File No. CT/105/22-DCG(1)

GOVERNMENT OF INDIA
CENTRAL DRUGS STANDARD CONTROL
ORGANISATION (Headquarter)
(Directorate General of Health Services)
Ministry of Health & Family Welfare

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. CT/22/000105
To,

M/s. Roche Products (India) Private Limited,

146 B, 166 A, Unit No 7, 8, 9, 8th floor, R city office,
R City Mall Lal Bahadur Shastri Marg,

Ghatkopar (West) Mumbai (India) — 400086.

Sir,

With reference to your application No GCT/CT04/FF/2022/33987 (GCT/105/22) dated
16-09-2022, please find enclosed herewith the permission in Form CT-06 for conduct of
clinical trial titted, “A PHASE Ill, RANDOMIZED, OPEN-LABEL STUDY EVALUATING
THE EFFICACY AND SAFETY OF GIREDESTRANT IN COMBINATION WITH PHESGO
VERSUS PHESGO AFTER INDUCTION THERAPY WITH PHESGO + TAXANE IN
PATIENTS WITH PREVIOUSLY UNTREATED HER2-POSITIVE, ESTROGEN
RECEPTOR-POSITIVE LOCALLY-ADVANCED OR METASTATIC BREAST CANCER?”,
Protocol no: WO43571, Version 2 dated 19-05-2022 with a total of up-to 30 subjects

from India under the provisions of New Drugs and Clinical Trial Rules, 2019

(i)

(i)

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

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
Licencing Authority under rule 8;
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;

(iii) 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;
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(iv) the Central Licencing 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;

(vi) 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;

(vii) status of enrolment of the trial subjects shall be submitted to the Central Licencing
Authority on quarterly basis or as appropriate as per the duration of treatment in
accordance with the approved clinical trial protocol, whichever is earlier;

(viii) six monthly status report of each clinical trial, as to whether it is ongoing, completed or
terminated, shall be submitted to the Central Licencing 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 Licencing 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 Licencing 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 Licencing
Authority within thirty working days of the receipt of order issued by Central Licencing
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 Licencing
Authority within thirty working days of receipt of the order issued by the Central Licencing
Authority in accordance with the provisions of the said Chapter;

(xiii) the premises of the sponsor including his representatives and clinical trial sites, shall be
open for inspection by officers of the Central Licencing Authority who may be
accompanied by officers of the State Licencing Authority or outside experts as authorised
by the Central Licencing 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) where the new drug or investigational new drug is found to be useful in clinical
development, the sponsor shall submit an application to the Central Licencing Authority
for permission to import or manufacture for sale or for distribution of new drug in India, in
accordance with Chapter X of these rules, unless otherwise justified;

(xv) 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;

(xvi) the Central Licencing 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;

(xvii) the sponsor and the investigator shall maintain the data integrity of the data generated
during clinical trial.
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(xviii) Merely aranting permission to conduct the clinical trial with the Investigational Drug
Product does not convey or imply that, based on the clinical trial study data generated

with the investigational drug, permission to market t
automatically be granted to you;

(xix) The permission to initiate clinical trial granted under rule

his drug in the country will

22 in form CT-06 or automatic

approval under rule 23 in Form CT 4A shall remain valid for a period of two years from

the date of its issue, unless extended by the Central Licenc

RAJEEV SINGH,
RAGHUVANSHI
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ing Authority.

Yours faithfully,

Digitally signed by RAJEEV SINGH RAGHUVANSHI

(BRajgBbSIAgH Raghuvanshi)

RAGHU

jgs bontroler-General (India) &
69041015306564fe67f54K765db1cb, . .
postalCock) mrai»&r@encmg Authority

serialNumber=657F 5E47D940985D8F03BDCI0.
OE1FE73CFA12A1A126EA94FA5701124A19013, Stamp
cn=RAJEEV SINGH RAGHUVANSHI

Date: 2023.07.01 01:01:25 +05'30'
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FORM CT-06
(See rules 22,25,26,29 and 30)
PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW DRUG OR
INVESTIGATIONAL NEW DRUG

1. The Central Licensing Authority hereby permits M/s. Roche Products (India) Private
Limited, 146 B, 166 A, Unit No 7, 8, 9, 8th floor, R city office, R City Mall, Lal Bahadur
Shastri Marg, Ghatkopar (West) Mumbai (India) — 400086 to conduct clinical trial of the new
drug or investigational new drug as per Protocol no: WO43571, Version 2 dated 19-05-2022
in the below mentioned clinical trial sites [As per Annexure].-

2. Details of new drug or investigational 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.

Place: New Delhi
Date

Digitally signed by RAJEEV SINGH RAGHUVANSHI
?@‘a:IN, =CENTRAL DRUGSSTANDARD NTROI:huvanShI)
R A J E EV SI N G H o2 .4.2I(q)EBOc62f6|a23e4yafie8aﬂz39g4cdHebo3czg9o .
Crugs:Controfier General (India) &
po;t 0de=60! , st=TAMIC NADU, .
RAGHUVANSHI SR CREARLREHENT Authority
cn=RAJEEV SINGH RAGHUVANSHI

Date: 2023.07.01 01:01:34 +05'30" Stam P

Note: The permission to initiate clinical trial granted under rule 22 in form CT-06 shall remain
valid for a period of two years from the date of its issue, unless extended by the Central
Licencing Authority.

Annexure:
Details of new drug or investigational new drug:

Names of the | Pertuzumab 600mg and Trastuzumab 600mg/10ml (PH FDC SC, Phesgo®)
new drug or Pertuzumab 1200mg and Trastuzumab 600mg/15 mi
investigational| (PH FDC SC, Phesgo®)

new drug Giredestrant 30mg
Therapeutic Antineoplastic agents, recombinant humanized
class: IgG1 monoclonal antibodies

Dosage form: | Solution for subcutaneous injection

Composition: | Pertuzumab= 600 mg/ vial In-house specification Active

Trastuzumab= 600 mg/ vial In-house specification Active

rHUPH20= 2000 U/mL In-house specification Inactive

L-Histidine= 4.40 mg/ vial USP-NF/Ph. Eur./JP Inactive

L-Histidine Hydrochloride Monohydrate= 36.1 mg/ vial Ph. Eur./JP Inactive
a,a-Trehalose Dihydrate= 397 mg/ vial USP-NF/Ph. Eur./JP Inactive
Sucrose= 342 mg/ vial USP-NF/Ph. Eur./JP Inactive

Polysorbate 20=4.00 mg/ vial USP-NF/Ph. Eur./JPE Inactive
L-Methionine=14.9 mg/ vial USP-NF/Ph. Eur./JP Inactive

Water for Injection= QS to 10 mL USP-NF/Ph. Eur./JP Inactive
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Pertuzumab = 1200 mg/ vial In-house specification Active

Trastuzumab= 600 mg/ vial In-house specification Active

rHUPH20= 2000 U/mL In-house specification Inactive

L-Histidine= 6.75 mg/ vial USP-NF/Ph. Eur./JP Inactive

L-Histidine Hydrochloride Monohydrate= 53.7 mg/ vial Ph. Eur./JP Inactive
a,a-Trehalose Dihydrate=397 mg/ vial USP-NF/Ph. Eur./JP Inactive
Sucrose= 685 mg/ vial USP-NF/Ph. Eur./JP Inactive

Polysorbate 20= 6.00 mg/ vial USP-NF/Ph. Eur./JPE Inactive
L-Methionine=22.4 mg/ vial USP-NF/Ph. Eur./JP Inactive

Water for Injection= QS to 15 mL USP-NF/Ph. Eur./JP Inactive

Giredestrant Tartrate 38.6 mg/capsule In House Specification Active
Microcrystalline Cellulose 24.8mg/capsule USP-NF/Ph. Eur./JP Inactive
Lactose Monohydrate 7.5 mg/capsule USP-NF/Ph. Eur./JP Inactive
Croscarmellose Sodium 3.75mg/capsule USP-NF/Ph. Eur./JP Inactive
Magnesium Stearate 0.375mg/capsule USP-NF/Ph. Eur./JP Inactive
Capsule Shell (body, brown) Black Iron Oxide 0.94% USP-NF,

Ph. Eur., JPE Inactive

Titanium Dioxide 0.32% USP-NF, Ph. Eur., JP Inactive

Yellow Iron Oxide 0.35% USP-NF, Ph. Eur., JPE Inactive

Red Iron Oxide 0.83%USP-NF, Ph. Eur., JPE Inactive

Hypromellose QS 100.0%USP-NF, Ph. Eur., JP Inactive

Capsule Shell (cap, pink) Titanium Dioxide 1.80% USP-NF,

Ph. Eur., JP Inactive

Red Iron Oxide 0.30% USP-NF, Ph. Eur., JPE Inactive

Hypromellose QS 100% USP-NF, Ph. Eur., JP Inactive

Indications:

For patients with previously untreated HER2-positive, estrogen
receptor-positive locally-advanced or metastatic breast cancer

Annexure:

Details of clinical trial site:

Bagh, A-Block, Delhi-110088 | Fortis Hospital, Shalimar Bagh,

Sr. Names and address of Ethics committee details Name of
No. | clinical trial site investigator
1. | Fortis Hospital, Shalimar | Institutional Ethics Committee, | Dr. Amit Agarwal

A-Block, Delhi-110088

ECR/513/Inst/DL/2014/RR-20

2. | Manipal
Airport
560017, Karnataka, India

Hospital, 98, HAL | Ethics Committee of Manipal | Dr. Amit Rauthan
Road, Bangalore- | Hospitals, Manipal Hospital, 98,
HAL Airport Road, Bangalore-
560017, Karnataka, India

ECR/34/Inst/KA/2013/RR-19
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3. | Rajiv Gandhi Cancer Institute | Institutional Review Board, Rajiv | Dr. Dinesh Chandra
and  Research  Centre, | Gandhi Cancer Institute and | Doval
Sector-V,  Rohini,  Delhi-| pesearch Centre, Sector-V,

110085 Rohini, Delhi-110085
ECR/10/Inst/DC/2013/RR-19

4. | Department  of Medical | Ethics Committee Silver, Office | Dr. Raju Titus
Oncology, Christian medical | of Research, Carman Block, | Chacko
College, Ida Scudder Road, | First Floor, Christian Medical
m(ajlilgre-632004, Tamil Nadu, College, Bagayam, Vellore-

632002, Tamil Nadu, India
ECR/326/Inst/TN/2013/RR-19

5. | Tata Medical Center, 14 MAR | Institutional Review Board, Tata | Dr. Sanjoy
(EW), Rajarhat, Kolkata- | Medical Center, 14 Major | Chatterjee
700160 Arterial Road, (EW), Newtown,

Rajarhat, Kolkata-700160, India
ECR/269/Inst/WB/2013/RR-19

6. | Sahyadri Super Speciality | Sahyadri Hospital Pvt Ltd. | Dr. Shona Milon
Hospital, Hadapsar, Sr. No. | Ethics Committee,  Sahyadri | Nag
163, Bhosale Nagar, | cjinical Research and
Hgﬂ?r):sarr{tra lngil;ne-411028, Development Centre, 33/34B,

’ Makarand Bhave Peth, Karve
Road, Pune-411004,
Maharashtra, India
ECR/493/Inst/MH/2013/Rr-19

7. | Tata Memorial Centre, Tata | Institutional Ethics Committee | Dr. Sudeep Gupta
Memorial Hospital, Dr. Ernest | (IEC)-|
Borges Marg, Parel (E),

Mumbal-400012, 39 Floor, Main Building, IRB

Maharashtra, India .
Department, Tata Memorial
Hospital, Dr. Ernest Borges
Marg, Parel (E), Mumbai-
400012, Maharashtra, India
Institutional Ethics Committee
(IEC)-II
3 Floor, Main Building, IRB
Department, Tata Memorial
Hospital, Dr. Ernest Borges
Marg, Parel (E), Mumbai-
400012, Maharashtra, India
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Institutional Ethics Committee
(IEC)-HI

Advanced Centre for Treatment,
Research & Education in
Cancer (ACTREC), Tata
Memorial Centre, paymaster
Shodhika, First Floor, Sector-22,
Ove Village Kharghar, Navi
Mumbai-410210, Maharashtra,
India

ECR/170/Inst/MH/2013/RR-22
ECR/414/Inst/MH/2013/RR-19
ECR/149/Inst/MH/2013/RR-19
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