not paid for or provided without charge by Company:

N/A

Invoices

1) "Any additional activities/tests/procedures performed for the Study, which are not mentioned in this budget (schedule-A) may be reimbursed
on confirmation of approval from the Amgen study team and receipt of an original invoice and rationale provided by the Site."

2) For all items that are payable upon invoice as indicated above, please send invoices to Company as follows:

Amgen Technology Pvt Ltd AVT __JqlE.D
Dynasty Business Park,
Level 4, A wing, A.K Road

\ | i
Andheri (East) Mumbai 400059 Dr. VA Kothfwale
Please submit invoices only for items indicated as payabie upon invoice. Registr 1 AS
Version: 1 KLE Academy of Higher Education and Research, Pages of 8
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COLGATE-PALMOLIVE (INDIA) LIMITED

CST : 27920000024/C di. 1.4.06

26" June’15

Dr. Seema Madbhavi

PG Student in Dept. of Oral Pathology and Microbiology
Vishwanath Katti Institute of Dental Sciences

Belgaum

Re: Sponsorship of Research Grant for MDS Dissertation

Dear Dr. Seema Madbhavi,

This is with regards to your request for sponsorship of Research grant for MDS
Dissertation for topic “Evaluation of basic Fibroblast Growth Factor in Oral
Squamous Cell carcinoma and the adjacent Apparently normal mucosa - An
Immunohistochemical study”. We are pleased to inform you that we would sponsor the
captioned dissertation-cum-research study being carried out by you, the sponsorship
amount being Rs. 10,000/- subject to following terms and conditions.

1. Colgate-Palmolive (I) Ltd being sole sponsors of this research project, no
collaboration should be entered into with any other organisation for this purpose.

2. A brief report of the project should be sent to us from time to time and on completion
of the same, following documents should be mailed to us on seema amin(@colpal.com

3. Grants would be given on Submission of thesis copy and article.

a) Soft Copy of the final thesis / Dissertation submitted to the University
b) 2 Page Summary of the thesis with details like:

- Study Topic

- Study Objective

- Trial Conditions & Methods

- Study Subjects

- Methods

- Inclusion & Exclusion Criteria

- Result '

- Any Graphs / Images ATTESTED

Dr. VA Kotywale

Registrar 5
KLE Academy of Higher Education and Research, 1 A
(Deemed-to-be-University u/s 3 of the UGC Act, 1956)
Belagavi-590 010,Karnataka



- Conslusions
- References

¢) Letter of the Dean & HOD stating that you have completed your thesis on College
Letterhead alongwith Deans & HOD’s signature
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RESEARCH PROJECT

EFFICACY AND SAFETY OF ALERT CAPSULE IN THE
MANAGEMENT OF GENERALIZED ANXIETY DISORDER-
AN OPEN LABEL CLINICAL STUDY

ABSTRACT

Generalized anxiety disorder (GAD) is characterized by excessive, uncontrolled and often
irrational worry, that is, apprehensive expectation about events or activities. In India,
around 6-10% population is suffering from GAD. Anxiolytic drugs are extremely tempting,
and prescribed to millions of individuals suffering from anxiety and stress. But some of
them (like Benzodiazepines, Buspirone) are known to produce side effects like
hypotension, nausea, memory loss, sexual dysfunction, headache etc. Thus, it needs to
search for safe and effective solution. The present study is to be initiated for evaluating
clinical efficacy and safety of Alert Capsule in the management of Generalized Anxiety
Disorder (GAD). Disease specific inclusion and exclusion criteria have been selected and
shall be employed for the enrolment of patients. For the assessment of efficacy
appropriate subjective parameters like Generalized Anxiety Disorder 7 (GAD-7) scale,
Hamilton Anxiety Rating Scale (HAM-A), Hamilton Depression Rating Scale (HAM-D),
WHO Quality of life BREF, Pittsburg sleep quality index, Clinical global Impression will be
used. On another hand, bio-chemical parameter like serum cortisol level will be analysed
as anxiety marker other investigations like liver Function test, Renal Function test,
Complete blood profile like Hb, ESR, RBC, PCV, MCV, MCH, MCHC, WBC, WBC Differential,
total platelet count, MPV and blood clotting time will be evaluated. Urine & Stool routine
examination will also be carried out. Total study period in a patient will be of 60 days.
Treatment with test drug will be provided for 1 month and followed by 1 month period of
placebo interventional observation period. Follow-up visit is to be scheduled at every 2
weeks of interval with 4 follow up. All the laboratory investigations will be carried out at
base line and 30th day. However evaluation with all the clinical assessment scales will be
carried out at all the visits. Appropriate statistics tools shall be applied to find out
statistical significance of undergoing therapy.

Prepared by
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INTRODUCTION:

Generalized anxiety disorder (GAD) is characterized by excessive, uncontrolled
and often irrational worry, that is, apprehensive expectation about events or activities. [
This excessive worry often interferes with daily functioning, as individuals with GAD
typically anticipate disaster, and are overly concerned about everyday matters such as

health issues, money, death, family problems, friendship problems, interpersonal
relationship problems, or work difficulties.[23]

Generalized anxiety disorder affects about 3.1% American adults age 18 years and
older (about 18%) in year 2010, causing them to be filled with fearfulness and
uncertainty. The average age of onset is 31 years old.|*l In India, around 6-10% population
is suffering from GAD.I5!

Anxiolytic drugs are extremely tempting, and prescribed to millions of individuals
suffering from anxiety and stress. But some of them (like Benzodiazepines, Buspirone)
are known to produce side effects like hypotension, nausea, memory loss, sexual
dysfunction, headache etc.l%l Thus, it needs to search for safe and effective solution.

In Ayurveda, various medicinal plants are recommended for management of
anxiety. Thinking in the same line, Vasu Healthcare has formulated polyherbal capsule
known as Alert Capsule in soft gelatine form. It contains Celastrus paniculatus
(Jyotishmati) Seed oil,[7-11] and Cow Ghee,'213] processed with Acorus calamus (Vaj)
Rhizome, ') Convolvulus pluricaulis (Shankhapushpi) Whole plant,[?>-19 Nardostachys
jatamansi (Jatamansi) Rhizome,[2°-21 and Eclipta alba (Bhringraj) Whole plant.[22]
Ingredients of Alert capsule are well reported in Ayurvedic texts and scientific research
publications for Anti-anxiety activity. Alert capsule at therapeutic dose levels has shown
good anti-fatigue activity in experimental rats.[23]

Al OBJECTIVE:

Primary Objective:

To assess the clinical efficacy of Alert Capsule in the management of Generalized Anxiety
Disorder (GAD)

Secondary Objective:

To assess the safety of Alert Capsule

MATERIALS AND METHODS:

Study type : Interventional, open labelled

Purpose : Treatment

Timing : Prospective

End point : Efficacy and safety (Completion of treatment and follow-up period)
No. of Group : 1 group

Subjects : 60 patients

Selection of patients for clinical study:

For the purpose of this study, established cases of generalized anxiety disorder who are
fulfilling the inclusion criteria and willing to give their consent to participate in the
clinical trial, will be selected irrespective of their sex, caste, religion, habitat from OPD &
IPD of respective institute.

ATTESTED
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Patient undergoing conventional treatment if matches inclusion criteria can be included
after wash out period of 15 days.

Pre-treatment Observation:

All selected patients following registration will be informed regarding the objectives of
clinical trial and their consent will be taken before initiating study. After preliminary
registration diagnostic medical history will be taken according to Ayurveda and modern
clinical methods. Detailed proforma will be prepared to assess the status of the patient.

IN ITERIA:
(1) Patients (Male & Female) between the age group of 18 and 60 years and willing to
give consent to participate in the study.
(2) Patients having Generalized Anxiety Disorder 7 (GAD-7) score 2 10
(3) Patients having Hamilton Anxiety Rating Score (HAM-A) 2 11
(4) Patients suffering from psycho- physiological insomnia especially due to anxiety.

EX | RITERIA:
(1) Patients below 18 years and above 60 years
(2) Patients with Hamilton Depression Rating Scale score >13
(3) Patients suffering from any serious liver, kidney and cardiac diseases.
(4) Patients having history of any genetic disorders
(5) Patients on hypnotic medicine or other drugs which known to cause drowsiness.
(6) Lactating & pregnant women
(7) Patients on any Psychotropic or Nuerotrophic drugs 4 weeks prior to the study

DRUG UNDER TRIAL: ALERT CAPSULE
Composition: Each soft gelatine capsule contains
:‘; Ingredients Part Used Quantity
1 Celastrus paniculatus (|yotishmati) oil Seed 75 %
Z Cow Ghee --- 25%
Processed with (Sidhdha with)
L Acorus calamus (Vaj) Rhizome -
4 Convolvulus pluricaulis (Shankhapushpi) Whole plant
8. Nardostachys jatamansi (Jatamansi) Rhizome
6 Eclipta alba (Bhringraj) Whole plant -
TEST DRUG, DOSE AND DURATION:

Test Drug: Alert Capsule

Dose: 1 capsules twice a day, after meal
Vehicle: Normal drinking water

Route of administration: Oral
Duration: 1 month

D ATTESTED
0’'S & DONT'S:
All the subjects during the course of clinical §ial shall be advised to take healthy diet.
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Smoking and sedentary life shall be discouraged in the patients.

DURATION OF STUDY: 60 days. 30 days of active intervention followed by 30days of
follow up observation with placebo intervention.

STUDY PERIOD: 24 Months

FOLLOW UP:

Follow up study will be carried out for 1 (One) month after completion of the treatment at
interval of 2 weeks. Placebo will be provided during follow-up period.

ADR (Adverse drug reaction):- Any adverse drug reaction is to be duly attended and
treated.

Rescue medicine / treatment: In case of any emergency, patients will be terminated
from the study and transferred for appropriate emergency treatment.

RIT TH

Assessment of therapeutic efficacy & safety will be done on the basis of subjective as well
as objective parameters.

Subjective parameters:

Generalized Anxiety Disorder 7 (GAD-7)24

Hamilton Anxiety Rating Scale (HAM-A)25

Hamilton Depression Rating Scale (HAM-D)26.27

Pittsburg Sleep Quality Index 28

WHO quality of life BREF (Ref) 2230

Clinical Global Impression Scale 3132

AR TR R e

Objective parameters:
1. Serum cortisol level
2 CBC: Hb, ESR, RBC, PCV, MCV, MCH, MCHC, WBC, WBC Differential, total
platelet count, MPV and blood clotting time.
3 Liver function test: SGOT & SGPT

4, Renal function test: Blood urea nitrogen, S. creatinine & Creatinine
clearance rate

5 Urine examination

6. Stool examination

PRIMARY AND SECONDARY OUTCOME MEASURES

Primary: Primary outcomes will be effect of drug on subjective and objective parameters
Secondary: Assessment of drug safety and patient’s compliance

STATISTICAL ANALYSIS:

The Wilcoxon signed rank method will be used to check the significance of the subjective
criteria and paired “t” test will be used for objective criteria in a single group.

Values will be expressed in Mean + SD. The obtained results will be interpreted as follow,

P> 0.05 : Insignificant P <0.01 : Highly significant
P<0.05 : Significant ATTESJED P <0.001 : Very highly significant
4
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POLICY REGARDING HANDLING OF IMPERFECT DATA

1. In case of complete failure of the treatment, all data will be submitted to sponsor
company. Company is to take decision on it.

2. In case of intolerance to the drug, trial will be terminated and informed to the
sponsor with detail justification.

3. In case of patients lost in follow-up, try to counsel such patients who really willing
to complete the treatment. Selection of the patients is the responsibility of
principal investigator.

4. In case of lost data, principal investigator and his / her team will be considered
responsible.

5. In case of withdrawal from therapy due to any reason, additional 10 patients will
be enrolled to avoid interference in data due to dropout / withdrawal.

FINANCIAL IMPLICATION:

Clinical examinations will be carried out at Pathology and biochemistry laboratories
available in hospital. Detail financial break-up will be provided by institutes.

FA =P TE
Sr. | Investigation B.T. | After | After | After 45 | After 60 | Frequency No. of
No. 15 30 days days of test / Patient
days | days patients
1 Subjective Ly g Vg X ¥ 5 60+5
parameters
2 Serum cortisol level | Y Y - - 2 60+5
3 CBC Y i - -- 2 60+5
4 Urine examination Y === Y - -- 2 60+5
o Stool examination b § --- Y -- -- 2 60+5
6 Liver function test Y --- Y - - 2 60+5
7 Renal function test i -= i -- -- 2 60+5
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ANNEXURE - 1

Generalized Anxiety Disorder 7-item (GAD-7)

(Ref.: Spitzer RL, Kroenke K, Williams JBW, Lowe B. A brief measure for assessing generalized anxiety

disorder. Arch Inern Med. 2006;166:1092-1097.)

The Generalized Anxiety Disorder 7-item (GAD-7) is the most widely used psychological
instrument for measuring the severity level of disorder. Each item is rated on a 4-point scale, as

mentioned below

0 = Not at all; 1 = Several days; 2= Over half days; 3 = Nearly everyday

Kindly mention appropriate score

Sr. | In the last 2 weeks, how often have Score
No. | you been bothered by the following Before After 15 days | After 30 days

problems? treatment | of treatment | of treatment
1 Feeling nervous, anxious, or on edge

Not being able to stop or control

worrying
3 Worrying too much about different

things
4 Trouble relaxing
5 Being so restless that it's hard to sit

still
6 Becoming easily annoyed or irritable
¥ Feeling afraid as if something awful

might happen

Total Score
Total score & interpretation:
Total score Your GAD level
0 Nil
1-5 Mild severity
6-10 Moderate severity
11-15 Severe
16-21 Very severe
ATTESTED
9

Dr. VA KotRiwale

Regisirar
KLE Academy of Higher Education and Research,
(Deemed-to-be-University w/s 3 of the UGC Act,1956)
Belagavi-590 010,Kamataka




NNEX

-2

{(Ref: Hamilton M. The assessment of anxiety states by rating. Br | Med Psychol 1959; 32:50-55.)

The Hamilton Anxiety Rating Scale (HAM-A) is a rating scale developed to quantify the severity of
anxiety symptomatology, often used in psychotropic drug evaluation. It consists of 14 items, each
defined by a series of symptoms. Each item is rated on a 5-point scale, as mentioned below

0 = Not present; 1 =Mild; 2= Moderate;

Kindly mention appropriate score

3 =Severe;

4= Very severe

Sr.

No.

Condition

Before
treatment

After 15
days of
treatment

After 30
days of
treatment

Anxious mood: Worries, anticipation of the
worst, fearful anticipation, irritability

Tension: Feelings of tension, fatigability,
startle response, moved to tears easily,
trembling, feelings of restlessness, inability
to relax

Fears: Of dark, of strangers, of being left
alone, of animals, of traffic, of crowds

Insomnia: Difficulty in falling asleep, broken
sleep, unsatisfying sleep and fatigue on
waking, dreams, nightmares, night terrors

Intellectual: Difficulty in concentration,
poor memory

Depressed mood: Loss of interest, lack of
pleasure in hobbies, depression, early
waking, diurnal swing

Somatic (muscular): Pains and aches,
twitching, stiffness, myoclonic jerks, grinding
of teeth, unsteady voice, increased muscular
tone

Somatic (sensory): Tinnitus, blurring of
vision, hot and cold flushes, feelings of
weakness, pricking sensation

Cardiovascular symptoms: Tachycardia,
palpitations, pain in chest, throbbing of
vessels, fainting feelings, missing beat

10

Respiratory symptoms: Pressure or
constriction in chest, choking feelings,
sighing, dyspnea

11

Gastrointestinal symptoms: Difficulty in
swallowing, wind abdominal pain, burning
sensations, abdominal fullness, nausea,
vomiting, borborygmi, looseness of bowels,

loss of weight, constipation ATTE\STED
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12 | Genitourinary symptoms: Frequency of
micturition, urgency of micturition,
amenorrhea, menorrhagia, development of
frigidity, premature ejaculation, loss of
libido, impotence

13 | Autonomic symptoms: Dry mouth, flushing,
pallor, tendency to sweat, giddiness, tension
headache, raising of hair

14 | Behavior at interview: Fidgeting,
restlessness or pacing, tremor of hands,
furrowed brow, strained face etc

TOTAL SCORE
Total score & interpretation:
A total score range of 0-56, where
Total score Your anxiety level
0to 10 Nil
11t017 Mild severity
18to 25 Moderate severity
26 to 30 Severe
i 31 & Above Very severe
ALLED [ED
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N -3

n ion i 1 -
(Hamilton M. A Rating Scale for Depression. ] Neurol Neurosurg Psychiatry 23:56-62, 1960)
(Hamilton M. Development of Rating scale for Primary Depressive illness. Br. | Soc Clin Psychol 6: 278-296,
1967)
The Hamilton Depression Rating Scale (HAM-D) is a rating scale developed to quantify the
severity of Depression symptomatology, often used in psychotropic drug evaluation. It consists of
17 items, each defined by a series of symptoms. Each item is rated on a 5-point scale, as
mentioned below

0 = Not present; 1 =Mild; 2= Moderate; 3 =Severe; 4= Very severe

Kindly mention appropriate score

Sr. | Condition Before After 15 After 30
No. treatment days of days of
treatment | treatment

1 Depressed mood

This item covers both the verbal and the
non-verbal communication of sadness,
depression, despondency, helplessness and
hopelessness.

2 Self-depreciation and guilt feelings

This item covers the lowered self-esteem
with guilt feelings.

Suicidal impulses

Initial insomnia

Middle insomnia

Delayed insomnia = Premature awakening

Work and interests This item includes both
work carried out and motivation. Note,
however, that the assessment of tiredness
and fatigue in their physical manifestations
is included in item 13 (general somatic
symptoms) and in item 23 (tiredness and
pain)

8 Retardation (general)

9 Agitation

10 | Anxiety (psychic) This item includes
tenseness, irritability, worry, insecurity, fear
and apprehension approaching
overpowering dread. It may often be difficult
to distinguish between the patient's
experience of anxiety ("psychic” or "central”
anxiety phenomena) and the physiological
("peripheral”) anxiety manifestations which
can be observed, e.g,, hand tremor and
sweating. Most important is the patient's
report on worry, insecurity, uncertainty,
experiences of dreadfulness, i.e. th.‘e_é;sychic
("central") anxiety. ATTESTED
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11 | Anxiety (somatic)

This item includes physiological
concomitants of anxiety: All feeling states
should be rated under item 10 and not here.

12 | 12. Gastro-Intestinal Symptoms may stem
from the entire gastro-intestinal tract. Dry
mouth, loss of appetite, and constipation are
more common than abdominal cramps and
pains. Must be distinguished from gastro-
intestinal anxiety symptoms ("butterflies in
the stomach” or loose bowel movements)
and also from nihilistic ideas (no bowel
movements for weeks or months; the
intestines have withered away) which should
be rated under 15 (Hypochondriasis).

13 | General Somatic

Central are feelings of fatigue and
exhaustion, loss of energy. But also diffuse
muscular achings and pains in neck, back or
limbs, e.g. muscular headache.

14 | Sexual interests This subject is often
difficult to approach, especially with elderly
patients. In males try to ask questions
concerning sexual preoccupation and drive,
in females responsiveness (both to engage in
sexual activity and to obtain satisfaction in
intercourse).

15 | Hypochondriasis
Preoccupation with bodily symptoms or
functions (in the absence of somatic disease)

16 | Loss of insight

This item has, of course, only meaning if the
observer is convinced that the patient at the
interview still is in a depressive state.

17 | Weight loss
Try to get objective information; if such is
not available be conservative in estimation.

TOTAL SCORE

ATTESTED
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ANNEXURE - 4

Pi
[Buysse DJ, Reynolds CF, Monk TH, Berman SR, D] Kupfer (1989) The Pittsburgh Sleep Quality Index: A New Instrument for
Psychiatric Practice and Research, Psychiatry Research, 28 193-213].

Instructions:
The following questions relate to your usual sleep habits during the past month ONLY. Your
answers
should indicate the most accurate reply for the majority of days and nights in the past month.
Please answer all questions.
1. During the past month, when have you usually gone to bed at night?

USUAL BED TIME
2. During the past month, how long (in minutes) has it usually taken you to fall asleep each
night?

NUMBER OF MINUTES
3. During the past month, when have you usually gotten up in the morning?

USUAL GETTING UP TIME
4. During the past month, how many hours of actual sleep did you get at night? (This may be
different than the number of hours you spend in bed.)

HOURS OF SLEEP PER NIGHT
For each of the remaining questions, check the one best response. Please answer all questions.
5. During the past month, how often have you had trouble sleeping because you........

(a) cannot get to sleep within 30 minutes

Not during the Less than Once or Three or more

past month once a week twice a week times a week

(b) Wake up in the middle of the night or early morning

Not during the Less than Once or Three or more

past month once a week twice a week times aweek_

(c) Have to get up to use the bathroom.

Not during the Less than Once or Three or more

past month once a week twice a week times aweek

(d) Cannot breathe comfortably.

Not during the Less than Once or Three or more

past month once a week twice a week times a week_____

(e) Cough or snore loudly.

Not during the Less than Once or Three or more

past month once a week twice a week timesaweek_

(f) Feel too cold.

Not during the Less than Once or Three or more

past month once a week twice a week times a week____

(g) Feel too hot.

Not during the Less than Once or Three or more

Past month once a week twiceaweek___ timesaweek______

(h) Had bad dreams.

Not during the Less than Once or Three or more

Past month once a week twice a week timesaweek_____

(i) Have pain.

Not during the Less than Once or Three or more

Past month once a week twice a week times a week_____

(j) Other reason(s), please describe

How often during the past month have you had trouble sleeping because of this?
Not during the Less than Once or Three or more

Past month______ once a week ige a week times aweaek
6. During the past month, how woul e your sleep quality overall?
. 14
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Very good
Fairly good
Fairly bad
Very bad
7. During the past month, how often have you taken medicine (Prescribed or "over the
counter") to help you sleep?
Not during the Less than Once or Three or more
Past month once a week twiceaweek__ timesaweek_
8. During the past month, how often have you had trouble staying awake while driving,
eating
meals, or engaging in social activity?
Not during the Less than Once or Three or more
Past month once a week twice a week times a week_
9. During the past month, how much of a problem has it been for you to keep up enough
enthusiasm to get things done?
No problem at all
Only a very slight problem
Somewhat of a problem
A very big problem
10. Do you have a bed partner or share a room?
No bed partner or do not share a room
Partner/ flatmate in other room
Partner in same room, but not same bed
Partner in same bed
11. If you have a bed partner or share a room, ask him/her how often in the past month you
have had.........
(a) Loud snoring.
Not during the Less than Once or Three or more
Past month once a week twice a week times a week_____
(b) Long pauses between breaths while asleep.
Not during the Less than Once or Three or more
Past month once a week twice a week times a week_____
(c) Legs twitching or jerking while you sleep.
Not during the Less than Once or Three or more
Past month once a week twice a week times a week_____
(d) Episodes of disorientation or confusion during sleep.
Not during the Less than Once or Three or more
Past month once a week twice a week times a week_____
(e) Other restlessness while you sleep: please describe

Not during the Less than Once or Three or more
Past month once a week twice a week times a week

ATTESTED
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ANNEXURE - 5

(Skevington SM. Lotfy M, O'Connell KA. The World Health Orgamzation’s WHOQOL-BREF quality of life assessment:
Psychometric properties and results of the international field trial. A report from the WHOQOL group. Qual Life Res 2004;13:299—
310)

(Development of the World Health Organization WHOQOLBREF quality of life assessment. The WHOQOL Group. Psychol Med
1998:28:551-558.)

The following questions ask how you feel about your quality of life, health, or other areas of your
life. 1 will read out each question to you, along with the response options. Please choose the
answer that appears most appropriate. If you are unsure about which response to give to a

question, the first response you think of is often the best one.

Please keep in mind your standards, hopes, pleasures and concerns. We ask that you think about
your life in the last four weeks.

Very Neither Very
Poor . Poor A Good
1. | How would you rate your quality of
life? 20y il - fal 1o 4 Who
Ve Neither & Ve
'ry e Dissatisfied Satisfied nor Satisfied | ry
Dissatisfied ] e | Satisfied
Dissatisfied !

How satisfied are
you with your 1
health? i

The following questions ask about how much you have experienced certain things in the last four
weeks.

Not | A A moderate | Very An extreme
atall | Little | amount Much | Amount
3. | To what extent do you feel that
physical pain prevents you from doing
what you need to do?
4. | How much do you need any medical
treatment to function in your daily
life?
5. | How much do you enjoy life?
6. | To what extent do you feel your life to
be meaningful? _ | J
] A
: Not atall A Little | moderate | Very Much | Extremely
\ amount
7. | How well are you able to ATTESTED
concentrate?
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8. | How safe do you feel in
your daily life?
9. | How healthy is your
physical environment?
The following questions ask about how completely you experience or were able to do certain
things in the last four weeks.
‘ I:to:“ i\ittle Moderately | Mostly | Completely
10. Do yduuut—lave enough energy for e o il
everyday life?
11. | Are you able to accept your bodily
i appearance?
12. | Have you enough money to meet your
needs?
13. | How available to you is the information
' that you need in your day-to-day life?
14. 11 To what extent do you have the
| opportunity for leisure activities?
I Poor | Very Poor Hiahes Rent Good Yerx
nor good Good
15. | How well are you able to get
| around?
' ! Neither
Very esig ol satisfied : Very
Satieid ‘ Dissatisfied o Satisfied Eiit
| dissatisfied
16. | How satisfied are you with |
your sleep?
17. | How satisfied are you with J
your ability to perform | ‘
your daily living activities?
; 18. | How satisfied are you with
' your capacity for work?
19. | How satisfied are you with
yourself?
20. | How satisfied are you
with your personal
relationships?
21. | How satisfied are you
with your sex life? ‘
' 22. | How satisfied are < T [ RS o o o 3 PR
| with the support :
| you get from your |
; friends? ATFE%TED
17
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23. | How satisfied are you !
with the conditions of i

your living place?

24. | How satisfied are you
with your access to
health services?

25. | How satisfied are you
with your transport?

i
!
|
|
g
|
]
|
|

The following question refers to how often you have felt or experienced certain things in the last
four weeks.

Never | Seldom it Very

|
i often often Alvwars

26. | How often do you have negative feelings
such as blue mood, despair, anxiety,
- depression?

ATTESTED
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AN -

Clinical Global I e
(Guy W. Patient assessment in clinical trials. Prog Neuropsychopharmacol Biol Psychiatry
1982;6:601-606)

(GuyW. ECDEU Assessment Manual for Psychopharmacology- Revised (DHEW Publ. No. ADM 76-
338). Rockville, MD: U.S. Department of Health, Education, and Welfare, Public Health Service,
Alcohol, Drug Abuse, and Mental Health Administration, NIMH Psychopharmacology Research
Branch, Division of Extramural Research Programs, 1976: 218-222.)

Severity of illness-Considering your total clinical experiences with this particular population,
how mentally ill is the patient at this time?

1.Normal, not at all ill. 5.Markedly ill.

2.Border line mentally ill. 6.Severely ill.

3.Mildly ill. 7.Among the most extremely ill patients
4 Moderately ill.

Global Improvement-Rate total improvement whether or not in your judgment it is due entirely
to drug treatment. Compared to his condition at admission to the project, how much has he
changed?

1.Very much improved. 5.Minimally waorse.
2.Much improved. 6.Much worse

3.Minimally improved. 7.Very much worse.
4.No Change

Efficacy Index- Rate this item on the basis of drug effect only. Select the terms that best describe
the degrees of therapeutic effect and side effects and make a mark in the box where the two items
intersect.

Therapeutic Side effects
Effect None Do not Significantly Outweigh
Significantly interfere with Therapeutic
interfere with Patient’s effect
Patient's functioning
functioning
4.Marked-Vast | 4.00 2.00 1,33 1.00
improvement
complete or
nearly complete
remission of all
symptoms
3.Moderate- 3.00 1.5 1.00 0.75
Decided
improvement.
Partial
remission of
symptoms
2.Minimal-Slight | 2.00 1.00 0.67 0.50
improvement
which doesn'’t
alter status of
care of patient
1.Unchanged or | 1.00 0.55 0.33 0.25
Worse
ATTESTED
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INSTITUTIONAL ETHICS COMMITTEE
KLE University's Shri B. M. Kankanawadi Ayurved Mahavidyalaya &
KLE Ayurved Hospital, Shahapur, Belgaum

AYURVED HOSPITAL

COMMUNICATION OF DECISION OF THE INSTITUTIONAL ETHICS
COMMITTEE (1EC)

Protocol No: BMK/15/BRT/01

Protocol Title:

“EFFICACY AND SAFETY OF ALERT CAPSULE IN THE MANAGEMENT OF GENERALIZED
ANXIETY DISORDER-AN OPEN LABEL CLINICAL STUDY"

Principal Investigators/Co-investigators: Dr.B.R.Tubaki, Dr Sukumar Nandigowdar

Name & Address of Institution:
KLE University’s Shri B. M. Kankanawadi Ayurved Mahavidyalaya &KLE Ayurved Hospital,

Shahapur, Belgaum

l:] New Review '\_;_ Revised Review :I Expedited Review

Date of Review (DD/MM/YY): 18.02.2016 |
Date of previous review, if revised application:
Name of the Reviewers who attended the meeting:

Dr Supriya Bhalerao, Dr Harsha Hegde, Dr.S.K.Hiremath, Dr. P.Shinde, Dr.Sameer N Naik, Dr.
Rajashree Kamat, Dr.B.S.Hebballi, Mrs Sarita Shirodkar, Mrs. Arati S. Balikai, Mr. Sudheer
kulkarni

Decision of the the Ethics Committee:

Recommended Recommended with suggestions :]
Revision [ ] Rejected Er
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Suggestions/ Clarifications / Reasons/ Remarks:

Following are the suggestions/clarifications of the EC- NIL

Recommended for a period of :One Year

Please note *
- Inform EC immediately in case of any Adverse Events and Serious Adverse Events
- Inform EC in case of any change of study procedure, site and investigator
- This permission is only for period mentioned above
- Annual report to be submitted to EC
- The study has to be conducted as per approved protocol. Any amendments in the
Protocol/ICF/CRF has to be approved from IEC before implementation
- Members of EC have right to monitor the trial with prior intimation
- The status of the study (Completed/Ongoing/Terminated) should be reported annually
- It is mandatory to obtain renewal of approval and apply for the same at the end of 11 months
- The renewal of approval is subjected to submission of annual report. If the above application is

not received within specified period then the permission to renesw the project may lapse

1L~
i

Vs "-‘ e S" ; i
/ ‘Ej\"c\ ET,
Dr. Basavaraj R Tubaki Dr Supriya Bhalerao

(Member Secretary) (Chairperson)
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