F. No. BIO/CT/19/000076
Government of India
Directorate General of Health Services
Central Drugs Standard Control Organization
(Biological Division)

From,

The Drugs Controller General, India
Directorate General of Health Services,
FDA Bhawan, Kotla Road,
New Delhi-110002
To,
M/s Cipla Limited,
Cipla House, Peninsula Business Park,
Ganpatrao Kadam Marg,
Lower Parel, Mumbai - 400 013,
Maharashtra, India.

Subject: Application for grant of permission to conduct Phase Il clinical trial entitled
‘Randomized, Double-blind, Placebo-controlled, Multicenter, Phase 3 Clinical Trial to
Evaluate the Efficacy and Safety of Prandial Technosphere® Insulin Inhalation
Powder Versus Placebo Inhalation Powder in Patients with Type 2 Diabetes Mellitus
Inadequately Controlled with Oral Antidiabetic Drugs Over a 24-week Treatment
Period”, vide Protocol No.: CP/01/19, Version No.: 1.1, dated 14 Nov 2019 -
regarding

Sir,

With reference to your application No. BIO/CT04/FF/2019/16382, dated
26.08.2019, please find enclosed herewith the permission in FORM CT-06 for
conduct of subject mentioned Phase Il 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:

(). 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,
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(iii).

(iv).

(V).

(vi).

(Vii).

(viii).

(i%).

(%).

(xi).

(xii).

(xiii).

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 conduct 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 fiteen 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;

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;

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,

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;

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;

The premises of the sponsor including his representatives and clinical trial
sites, shall be open for inspection by officers of the Central Licensing Authority
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(xiv).

(xv).

(xvi).

(xvii).

(xvii).

(Xix).

who may be accompanied by officers of the State Licensing Authority or
outside experts as authorised 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;

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;

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;

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;

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

Firm shall submit updated ICD version in English and in local language before
initiation of the subject study.

Firm shall submit renewed ethics committee registration details and
investigator’s undertaking for the PI before trial initiation.

Yours faithfully

VENUGOPA
GIRDHARILA
L SOMANI

(Dr. V. G. Somani)
Drugs Controller General (India)
Central Licensing Authority
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File. No. BIO/CT/19/000076

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 Licencing Authority hereby permits M/s Cipla Limited, Cipla House,
Peninsula Business Park, Ganpatrao Kadam Marg, Lower Parel, Mumbai - 400 013,
Maharashtra, India, Tel No. 022-24826000, 011-43563648, 011-43563647; Fax No.
022-24826120, 011- 43563648, to conduct clinical trial of the new drug or
investigational new drug entitled “Randomized, Double-blind, Placebo-controlled,
Multicenter, Phase 3 Clinical Trial to Evaluate the Efficacy and Safety of Prandial
Technosphere® Insulin Inhalation Powder Versus Placebo Inhalation Powder in
Patients with Type 2 Diabetes Mellitus Inadequately Controlled with Oral Antidiabetic
Drugs Over a 24-week Treatment Period”, vide Protocol No.: CP/01/19, Version No.:
1.1, dated 14 Nov 2019 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.

Place: New Delhi

Date: 25-June-2020

VENUGOPA
L

GIRDHARIL
AL SOMANI

(Dr. V. G. Somani)
Drugs Controller General (India)
Central Licensing Authority
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File. No. BIO/CT/19/000076

Annexure:

Details of new drug or investigational new drug:

Na”?es ol;thet.neV\i drug Insulin Human 4 units, 8 units and 12 units single-use
giuénves lgational - new cartridge Inhalation Powder (Recombinant human insulin)
Blue cartridge = 4 Units, Green cartridge = 8 Units & Yellow
cartridge = 12 Units.
Therapeutic class Anti-Diabetic
Dosage form: Dry powder inhalation
Composition: Composition of the drug product per cartridge
Component 4 units 8 units 12 units
cartridge cartridge cartridge
0.35mg (10 | 0.70 mg (20 | 1.0 mg (10 U)
U) Cartridge | U) Cartridge Cartridge
3.3mg. 6.7 mg 10.0 mg
nominal fill nominal fill nominal fill
Quanti_ty per | Quantity per| Quantity per
cartridge cartridge cartridge
Insulin 0.347 mg? 0.694 mg? |1.041 mg?® (30
(10 Units (20 Units) Units)
fumaryl 2.96 mg 6.00 mg 8.96 mg
diketopiperazi
ne (FDKP)
Polysorbate | 0.05—-0.11 | 0.10-0.22 [0.15-0.33 mg
80P mg mg
Zinc® 0.0011- 0.0023 - 0.0034 -
0.0013 mg 0.0027 mg 0.0040 mg
aPer USP, one (1) unit insulin human is equivalent to
0.0347 mg pure insulin human
bPolysorbate 80 ranges based on batch analysis
€Zinc content based on analysis of selected batches and
calculated maximum based on stoichiometry of insulin
* Tl Inhalation Powder and Gen2 Inhaler
The 4 units, 8 units, and 12 units cartridges contain 0.35
mg, 0.7 mg, and 1 mg of insulin shall be used in the trial.
Indications: Proposed — A rapid acting inhaled insulin indicated to
improve glycemic control in adult patients with diabetes
mellitus.
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Details of clinical trial site:

S. Name and Address of Ethics Committee Details Name of

No. Clinical Trial Site Principal

Investigator

1. M.V. Hospital for Diabetes | Institutional Ethics Dr. Vijay
Pvt Ltd., #4, West Madha Committee, Prof. M. Vishwanathan
Church street, Royapuram, | viswanathan Diabetes
Chennai — 600013, Tamil Research Centre, No.4,

Nadu West Madha Church Street,
Royapuram, Chennai -
600013 Tamil Nadu
EC Reg. No.
ECR/51/Inst/TN/2013/RR-19)

2. St John's Medical College Institutional Ethics Dr. Vageesh
Hospital, Sarjapur Road, Committee, St. Johns Ayyar
Bangalore - 560034 Medical College Hospital
Karnataka Sarjapur Road, Bangalore -

560034 Karnataka
EC Req. No.
ECR/238/Inst/KA/2013/RR-19

3. Apollo Gleneagles Hospital, | Institutional Ethics Dr. Sanjay
58, Canal Circular Road, Committee, Apollo Chatterjee
Kolkata - 700054 West Gleneagles Hospital 58,

Bengal Canal Circular Road,
Kolkata - 700054 West
Bangal
EC Reg. No.
ECR/373/Inst/WB/2013/RR-16
4, Post Graduate Institute of Institutional Ethics Dr. Anil Bhansali
Medical Education and Committee, PGIMER,
Research, Sector-12, Room No. 6006, Sixth
Chandigarh - 160 012 Floor, PN Chuttani block,
Chandigarh-160012
EC Req. No.
ECR/25/Inst/CH/2013/RR-16
5. All India Institute of Medical | Ethics Committee, AlIIMS, Dr. Naval Vikram

Sciences, Ansari Nagatr,
New Delhi-110029

Room No. 102 1st Floor
Old O.T Block Ansari Nagar
New Delhi-110029

EC Req. No.
ECR/538/Inst/DL/2014/RR-17
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Sciences Mulagund Road,
SH-6, Mallasamudra,
Gadag- 582103, Karnataka

6. P D Hinduja Hospital and Institutional Ethics Dr. Manoj Chadda
Medical Research Centre, | Committee, P D Hinduja
Veer Savarkar Marg, Hospital and Medical
Mahim, Mumbai - 400 016 | Research Centre Veer
Maharashtra Savarkar Marg, Mahim,
Mumbai - 400 016
Maharashtra
EC Req. No.
ECR/61/Inst/MH/2013/RR-16
7. Seth GS Medical College & | Institutional Ethics Dr. Tushar
KEM Hospital, Acharya Committee-l, Seth GS Bandgar
Donde Marg, Parel, Mumbai-| Medical College and KEM
400012, Maharashtra Hospital, Acharya Donde
Marg, Parel,
Mumbai -400 012,
Maharashtra
EC Req. No.
ECR/229/Inst/MH/2013/RR-19
8. Government Medical College| Institutional Ethics Committee, | Dr. Sunil Ambulkar
and Super Speciality GMC, Nagpur, Government
Hospital, Medical College and Hospital,
Medical Square, Hanuman | Nagpur, Medical Square,
Nagar, Nagpur- 440003, Hanuman Nagar, Nagpur
Maharashtra. Maharashtra
- 440003 India
EC Req. No.
ECR/43/Inst/MH/2013/R-19
9. Dr. SR. Ramanagoudar Ethics Committee Dr. Vinay R
Multispeciality Hospital and | Dr. SR. Ramanagoudar Deepali
Research Institute Pvt. Ltd., | Multispeciality
Opp. VRL Logistics, Malapur| Hospital, Malapur Cross,
Road, Dharwad- 580008, Dharwad-
Karnataka 580008, India
EC Req. No.
ECR/1025/Inst/KA2018
10. |Gadag Institute of Medical |Institutional Ethics Committee | Dr. Anil Satyaraddi

(IECGIMS), Gadag Institute of
Medical Sciences, (GIMS)
Gadag-582 103, Karnataka,
India

EC Req. No.
ECR/1173/Inst/KA2019
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