Tele No0.011-23236965
F. No. ND/CT/24/000058 Fax.No.011-23236973

Government of India
Directorate General of Health Services
Central Drugs Standard Control Organization
(New Drugs Division)

FDA Bhawan, Kotla Road,
New Delhi-11 0002

To

M/s Orchid Pharma Limited,

Plot n.-121-128, 128A-133, 138-151, 159-164

SIDCO Industrial Estate, Alathur

Chengalpattu District - 603 110 , Tamil Nadu (India)

Subject: Grant of permission to conduct Phase IV CT study Protocol titled “A
Phase 4, Multicenter, Open-Label Study to Evaluate the Safety, Tolerability and
Efficacy of Cefepime and Enmetazobactam combination in Adult Indian Patients
with cUTI including AP, HAP including VAP and Bacteremia associated with
these conditions”-regarding.

Sir,

With reference to your application no. ND/CT04/FF/2024/44186 dated 18.07.2024;
please find enclosed herewith the permission in Form CT-06, vide No.
CT/ND/08/2025 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
Digitally signed by RAJEEV

RAJEEV SINGH  singr ragHuvansHi
RAGHUVANSH]| Date: 2025.05.09 11:38:23

+05'30"
(Dr. Rajeev Singh Raghuvanshi)
Drugs Controller General (India)

Conditions of permission

(1) 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;

(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
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(iii)

(xii)

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;

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 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;

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
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;

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;
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;

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 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 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;

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
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(xiii)

(xiv)

(xvi)

(xvii)

(xviii)

the 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;

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 authorized 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;

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,;

The Laboratory owned by any person or a company or any other legal entity
and utilized 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 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;

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

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.
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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

The Central Licensing Authority hereby permits M/s. Orchid Pharma Limited, Plot
Nos: 121-128, 128A-133, 138-151, 159-164 SIDCO Industrial Estate, Alathur,
Chengalpattu District - 603110, Tamil Nadu, INDIA, Telephone No.: +91-44-
27444471-73, FAX: +91-44-27444479, E-Mail: shanmugamd@orchidpharma.com
to conduct clinical trial of the new drug as per Protocol Number: Protocol Number:
ORCHID/CEFENMETA/P4/IN24, Version No. 2.0 dated 23.04.2025 in the below

mentioned clinical trials sites.

2. Details of new drug or investigational new drug and clinical trial site:

Names of the new drug er

Cefepime 2gm and Enmetazobactam
500 mg Dry Powder for Injection

Therapeutic class:
Dosage form:
Composition:

Antibacterial

Dry Powder for Injections

Each vial contains:

Cefepime Hydrochloride equivalent to
Cefepime....2gm;

L-Arginine....1.397gm and
Enmetazobactam...0.5gm

Indications:

Complicated urinary ftract infections
(cUTI), including pyelonephritis
Hospital-acquired pneumonia (HAP),
including ventilator associated
pneumonia (VAP)

Bacteraemia when it is associated
or suspected to be associated with
complicated urinary tract infection or
hospital-acquired pneumonia

Details of clinical trial sites-

Sr.
No. | Trial Sites

Name of Principal Investigator &

Ethics Committee Name/

Registration Number

1. | Dr. Edwin Fernando

60000

Govt. Stanley Medical College, 305,
Old Jail Rd, Chennai, Tamil Nadu -

Institutional Ethics Committee
Govt. Stanley Medical College
Hospital

ECR/131/Inst/TN/2013/RR-22

2. | Dr. Sanju Rajappan

Centre, P. O. Modakkallur,
Kozhikode, Kerala -673323

Malabar Medical College and Research
Atholi,

Institutional Ethics Committee
Malabar Medical College and
Research Centre

ECR/1248/Inst/KL/2019/RR-22

3. | Dr. Aravind GN
Victoria Hospital.
BMCRI,

560002

Victoria Hospital,
Mysore Road, Near
Market, New Tharagupet, Bangalore-

City

Institutional of Ethics Committee,
INU

ECR/860/Inst/KA/2016/RR-21
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Dr. K Vidyasagar
Government Medical College and
Government General Hospital Old
RIMSGGH, Srikakulam-532001,
Andhra Pradesh ,
India Srikakulam Srikakulam Andhra
Pradesh - 532001

Institutional Ethics Committee (IEC),
GMC & GGH

ECR/492/Inst/AP/2013/RR-20

Dr. Sagar Sudhir Bhalerao

Lifepoint  Multispeciality  Hospital,
145/1, Mumbai -Banglore Highway,
Near Hotel Sayaji, Wakad, Pune
Maharashtra — 411057

Lifepoint Research Ethics

Committee

ECR/751/INST/MH/2015/RR-21

Dr. Aditya Gupta

Matis Multispeciality Hospital, Opposite
Adani CNG Gas Station Near Motera
BRTS Bus Stop, Cross Road, Motera
Ahmedabad, Gujarat- 380005

Shakti Hospital Ethics Committee
Shakti General Hospital

ECR/1766/Inst/GJ/2023

Dr. Nirav Priyadarshi

Unity Hospital, 51, Shripal Nagar Soc.
Opp Pebble Bay Flats, Nr. Ankini
School, Chanadkheda, Ahmedabad,
Guijarat- 382424

Shakti Hospital Ethics Committee
Shakti General Hospital

ECR/1766/Inst/GJ/2023

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.

Digitally signed by RAJEEV

RAJEEV SINGH  sinGr racHuvanst
RAGHUVANSH]| Pate: 2025.05.00 11:38:47

+05'30'

Place: New Delhi
Date:

Central Licensing Authority
Stamp
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