| FTS No: 54094 | F. No 12-27/2016-DE | Tele No.011-23236965
Date: 06.10.15 Government of India
Fax. No. -
Directorate General of Health Services ax.No.011-23236973
Central Drugs Standard Control Organization
FDA Bhawan, New Delhi — 110002 (India)
New Drugs Division

Dated: ©6&~© 3-20IQ
To
M/s. Eisai Pharmaceuticals India Pvt, Ltd
Ramky Pharma City (SEZ),
Plot No. 96, 97, 98, 124 & 126,
Parawada-531018, Visakhapatnam District,
A.P., Iidia

ubiect.-Prospective single arm post marketing Phase IV study to assess the safety
and efficacy of Lenvatinib in subjects with Locally recurrent of Metastatic,
progressive, radioiodine refractorv differentiated thyroid cancer regarding.

Reference: Your letter Dated-14/11/2017 on the subject mentioned above.
CT NOC No.CT/ND/08/2018

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: 87080-M091-507, Version No:
1.0, dated 07.11.2017 submitted to this Directorate.

Sr. Ethics Committee

No. | Investigator & Trial site Name/Registration Number

1. Dr. Ankit Baldevibhayi, Unique  Hospital-Multispeciality &
Patel unique Hospital- |Research Institute, Opp. Kiran Motor,

multispeciality & Research, Opp. Nr. Cangl, Civil Hospit_al Char Rasta-
. ... |Sosyo Circle lane, Off Ring road, Surat-
Kiran Motor, Nr. <Canal, Civil ) :
. . 39502, Gujarat, India
Hospital Char Rasta-Sosyo circle ECR/595/Inst/GJ/2017
Lane, off Ring Read, Surat-395002,
Gujarat
2. Dr. P dk . J.K Cancer Institute Ground Floor
r. Pramod kumar singh Room No 87, J.K Cancer Institute Near

J.K Cancer Institute, Room no.87, ) 5
Ground Floor, Rawatpur crossing Rawatpur Crossing Kanpur 208002 UP

Kanpur-208002, Uttarpradesh, | ECR/602/Inst/UP/2014
India
i 3. | Dr. M. Gopichand, City Cancer Center, D.No. 33-25-33,

| D.No. 33-25-33, Ch. Venkata |Ch. Venkata Krishnayya Street,
Krishnayya street, Suryarao pet, | Suryarao pet, Vijayawasa-520002,
Vijayawada-5200 02, | Andhra Pradesh

Anshrapradesh, India ECR/121/Inst/AP/2013/RR-16
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| Dr. Sandeep Kumar, Jasuia,

i Department of Medica! oncology &
BMT RK Birla Cancer centre, SMS

| hospital, Jaipur-302004

['S.M.S Hospital, JL.N Marg,
302004, Rajasthan, India
ECR/26/8MS/Inst/Raj/2013/RR-16

Japiar

| S.P. Medical College & A.G. 'Hospitals,
| Dr. Suresh kumar Beniwal, |HRMC Cardiovascular sciences &
S. ATRCTRI, S.P. Medical College & |research centre, Bikaner-334003,
A.G. Hospitals, Bikaner Rajasthan, India.
‘ ECR/27/SP/Inst/Raj/2013/RR-16
6 | All  India Institutes of Medical |
Dr. CS Bal
. . : Sciences, Ansari Nagar, New Delhi,
AIIMS Hospital, New Delhi India-110029
‘ ECR/547/Inst/DL/2014/RR-17
|
7 ! Indraprastha Apolle Hospital, Sarita
Dr. PK Das, Vihar, Delhi Mathura Road, New Delhi,
Indraprastha Apollo Hospital, New | India-110076
Delhi ECR/5/Inst/DL/2013/RR-16
8 Shetty’s Hospital, 302,
Dr. C.T Sateesh, Devarachikkanahalli Main "Rd,
Shetty’s Hospital, Bengaluru Someswar Layout, Ramanashree
2 R Enclave, Bilekahalli, Bengaluru,
Karnataka 560076, India
ECR/918/Inst/KA/2017
b Kavona e il Horpal e 13 e o
. . 1 ¢ , 1w ool,
Nirmal Hospital Pvi. Ltd, sura Surat, Gujarat 395002, India
ECR/918/Inst/KA/2017
10 Dr. Chetan Deshmukh, Deenanath Mangeshkar Hospital, Near
Deenanath Mangeshkar Hospital | Mhatre Bridge, Erandwane, Pune, |
Pune Maharastra 411004, India
ECR/15/1nst/ Maha/2013/RR-16 J

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 Institutional Ethics Committee duly registered with CDSCQO (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.

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.
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. F.No 12-27/16-DC
CT NGC No: CT/RD/O7/2018

e} Any report of serious adverse event occurring during clinicai trial study to the
subject, after due analysis, shall be forwarded within fourteen days of its
occurrence as per Appendix X1 and in compliance with the procedures prescnibed
in Schedule Y.

f) 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.

g) The premises of Sponsor including their employees, subsidiaries and branches,
their agents, contractors and sub-contracters and clinical trial study sites shali
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.

h} The Sponser including their employees, subsidiaries and branches, their agents,
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 employees, subsidiaries and branches, their agents,
contractors and sub-contractors and chnical trial sites to inspect, search and seize
any record, data, document, books, Investigational drugs, etc. Related to chnical
trial and provide adequate replies to any queries raised by the inspecting authority
in relation to the conduct of clinical trial.

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

1) The sponsor shall ensure that the number of clinical trials an investigator can
undertake should be commensurate with the nature of the tnal, 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.

k) 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 vulnerable subijects in
clinical trial 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 bv the mvestigator 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 shall be
maintained by the investigator for record, as per Government of India, Gazette
Notification vide G. S. R. no. 611(E} dated 31.07.20185,
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m) The formulation intended to be used in the clinical trial shall be manufactured
under GMP conditions using validated procedures and shall have ongeing stability
programme.

Yours faithfully,

{Dr. S. ESW. REDDY)
Drugs Controller General {(India)

FO1 (ND-P-02)/Page 4 of 4



