Government of India

Central Drugs Standard Control Organisation (Headquarter)
(Directorate General of Health Services)

FDA Bhavan, ITO, Kotla Road

New Delhi - 110002 (Delhi)

Phone No.: 91-11-23216367

Fax No.: 91-11-23236973

E-Mail: dci@nic.in

File No. BIO/CT/23/000030 Dated 01-08-2023

To,
M/s. Hetero Biopharma Limited,
H.No. 8-3-166/1 & 2, 105 to 108
1st Floor, G Block, East Wing, Challa Estates,
Erragadda, Hyderabad (India)-500018

Subject: Application for grant of permission to conduct Phase 1V clinical trial entitled — "A Phase
IV, Post-marketing, Prospective, Multicentre, Single Arm Clinical Study to Evaluate
the Safety, Efficacy and Immunogenicity of Hetero-Tenecteplase for Thrombolysis in
Acute Myocardial Infarction” as per Protocol No.: HCR/IV/ITENESTEMI/02/2023
Version:1.0, Date: 06.02.2023- regarding

Ref. No.: Your Application No. BIO/CT04/FF/2023/36502 dated 09.03.2023

Sir,

With reference to your application No.: BIO/CT04/FF/2023/36502 dated 09-MAR-2023,
please find enclosed herewith the permission in Form CT-06 for conduct of subject clinical trial
under the provisions of New Drugs and Clinical Trial Rules, 2019.

The permission granted by the Central Licensing Authority to conduct clinical trial under
this Chapter shall be subject to following conditions, namely:

(D) Clinical trial at each site shall be initiated after approval of the clinical trial protocol and
other related documents by the Ethics Committee of that site, registered with the Central
Licensing Authority under rule 8

(I Where a clinical trial site does not have its own Ethics Committee, clinical trial at that site
may be initiated after obtaining approval of the protocol from the Ethics Committee of
another trial site; or an independent Ethics Committee for clinical trial constituted in
accordance with the provisions of rule 7:

Provided that the approving Ethics Committee for clinical trial shall in such case be
responsible for the study at the trial site or the centre, as the case may be:

Provided further that the approving Ethics Committee and the clinical trial site or
the bioavailability and bioequivalence centre, as the case may be, shall be located within
the same city or within a radius of 50 kms of the clinical trial site;

(1IN In case an ethics committee of a clinical trial site rejects the approval of the protocol, the
details of the same shall be submitted to the Central Licensing Authority prior to seeking
approval of another Ethics Committee for the protocol for conduct of the clinical trial at the
same site;

(IV) The Central Licensing Authority shall be informed about the approval granted by the
Ethics Committee within a period of fifteen working days of the grant of such approval;

(V) Clinical trial shall be registered with the Clinical Trial Registry of India maintained by the
Indian Council of Medical Research before enrolling the first subject for the trial.

(V1) Clinical trial shall be conducted in accordance with the approved clinical trial protocol and
other related documents and as per requirements of Good Clinical Practices Guidelines
and the provisions of these rules.
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(VIl) Status of enrolment of the trial subjects shall be submitted to the Central Licensing
Authority on quarterly basis or as appropriate as per the duration of treatment in
accordance with the approved clinical trial protocol, whichever is earlier;

(V) Six monthly status report of each clinical trial, as to whether it is ongoing, completed or
terminated, shall be submitted to the Central Licensing Authority electronically in the
SUGAM portal.

(IX) In case of termination of any clinical trial the detailed reasons for such termination shall be
communicated to the Central Licensing Authority within thirty working days of such
termination.

(X) Any report of serious adverse event occurring during clinical trial to a subject of clinical
trial, shall, after due analysis, be forwarded to the Central Licensing Authority, the
chairperson of the Ethics Committee and the institute where the trial has been conducted
within fourteen days of its occurrence as per Table 5 of the Third Schedule and in
compliance with the procedures as specified in Chapter VI.

(XI) In case of injury during clinical trial to the subject of such trial, complete medical
management and compensation shall be provided in accordance with Chapter VI and
details of compensation provided in such cases shall be intimated to the Central Licensing
Authority within thirty working days of the receipt of order issued by Central Licensing
Authority in accordance with the provisions of the said Chapter.

(XII) In case of clinical trial related death or permanent disability of any subject of such trial
during the trial, compensation shall be provided in accordance with Chapter VI and details
of compensation provided in such cases shall be intimated to the Central Licensing
Authority within thirty working days of receipt of the order issued by the Central Licensing
Authority in accordance with the provisions of the said Chapter.

(XIIl) The premises of the sponsor including his representatives and clinical trial sites, shall be
open for inspection by officers of the Central Licensing Authority who may be
accompanied by officers of the State Licensing Authority or outside experts as authorized
by the Central Licensing Authority, to verify compliance of the requirements of these rules
and Good Clinical Practices Guidelines, to inspect, search and seize any record, result,
document, investigational product, related to clinical trial and furnish reply to query raised
by the said officer in relation to clinical trial.

(XIV) The laboratory owned by any person or a company or any other legal entity and utilised by
that person to whom permission for clinical trial has been granted used for research and
development, shall be deemed to be registered with the Central Licensing Authority and
may be used for test or analysis of any drug for and on behalf of Central Licensing
Authority.

(XV) The Central Licensing Authority may, if considered necessary, impose any other condition
in writing with justification, in respect of specific clinical trials, regarding the objective,
design, subject population, subject eligibility, assessment, conduct and treatment of such
specific clinical trial.

(XVI) The sponsor and the investigator shall maintain the data integrity of the data generated
during clinical trial.

(XVII) It may kindly be noted that merely granting permission to conduct clinical trial with the

drug does not convey or imply that based on the clinical trial data generated with the drug
permission to market this drug in the country will automatically be granted to you.

Yours faithfully,

Digitally signed by RAJEEV SINGH

RAGHUVANSHI
RAJEEV SINGH i sinaiaghuvanshi
RAGHUVANSD oS Somstier-Gerneral (india)
H Ceranumeer oo BIEEHISIRG Authority

2DOE1FE73CFA12A1A126EA94FA5701124A190

13, cn=RAJEEV SINGH RAGHUVANSHI
Date: 2023.08.02 11:31:05 +05'30'
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File. No. BIO/CT/23/000030

FORM CT-06
(See rules 22, 25, 26, 29 and 30)

PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW DRUG OR
INVESTIGATIONAL NEW DRUG

The Central Licensing Authority hereby permits M/s. Hetero Biopharma Limited, H.No. 8- 3-
166/1 & 2, 105 to 108, 1st Floor, G Block, East Wing, Challa Estates, Erragadda, Hyderabad
(India)-500018, Telephone No.: 40-23810110 FAX: 40-23810110 E-Mail:
VIJAYNAG.T@QHETERODRUGS.COM to conduct Phase |V clinical trial entitled = "A Phase 1V,
Post-marketing, Prospective, Multicentre, Single Arm Clinical Study to Evaluate the
Safety, Efficacy and Immunogenicity of Hetero-Tenecteplase for Thrombolysis in Acute
Myocardial Infarction” as per Protocol No.: HCR/IV/ITENESTEMI/02/2023 Version:1.0, Date:
06.02.2023 in the below mentioned clinical trial sites.

2. Details of new drug and clinical trial site [as per Annexure].

3. This permission is subject to the conditions prescribed in part A of Chapter V of the New
Drugs and Clinical Trials Rules, 2019 under the Drugs and Cosmetics Act, 1940.

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

Place: New Delhi
Date: 01-Aug-2023

Digitally signed by RAJEEV SINGH

RAGHUVANSHI
RAJEEV SINGH 2cnocmememo

b Rdisev.Singh.Raghuvanshi)
RAGHUVANS CHIAS Cottirer General (India)
HI STCSARALLIGEHSIG Authority

13, cn=RAJEEV SINGH RAGHUVANSHI

Date: 2023.08.02 11:31:40 +05'30'
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File. No. BIO/CT/23/000030

Annexure:

Details of new drug or investigational new drug:

Names of the new drug or | Tenecteplase 30 mg/6 ml, 40 mg/8 ml, 50 mg/10 ml Lyophilized
investigational new drug: powder for injection in vial (r-DNA origin)
Therapeutic class Anticoagulant
Dosage form: Lyophilized powder for single intravenous (IV) bolus
administration after reconstitution with Sterile Water for Injection
(SWFI)
Composition: Each vial contains:
Name of | Quantity Quantity Quantity
Ingredients (per vial) (per vial) (per vial)
For 30 mg For 40 mg For 50 mg
Tenecteplase, 30 mg 40 mg 50 mg
In-house
L-Arginine, 330 mg 440 mg 550 mg
IP/USP
Phosphoric Acid, | 102 mg 136 mg 170 mg
IP/USP
Polysorbate 20, | 2.58 mg 3.44 mg 4.30 mg
IP/USP
Sterile Water for | g.s. to 6 mL g.s. to8mL |g.s. to10
injection mL
(IP/USP)
Note: The composition of drug product for various strengths is
outlined with 5% overfill.
Pack content:
Vial 1: Tenecteplase 30 mg/40 mg/50 mg Lyophilized Powder for
solution for Injection
Vial 2: Sterile Water for Injection IP/USP, 10 mL,
- 1 Sterile 10 ml Syringe with 21 gauge needle and
- 3 Alcohol Swabs
Indications: Tenecteplase is indicated in adults for the thrombolytic
treatment of suspected myocardial infarction with persistent ST
elevation or recent left Bundle Branch Block within 6 hours
after the onset of acute myocardial infarction (AMI) symptoms

Details of clinical trial site:

Name and Address of Clinical

Name of Principal

S. No. Trial Site Ethics Committee Details Investigator
1. |Dr. Ram Manohar Lohia Ethics Committee Dr. Ram Dr. Bhagya Narayan
Hospital, ABVIMS, Baba Manohar Lohia Hospital, ABVIMS, |pandit
Kharak Singh Road,Near Babatharak Slnlgh R(?]gg,Near
Gurudwara Bangla Sahib, Gurlidwara Bangla Sahib, Type i,
Cannaught Place, New Delhi -
Type Ill, Cannaught Place, 11000
New Delhi -110001 EC Reg. No.:
ECR/78/Inst/DL/2013/RR-19
2. IEC, King George Hospital, Dr. Jenny Madhuri

Department of Cardiology,
King George Hospital,
Andhra Medical College,

Andhra Medical College,
Maharanipeta, Visakhapatnam -
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Maharanipeta,
Visakhapatnam -530002
Andhra Pradesh

530002 Andhra Pradesh
EC Reg. No.:
ECR/197/Inst/KGH/2013/RR-20

Gudivada

3. |Mahatma Gandhi Memorial

-506002, Telangana

Hospital, Sherpura, Warangal

Kakatiya Institutional Ethics
Committee, Mahatma Gandhi
Memorial Hospital, Sherpura,
Warangal -506002, Telangana

EC Reg. No.:
ECR/840/Inst/TG/2016/RR-20

Dr. Bhageerath. A

4. | Department of
Cardiology,Government
General Hospital,Podila
Prasad Superspeciality
Block, Il Floor,Guntur-522001

Ethics Committee GMC and
GGH,Government General
Hospital,Podila Prasad
Superspeciality Block,ll
Floor,Guntur-522001

ECR/467/Inst/AP/2013/RR-19

Dr. Srikanth Nathani

5. |LokamanyaTilak Municipal
Medical College & General
Hospital, Dr. Babasaheb
Ambedker Road, Sion,
Mumbai -400022,
Maharastra, India

IEC, LokamanyaTilak Municipal
Medical College & General
Hospital, Dr. Babasaheb
Ambedker Road, Sion, Mumbai -
400022, Maharastra, India

EC Reg. No.
ECR/266/Lokmanya/Inst/MH/2013
/RR-19

Dr. Zohaib Shaikh

6. |Jawahar Lal Nehru Medical
College, Kala Bagh, Ajmer -
305001, Rajasthan, India

IEC, Jawahar Lal Nehru Medical
College, Kala Bagh, Ajmer -
305001, Rajasthan, India

EC Reg No.
ECR/1156/Inst/RJ/2018/RR-22

Dr. Rakesh Mahla

7. |PMSSY, Victoria Hospital,
Bangalore Medical College
and Research Institute,
Mysore Road, Near City
market, New Tharagupet,
Bengaluru -560002,
Karnataka

Ethics Committee of BMCR,
Bangalore Medical College and
Research Institute, Mysore Road,
Near City market, New
Tharagupet, Bengaluru -560002,
Karnataka

EC Reg No.
ECR/302/Inst/KA/2013/RR-20

Dr. Divya Prakash. M

8. |SRM Medical College
Hospital & Research Centre,
Kattankulathur-603203,
Chengalpattu, Tamil Nadu,
India

SRM Medical College Hospital &
Research Centre, Kattankulathur-
603203, Chengalpattu, Tamil
Nadu, India

EC Reg No.
ECR/431/Inst/TN/2013/RR-19

Dr. Dhandapani
Vellala Elumalai

9. |Department of Cardiology,
Lalitha Super

Specialities Hospital (P) Ltd,
Kothapet,

Guntur

Lalitha Super

Specialities Hospital Ethics
Committee, Lalitha Super
Specialities Hospital (P) Ltd,
Kothapet,

Guntur

Dr. P. V. Raghava

Sarma
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522001, Andhra Pradesh

522001, Andhra Pradesh
EC Reg No.
ECR/347/Inst/AP/2013/RR-19

10. |Rhythm Heart Institute A Unit | Rhythm Heart Institute Ethics Dr. Bhalani Nirav
of Synergy Lifecare Pvt. Ltd, |Committee, A Unit of Synergy Chandulal
Near Siddharth Lifecare Pvt. Ltd, Near Siddharth
Bunglows,Vadodara-390022, |Bunglows,Vadodara-390022,
Guijarat, India Guijarat, India
EC Reg No.
ECR/224/Inst/GJ/2013/RR-19
11. |Chopda Medicare & Magna care Ethics Committee, Dr. Chopada
Research Centre Pvt.Ltd., Magnum Heart Institute, 3/5 Patil |Manojkumar
Magnum Heart Institute, 3/5 |Lane No.1, Laxmi Nagar, Near K. |Bhavarilal
Patil Lane No.1, Laxmi B. H. Vidyalaya, Canada Corner,
Nagar, Near K. B. H. Nashik-422005, Maharastra
Vidyalaya, Canada Corner, |EC Reg No.
Nashik-422005, Maharastra |ECR/79/Inst/MH/2013/RR-19
12. | Maharaja Agrasen IEC, Maharaja Agrasen Dr. Sanjay Kumar
Superspeciality Hospital, Superspeciality Hospital, Central |Sharma
Central Spine, Agrasen Spine, Agrasen Aspatal Marg,
Aspatal Marg, Sector 7, Sector 7, Vidyadhar Nagar, Jaipur
Vidyadhar Nagar, Jaipur - -302039, Rajasthan
302039, Rajasthan EC Reg No.
ECR/1222/Inst/RJ/2019/RR-22
13. | Department of Cariology, IEC, Saveetha Medical College Dr. Narayanaswamy
Saveetha Medical College and Hospital, Saveetha Nagar, Ayalur
and Hospital, Saveetha Thandalam, Chennai -602105, Gopalakrishnan
Nagar, Thandalam, Chennai - | Tamil Nadu, India
602105, Tamil Nadu, India EC Reg No.
ECR/724/Inst/TN/2015/RR-19
14. Dr. Mukund Kumbla

Omega Hospitals (P) Ltd.,
Mahaveer Circle, Kankanady,
Mangalore -575002,
Karnataka, India

Omega Ethics Committee, Omega
Hospitals (P) Ltd., Mahaveer
Circle, Kankanady, Mangalore -
575002, Karnataka, India

EC Reg No.
ECR/89/Inst/KA/2013/RR-20
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