Diary No: 299084
Date: 20.11.17

F. No 12-34/13-DC
Government of India
Directorate General of Health Services

Central Drugs Standard Control Organization

FDA Bhawan, New Delhi — 110002 (India)

Tele No.011-23236965
Fax.No.011-23236973

New Drugs Division

To

M/s. Bayer Pharmaceuticals Pvt. Ltd.
Baver house, Central Avenue,
Hiranandani Estate,

Thane (West}-400 607, Maharastra

Dated: |£ -oy. 212

Subject: Phase-IV study to investigate the safety and efficacy of Regorafenib in
Indian patients with metastatic colorectal cancer (mCRC) - regarding.

Reference: Your letter Dated-17/11/2017 on the subject mentioned above.

CT NOC No.CT/ND/13/2018

Sir,

This Directorate has no objection to your conducting the subject mentioned
clinical trial as per the provisions of Drugs & Cosmetics Rules under supervision
of the following investigators and as per the Protocol No: 19214, Version No:
1.0, dated 07.09.2017 submitted to this Directorate.

Sr. Ethics Committee Name/Registration

No. | Investigator & Trial site Number

L. Dr. Boman Dhabhar Fortis hospital Mulund Ethics
Fortis Hospital Ltd, Mulund- | Committee, Fortis Hospital Ltd, Mulund-
Goregaon Link Road, Mulund ) Goregaon Link Road, Mulund west
west Mumbai Mumbai

ECR/531/Inst/MH/2014/RR-17
2. Dr. Vikas Ostwal Ethics Committee-1/1I, Tata memorial

Tata memorial Hospital, Ho, 1
Bhabha Building, 37 Floor, Dr.
E Borges Parel Mumbai

hospital, Ho, | Bhabha Building, 3
Floor, Dr. E Borges Parel Mumbai
ECR/170/Inst/MH/2013/RR-16
ECR/414/Inst/MH/2013/RR-16

2, Dr. Hemant Malhotra

Ethics Commmittee SMS medical c?)lleg(-?

RK Birla Cancer, SMS (and attached hospital, 1t floor, J.L.N
Hospital, C70, Ram Marg, |Marg, Jaipur-302004
Vijay path, Tilak nagar,
L_ Jaipur, rajasthan-302004 ECR/26/Inst/RJ/2013/RR-16 )
HCR Central Ethics committee HCG

4. Dr. Shekar Patil
Healthcare Global Enterprises
limited # 8, HCG towers, Tower
IV, 5w ficor, P.Kalinga Rao
Road, Sampagi Ram nagar,
Bangalore-560017

Bangalore Institute of oncolegy, HCG
Tower, Tower-1, 1st {loor, Sampagi Ram
nagar, Banglore-560027, Kamataka,
India

ECR/386/Inst/KA/2013/RR-16
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'S, (Dr. Amit Rauthan Ethics Comurmittee of Manipal hospital

Manipal hospital 98, HAL, Banglore-560017
Airport road, Beangalore- |ECR/34/Inst/KA/2013/RR-16
| 560017

| Dr. Koushik Chatterjee Ethics Committee-IGPMER and Research
1.G.P.M.E.R, SSKH hospital, |oversight Committee, 5t floor, 244
244 AJC Bose Road, Kolkata- |[Acharya J.C. Bose Road, Kolkata-

700020 700020, India
ECR/35/Inst/WB/2013/RR-16 J
Dr. Krishna Prasad Manipal university ethics Committee,7th

Kasturba Medical College and Floor, Kasturba' hospital, Attavar,
Hospital (Manipal hospital), | Manglore-575001,

M.G. Road, Ambedkar Circle, |Kamataka, India

Attavar, Manglore-375001, {ECR/191/Inst/KL/2013/RR-16
Karnataka, India

Kindly note that the clinical trial permission is subject to the following
Conditions:

a)

b)

Clinical trial shall be conducted in compliance with the approved protocols,
requirements of Schedule Y, Good Clinical Practice Guidelines issued by this
Directorate and other applicable regulations.

Approval of Institutional Ethics Committee duly registered with CDSCO {under
Rule 122DD of Drugs & Cosmetics Rules) should be obtained and submitted to
this Directorate before initiation of the study.

Clinical trials shall be registered at Clinical trials Registry of India before
enrolling the first patient for the study.

Annual status report of each clinical trial, as to whether it is ongoing,
completed or terminated, shall be submitted to the Licensing Authority, and m
case of termination of any clinical trial the detailed reasors for the same shall
be communicated to the said Licensing Authority.

Any report of serious adverse event occurring during clinical trial study to the
subject, after due analysis, shall be forwarded within fourteen days of its
occurrence as per Appendix X! and in compliance with the procedures
prescribed in Schedule Y.

In case of an injury or death during the study to the subjects, the applicant
shall provide complete medical management end compensation in the case of
trial related injury or death in accordance with rule 122 DAB and the
procedures prescribed under Schedule Y, and the details of compensation
provided in such cases shall be intimated to the Licensing Authorify within
thirty days of the receipt of the order of the said authority.

The premises of Sponsor including their employees, subsidiaries and
branches, their agents, contractors and sub-contractors and clinical trial
study sites shall be open to inspection by the officers authorized by the
Central Drugs Standard Contro! Organization, who may be accompanied by an
officer of the State Drug Control Authority concerned, to verify compliance to
the requirements of Schedule Y, Good Clinical Practices guidelines for conduct
of clinical trial in India and other applicable regulations.
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F.No 12-34/13-DC
CT NOC No: CT/ND/13/2018

h) The Sponsor including their employees, subsidiaries and branches, their

k]

1)

agernts, contractors and sub-contractors and clinical trial study sites and the
Investigator shall allow officers authorized by the Central Drugs Standard
Control Organization, who may be accompanied by an officer of the State Drug
Control Authority concerned, to enter with or without prior notice, any
premises of Sponsor including their employvees, subsidiaries and branches,
their agents, contractors and sub-contractors and clinical trial sites to inspect,
search and seize any record, data, document, books, Investigational drugs,
etc. Related to clinical trial and provide adequate rephes to any queries raised
by the inspecting authority in relation to the conduct of clinical trial.

Clinical trial shall be conducted only at those sites which are
institutes/hospitals having adequate emergency facilities and duly registered
Institutional Ethics committees,

The sponsor shall ensure that the number of clinical trials an investigator can
undertake should be commensurate with the nature of the trial, facility
available with the Investigator etc. However, under no circumstances the
number of trials to be conducted by an Investigator should be more than three
at a time.

The details of payment/honorarium/financial support/fees paid by the
Sponsor to the Investigator(s) for conducting the study shall be made available
to this directorate before initiation of each of the trial sites.

In addition to the requirement of obtaining written informed consent, an
audio-video recording of the informed consent process in case of vuinerable
subjects in clinical tral of New Chemical Entity or New Molecular Entity
including procedure of providing information to the subject and his
understanding on such consent, shall be maintained by the investigator for
record: provided that in case of clinical trial of anti-HIV and anti-leprosy
drugs. only audic recording of the informed consent process of individual
subject including the procedure of providing information to the subject and his
understanding on such consent shall be maintained by the investigator for
record, as per Government of India, Gazetie Notification vide G. 5. R. no.
G611(E) dated 31.07.2015.

m) The formulation intended to be used in the clinical trial shall be manufactured

under GMP conditions using validated procedures and shall have ongoing
stability programme.

n) The firm shall submit the results of this trial within 2 years for review by

the Committee.

Yours faithfully,

{Dr. S: sw?.:::Reddy)
Drugs Controller General (I}
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