File. No.: | Tele No.011-23236965
ND/CT04/FF/2023/35682 Fax.No.011-23236973

F. No. ND/CT/23/000002
Government of India
Directorate General of Health Services
Central Drugs Standard Control Organization
New Drugs Division

FDA Bhawan, Kotla Road,
New Delhi-110002
Dated:

Ta 21 APR 2023

M/s Cipla Limited,
Cipla House, Peninsula Business Park Ganpatrao Kadam Marg,
Lower Parel, Mumbai Lower Parel (India) - 400013

Subject: Grant of permission to conduct Clinical Trial title “A multicenter, open label
study to assess product functionality after repeated use of Fluticasone Propionate HFA
Pressurized Metered Dose Inhaler 110mcg ex-actuator dose (125mcg ex-valve dose)
manufactured by M/s Invagen Pharmaceuticals Inc.,927 Currant Rd, Fall River (United
States -MA02720) in subjects with asthma”-regarding.

Reference: Online file Ref No ND/CT04/FF/2023/35682

Sir,

With reference to your online file Ref no. ND/CT04/FF/2023/35682 dated 12" Jan 2023, please
find enclosed herewith the permission in Form CT-06, No. CT-ND/12/2023 to conduct the

subject mentioned clinical trial under the provisions of New Drugs and Clinical Trial Rules,
2019.

This permission is subject to the conditions, as mentioned below.

Yours faithfully,

Q)/ v {QI
anshn

(Dr.Rajeev Singh Raghu
Central Licensing Authority

Conditions of Permission

(i)  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:



(iii)

(iv)

v)

(v)

(vii)

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;

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 coriduct of the
clinical trial at the same site;

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,

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;
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;

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;

(viii) Six monthly status report of each clinical trial, as to whether it is ongoing, completed

(ix)

x)

(xi)

or terminated, shall be submitted to the Central Licensing Authority electronically in
the SUGAM portal;
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;

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 of
the New Drugs and Clinical Trials Rules, 2019;

In case of injury during clinical trial to the subject of such trial, complete medical
management and compensation shall be provided in accordance with the Chapter
VI of the said Rules 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 the 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;

(xiii) 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) 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 Licensing
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 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;

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

(xviii) Informed Consent Documents (ICD) viz. Patient Information Sheet (PIS) and
Informed Consent Form (ICF) complete in all respect & must be got approved from
the respective Ethics committee and submitted to CDSCO before enrolling first
subject at the respective site.

(xix) Objective criteria for mild, moderate and Sever COVID patients should be clearly
defined.

(xx) The Informed Consent Document including ICF and Patient Information Sheet
should clearly mention in understandable language about the details of the drug
therapy that the patient may or may not receive.

(xxi) It may kindly be noted that merely granting permission to conduct Clinical Trial study
with the drug doesn’t convey or imply that based Clinical Trial data generated with
the drug, permission to market this drug will automatically be granted to you.






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 Cipla Limited, Cipla House, Peninsula
Business Park Ganpatrao Kadam Marg, Lower Parel, Mumbai Lower Parel (India) -
400013 to conduct clinical trial of the investigational new drug as per protocol No. CRD/62,
Version No. 1.1, dt.: 24 Nov. 2022 in the below mentioned clinical trial sites.

2. Details of new drug or investigational new drug:

Names of the new drug or|Fluticasone Propionate HFA Pressurized
investigational new drug: Metered Dose Inhaler 110mcg ex-actuator dose
(125 mcg ex-valve dose)

Therapeutic class: | Corticisteroids

Dosage form: Pressurized Metered Dose Inhaler

Composition: Fluticasone Propionate Inhalation Aerosol, 110 mcg is a suspension of
micronized fluticasone propionate, filled in plasma coated aluminium
canister fitted with a suitable metering valve and a plastic actuator with

dose indicator. Each actuation delivers 110 mcg of fluticasone propionate
from the actuator.

Indications: To assess the product functionality (via Invitro assessments) after repeated
use of Fluticasone Propionate Pressurized Metered Dose Inhaler 110mcg
ex-actuator dose (125 mcg ex-valve dose) manufactured by M/s Invagen
Pharmaceuticals Inc.,927 Currant Rd, Fall River (United States - MA02720)
in subjects with asthma.

Details of clinical trial sites-

Sr. No. s Ethics Committee Name of
Name of Principal . ; ..
. . Y o Name/Registration Number Principal
Investigator & Trial sites .
Investigator
1. Lifepoint Multispeciality | Life point Research Ethics Committee, | Dr. Rajkumar
Hospital, 145/1, Mumbai | 145/1, Mumbai Bangalore Highway, Nikalje

Bangalore Highway, Near | Near Hotel Sayaji, Wakad, Pune -
Hotel Sayaji, Wakad, Pune - | 411057, Maharashtra, India.
411057, Maharashtra, India | ECR/751/Inst/MH/2015/RR-21

2. Orchid Speciality Hospital | Orchid Speciality Ethics Committee Dr. Ashish
2nd Floor, L-Square, Porwal | | -Square, Porwal Road, Sr. No. Goyal
gﬁad, Sr. Nf-k2§2/3/?;\] Eff 282/3/3, Off Dhanori Jakat Naka,
anori aka aka
' | Lohgaon, Pune- 411047
P - ) 1
LElggan, SUNe AT LA, Maharashtra, India

Maharashtra, India
ECR/1089/Inst/MH/2018/RR-21




Pulse Multispeciality Hospital

Sr. no. 51/7/B/1, First floor,
Vishwar Arcade, Mumbai
Bangalore Highway, Pune
411041, Maharashtra, India.

Ethics Committee of
Multispecialty Hospital

Sr. no. 51/7/B/1, First floor, Vishwar
Arcade, Mumbai Bangalore Highway,
Pune- 411041, Maharashtra, India
ECR/1339/Inst/MH/2020

Pulse

Dr. Pankaj
Magar

Ojas Multispeciality Hospital
Sr. no 203/1 S. Y. Paitil
College Road, Ravet, Pune
412101, Maharashtra, India

Ojas Multispecialit y Hospital Ethics
Committee, Qjas Multispeciality
Hospital, Sr. no 203/1 S. Y. Patil
College Road, Ravet, Pune- 412101,
Maharashtra, India.
ECR/1284/Inst/MH/2019

Dr. Sahebrao
Toke

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.

New Delhi
Date: .o

71 APR 2023.

@W
(Dr. Rajee Slngh Rgghuvansm)
Cent(al Licensing Authority

Dr. RAJEEV SINGH RAGHUVANSHI
Drugs Controller General (India)
Cenltral Drugs Standard Control Organisation
Directorate General of Health Services
Ministry of Health & Family Welfare
Government of India
FDA Bhawan, Kotla Road,

New Delhi (India)



