File No CT/06/16-DCG(l) . Clinical Trial NOC No: GCT/06/17

GOVERNMENT OF IN]?IA . 6787/17.02.2016
Directorate General of Health Services

Central Drugs Standard Control Organization
(Global Clinical Trial Division)
FDA Bhawan, Kotla Road, New Delhi-110002
Tel No: 01123236965, Fax: 01123236971
E-mail: dei@nic.in

File No: CT/06/16-DCG (1) Date: ) § 03]

To,
M/s RA Chem Pharma Ltd.,
Plot No. 26 & 27, Technocrat Industrial Estate,
Balangar, Hyderabad — 500037

Subject: Permission for conducting a Phase Ib clinical trial titled “A Phase Ib, Multi-center, Study of
METREXASSIST™  (Parenteral TK-112690) Administered in Combination with
Methotrexate as a Weekly Infusion to Subjects with SCCHN Undergoing Treatment with
Methotrexate, A Dose Escalation/Safety study with No Confrol.”— regarding.

Reference: Your letter No. CRBio/DCG/T-License/CT-NOC EXP/2015/01 dated 08/Feb/2016 on the .
subject mentioned above,

Sir, .
This Directorate has no objection to your conducting the subject mentioned clinical trial as per the
provisions of Drugs & Cosmetics Rules under the supervision of the investigators mentioned herein and as per
Protocol No: CLP-2690-0002, Version 2.0, dated 05/09/2016 submitted to this Directorate.

[. Dr. Bhushan Tapiram Nemade, Manas Hospital, Opp. Tupsakhare Lawns, Mumbai Naka, Nashik,
Maharashtra.

2. Dr. Mohammad Athar, G.S.V.M College, Swaroop Nagar, Kanpur-208002, Uttar Pradesh.

3. Dr. Vibhore Mahendru, M.V. Hospital and Research Center, 314/30 Mirza Mandi Chowk, Lucknow-
226003, Uttar Pradesh. ,

4. Dr. Neha Gupta, Sudbhawana Hospital, B-31/80, 23 B, Bhogabir, Lanka, Varanasi-221005, Uttar

Pradesh.

5. Dr. Chiradoni Thungappa Satheesh, Sri Venkateshwara Hospital, #86, Hosur Main Road, Madiwala
Bangalore-560068, Karnataka.

6. Dr. KiranKumar Jadhav, B.J. Medjcal College and Sassoon General Hospital Sassoon Road, Pune-
411001, Maharashtra.

7. Dr. Rakesh Suresh Neve, Sanjeevan Hospial, Plot No. 23, Off Karve Road, Erandawane, Pune-411004,
Maharashira. ' o

8. Dr. Kalkali Choudhury, Health Point Hospital, 21, Prannath Pandit Strect (Opp. Lansdown
Puddapukur), Kolkata, West Bengal

Kindly note that the clinical trial permission is subject to the following conditions;

a. 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.
b.  Approval of the Ethics Committee shall be obtained before initiation of the study.

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

Annual status report of each clinical trial, as to whether it is ongoing, completed or terminated, shall be
submitted to the Licensing Authority, and in case of termination of any clinical trial the detailed reasons
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 14 days of its occurrence as per Appendix XI 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 and 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 Authority 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 Control 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.

The Sponsor including their employees, subsidiaries and branches, their agents, contractors and sub-
confractors and clinical trial study sites and the Investigator shall allow officers authorized by the
Central Drugs Standard Control Organization, who may be accompanicd by an officer of the State Drug
Control Authority concerned, to enter with or without prior notice, any premises of Sponsor including
their employees, subsidiaries and branches, their agents, contractors and sub-contractors and clinical
frial sites to inspect, search and seize any record, data, document, books, investigational drugs, cte.
related to clinical trial and provide adequate replies 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 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.

An audio-video recording of the informed consent process in case of vulnerable subjects in clinical trials
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 audio recording of the
informed consent process of individual subject including the procedure of providing information to the
subject and his understanding on such consent shal] be maintained by the investigator for record.

It may kindly be noted that merely granting permission to conduct clinical trials with the drug does not
convey or imply that based on the clinical trial data gencrated with the drug, permission to market this
drug in the country will automatically be granted to YOUL.

(Dr. ¢.N. Singh)
Drugs Controllex General (I)
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