MINUTES OF THE 14" MEETING OF THE APEX COMMITTEE HELD ON 17-06-2014
UNDER THE CHAIRMANSHIP OF SECRETARY, HEALTH AND FAMILY WELFARE
FOR SUPERVISING CLINICAL TRIALS ON NEW CHEMICAL ENTITIES IN THE

LIGHT OF DIRECTIONS OF THE HON'BLE SUPREME COURT OF INDIA DATED
03.01.2013

Present:

1. Shri Lov Verma,
Secretary,
Department of Health and Family Welfare.

-
-

2. Dr. V. M. Katoch
Secretary, DHR & DG ICMR,
New Delhi

3. Dr. Jagdish Prasad,
Director General of Health Services,
New Delhi

4. Dr. Arun K.Panda
Joint Secretary,
Ministry of Health & Family Welfare

Special Invitee:

1. Shri R.K. Jain,

Addl. Secretary & DG (CGHS)
Ministry of Health and Family Welfare

2. Dr.G.N.Singh
DCG(l), FDA Bhawan, New Delhi

The Apex Committee was apprised that 14" and 15" meetings of the Technical
Committee were held on 28.04.14 and 04.06.14 respectively, under th& Chairmanship
of DGHS. In the 14™ meeting, 13 cases of clinical trials were deliberated, out of which 9
cases were recommended for approval. In the 15" meeting, 20 cases of clinical trials



were deliberated, out of which 18 cases were recommended for approval. Further, in

the 15" meeting, 9 cases of clinical trials, which were earlier deferred due to non-

availability of opinion of pharmacologist / specialist were also deliberated and

recommended for approval. One case of clinical trial for approval of New Drug was

deliberated in both 14" and 15™ meetings. Thus, in the two meetings, total 41 cases of
: various categories of clinical trial proposals were deliberated, out of which, 36 cases
;’;were recommended for approval. In the remaining 5 cases, the committee has sought
- additional data / information. The minutes of the 14™ and 15" meetings of Technical
: Committee were circulated to the members.

The details of the deliberations and recommendations made by the Committee
are as under:

1. Evaluation of clinical trial proposals:

The Committee was apprised that as per the direction of the Hon'ble Supreme
Court made in its order dated 21. 04.2014, the proposals of global clinical trials/
clinical trials of NCEs are required to be evaluated with regard to three
parameters viz:

a) assessmentof risk versus benefit to the patients,

b) innovation vis-a-vis existing therapeutic option and

c) unmet medical need in the country

The Committee noted that the Technical Committee in its 14" and 15" meetings
has evaluated and recommended for 41 proposals of various categories of
clinical trials.

Out of these cases, 26 cases are global clinical trials/ clinical trials of NCEs and
15 cases are related to clinical trials for approval of New Drugs including fixed
dose combination, subsequent new drugs and biologicals.

In compliance with the direction of the Hon'ble Supreme Court, the Technical
Committee evaluated the 26 cases of global clinical trials/ clinical trials of NCEs
in terms of the three parameters as mentioned above. Details of these cases
along with their evaluation in terms of the three parameters and
recommendations of the Technical Committee are mentioned in the annexure-I.



Out of the 26 cases, the Technical Committee has recommended for approval of

trials in 24 cases. In remaining 2 cases, the Committee has sought certain
additional data / information.

After detailed deliberations, the Committee agreed to the evaluation and
recommendations of the Technical Committee in respect of the above 26 cases.

The Committee also noted the evaluation and recommendations of the Technical
Committee for the remaining 15 cases which are related to clinical trials for
approval of New Drugs including fixed dose combination, subsequent new drugs
and biologicals. The details of the remaining 15 cases along with the
recommendations of the Technical Committee are mentioned in the Annexure-ii.

Out of the 15 cases, the Technical Committee has recommended for approval of
trials in 12 cases. In remaining 3 cases, the Committee has sought certain
additional data/ information.

The Committee after detailed deliberation agreed to the evaluation and the
recommendations of the Technical Committee in respect of these 15 cases also.

. Further, the Committee desired that its meeting should be held immediately after
finalization of the minutes of Technical Committee meeting, within three days.

The meeting ended with a vote of thanks to the Chair.



Annexure-|

A. List of 26 cases of global clinical trials/ clinical triats of NCEs along with their
evaluations and recommendations of the Technical Committee in its 14"and 15"
Meeting.

Protocol No Evaluations in respect of Recommendations
' three Parameters
4 Ri
- - Names of the R;il; l\_/“esrsus benefit to the
No. rug Applicant e s e
PP 2. Innovation vis-a-vis existing
therapeutic option.
B. Unmet medical need in the
country
1.} UT-15C Pharmaceutical | TDE-PH- Risk versus benefit to the | Committee evaluated and
{Treprostinil Research 310) patients- recommended for the
Diethanolamine) | Assaciates The risk vs benefit profile of | conduct of clinical trial as
India the test drug from preclinical | per the submitted Clinical
Private single dose and repeat dose | trial protocol.
Limited

toxicity studies and phase |, Il
and |lf clinical trials justify the
conduct of this study with the
sustained release dosage
form.

Innovation vis-a-vis existing
therapeutic option-

The test drug is an innovative
therapy, not because it
originates from a new
therapeutic class of drug, but
rather due to the route of
administration and the
sustained release dosage
form.

As per protocol, the purpose

time to first clinical worsening
of PAH in patients receiving
test drug + ERA / PDES-I

therapy vs ERA/PDES-I
therapy alone.

Unmet medical need in the
country-

Treprostinil SR(UT-15C) oral
formulation may potentially

help PAH patients due to its

of the study is to compare the |.

(NDAC recommendation -
The committee reviewed
the minutes of eardier
NDAC held on 27/9/13 and
the presentation made by
the applicant during this
meeting. The committee
recommends for the
conduct of the study at the
proposed centers/trial
sites.)

4




once weekly dosing.

2| UT-15C Pharmaceutical | TDE-PH-311 Risk versus benefit to the | Committee evaluated and
(TreprostinilDiet | ResearchAssoc patients- recommended for the
hanolamine) iatesIndiaPrivat The risk vs benefit profile of | conduct of clinical trial as
o elLimited the test drug from the | per the submitted Clinical
preclinical single dose and | trial protocol.
repeat dose toxicity studies
. and phasel, Il and lil clinical | (NDAC recommendation -
trials justify the conduct of this | The committee reviewed
study with the sustained | the minutes of earlier
release dosage form. NDAC held on 27/9/13 and
Innovation vis-a-vis existing | the presentation made by
therapeutic option- the applicant during this
The test drug is an innovative | meeting. The committee
therapy, not because it | recommends for the
originates from a new | conduct of the study at the
therapeutic ciass of drug, but | proposed centers/trial
rather due to the route of | sites.)
administration and it being a
sustained release dosage
form.
This is an open label study
protocol to assess the long
term safety of UT-15C
Unmet medical need in the
country-
Treprostenil SR (UT-15C) oral
formulation may potentially
help PAH patients due its
once weekly dosing.
3.} Pregabalin Pfizer Limited A0081105 Risk versus benefit to the | Committee evaluated and
(Lyrica®) patients- recommended for the

The risk vs benefit profile of
test drug from preclinical
toxicity studies including
acute and multiple-dose oral
studies in rats and monkeys
and phase |, II/Ill trials justify
the conduct of this study.
Innovation vis-a-vis existing
therapeutic option-
Pregabalin due to different
mechanism of action
compared to the conventional
anti-epileptic =~ drugs  may
potentially provide an
additional choice for the
control of seizures.

The purpose of this study is to

conduct of clinical trial as
per the submitted Clinical
trial protocol.

(NDAC Recommendation:
The NDAC recommended
for approval of trial
protocol)




T

demonstrate superior efficacy
of Pregabalin compared to
placebo for treatment of
PGTC seizures as measured
by the 28 days seizure rate.
Unmet medical need in the
country-

Epilepsy is a chronic disorder
and patients usually require
change in anticonvulsant
therapy (with drugs such as
lamotrigine, topiramate,
levatiracetam, zonisamide,
valproate, etc) due to lack of
tolerability. Pregabalin may
potentially benefit to such

patients.
4.| Dapagliflozinpro | Bristol -Myer D1693C00001 | Risk versus benefit to the | Committee evaluated and
panediol Squibb India patients- recommended for the
Pvt Limited The risk vs benefit profile of | conduct of clinical trial as
the test drug from preclinical | per the submitted Clinical
toxicity  studies including | trial protocol.
pivotal multiple dose toxicity
studies in rats and dogs and | (NDAC Recommendation:
Clinical data from several | The committee has
clinical Pharmacology studies | recommended for the
including Phase I, lll clinical | approval of ftrial with
trials justify the conduct of this | dapaglifiozin  with  the
study. condition that all Pls should
Innovation vis-a-vis existing | be specialist of internal
therapeutic option- medicine, diabetologist or
Preliminary hypothesis- | endocrinologist instead of
generating data from clinical | cardiologist and upper age
studies indicate that the test | limit should be 65 years.
drug may have CV protective | The firm will submit the
effect in T2DM patients. details of DSMB.)
The purpose of the study is to
evaluate the effect of test
drug on the incidence of
cardiovascular death, Ml and
ischemic stroke in T2DM
Patients.
Unmet medical need in the
country-
The test drug may potentially
provide a beneficial/ alternate
option for T2DM Patients.
5.| Eravacycline PS! CRO TP-434-008 Risk versus benefit to the | Committee evaluated and
(TP 434) Pharma India patients- recommended for the
Pvt Ltd The risk vs benefit profile of | conduct of clinical trial as

the test drug from preclinical
toxicity  studies including
single dose and multiple dose
in rats, dogs and monkey and
phase |, Il Clinical trials justify

per the submitted Clinical
trial protocol.

(NDAC recommendation -
NDAC recommended for
the conduct of the trial
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T

the conduct of the study.
Innovation vis-a-vis existing
therapeutic option-
Eravacycline has in vitro
potency and spectrum to
cover the intestinal flora that
commonly causes clAls.

The purpose of the study is to

subject to the condition that
the sites should be
geographically  distributed
including north eastern and
north western region of
India, accordingly the
applicant has submitted the
list of sites for approval
prior to grant of clinical trial
permission.)

compare the safety and
efficacy of the test drug with a
carbapenem class of drug in
complicated intra-abdominal
infections.

Unmet medical need in the
country-

There is need for broad-
spectrum antibiotics to
empirically cover the wide
range of potential pathogens

seen in clAls.
Parameters
. 1. risk versus benefit to the patients
:;' Drug A;:‘pal:::nt 2. innovation vis-a-vis existing
: Protocol | therapeutic option Recommendations
No 3. unmet medical need in the country

6. M/s GSK Zoster-039 The Committee
Herpes Pharma Ltd (116428) | Risk versus benefit to the patients- evaluated . the
zoster ~ gE The risk vs benefit profile of the test drug | Proposal against the
recombinant from various preclinical toxicity studies | Prescribed
protein including single dose study as well as 28 | Parameters and
adjuvanted days repeated dose toxicity study and | Concurred  with
with  ASO1B phase |, lla, Il clinical studies justify the | NDAC opinion  for
Adjuvant conduct of this Clinical Trial. the conduct of the
system study

Innovation vis-a-vis
therapeutic option-
Currently there is no vaccine for the
prevention of HZ in immune compromised
patients.

The purpose of the study is to assess the
safety and immunogenicity of candidate
vaccine (test drug) in' adults aged 18
years and older with hematologic
malignancies.

existing

Unmet medical need in the country-
Currently there is no vaccine for
prophylaxis of HZ in immune
compromised patients.

((NDAC
Recommendation:
The Responses to

the queries
submitted by the
company were
reviewed and found
satisfactory.
Proposal

recommended  for
approval. The study
is to be conducted
on 21 subjects in
India




Apitox®
[purified
honeybee
(Apismellifer
a) venom)

L

M/s
Spectrum
Clinical
Research
Pvt. Ltd.
Mumbai

01-13

Risk versus benefit to the patients -

Pk and phase |l data in Indian subjects is
required before the proposed phase Iil
trial protocol is permitted.

Innovation vis-a-vis
therapeutic options

The existing therapeutic options for RA
includle DMARDs and monocional
antibodies. Honey bee venom for RA may
potentially be an innovative therapy.

The purpose of the study is for Safety and
Efficacy evaluation of test drug in Patients
having Osteoarthritis of the Knee.

existing

Unmet medical need in the country :

Analgesics and steroids are associated
with Gl irritation, stomach ulceration and
in some cases renal damage. Test drug
may provide additional treatment options
for RA.

The Committee
evaluated and
opined that Pk and
phase |l data in
Indian subjects is
required before the
proposed phase il
trial  protocol is
permitted.

(NDAC
Recommendation:
The committee after
due deliberation
opined that data
from phase | and
phase |l studies in
Indian subjects is
required before
conduct of the
proposed phase |l
Furtherthe
Committee also
opined that the drug
Apitox per-se has
had no substantial
benefit over and
above the existing
therapies for OA, but
is meant for palliative
care only.




L SR

M/sSanofi
Pasteur India
Private
Limited

MTA70

Risk versus benefit to the
patients-

The risk vs benefit profile of
the test drug from
pharmacological toxicity,
immunogenicity studies and
clinical trials in the 2-55yrs
age group justify the
conduct of this study. The
product is approved in India
for the age group 2-55yrs
and the proposed trial is in
the lower age group

Innovation vis-a-vis
existing therapeutic
option-

The primary objective of the

study is to assess the sero-
protection rate after the
second of the 02 doses of
Menactra administered
three to six months apart.

The Committee
reviewed the proposal
vis-a vis the prescribed

parameters and
recommended the
conduct of the study in
line with the NDAC
recommendation.
(NDAC

Recommendation: The
committee
recommended the study
with following
stipulations:

Two more sites from
western and southern
region of the countries
shall be submitted to
CDSCO for approval.
For market authorization
in India, data on an

optimum number of
Meningococcal Unmet medical need in | subjects should be
(Groups A, C, Y and the country- submitted separately to
W-135) There is no licensed CDSCO for further
Polysaccharide vaccine for the age group review by NDAC.)
Diphtheria Toxoid 9-23 months currently in
Conjugate Vaccine India.
(Menactra)




PF-05280014
(Trastuzumab)

M/s Pfizer
Ltd

B3271002

Risk versus benefit to the
patients-

The risk versus benefit of
the test drug from
preclinical single dose,
repeat dose toxicokinetic
studies and Phase | and
human immunogenicity
study justify the conduct of
this clinical trial

Innovation vis-a-vis
existing therapeutic
option-

Trastuzumab is a high end
monoclonal antibody for

treatment of HER2 positive
MBC in conjunction with
other chemotherapeutic
agents

The primary Objective of
this study is to compare the
objective response rate
(ORR) in patients with
metastatic HER2-
positive breast cancer who
receive trastuzumab-Pfizer
to those who receive
trastuzumab-EU in
combination with paclitaxel.
Unmet medical need in
the country-

Trastuzumab is a
monoclonal antibody
indicated for HER2 positive
MBC. Availability of this
drug from multisource will
be in the interest of the
nation

The Committee
evaluated the proposal
against the prescribed
parameters and
concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation: The
committee examined

and recommended for
the conduct of the trial)
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10. | INC424 (Ruxolitinib) | M/s Novartis | CINC424B | Risk versus benefit to the | The Committee
Healthcare 2401 patients-. evaluated the proposal
Private The risk versus benefit of against the prescribed
Limited the test drug in various

toxicity studies including
single, repeat dose studies,
genotoxicity, developmental
toxicity as well as in various
clinical studies-i.e. phase | !l
and phase Il (Specially in
PV justify the conduct of
this Phase llib study in

polycythemia vera patients.
Innovation vis-a-vis
existing therapeutic
option-

Therapeutic options  for

Polycythemia Vera patients
other than Hydroxuurea is
limited. Patients who are
resistant or intolerant to this
drug may potentially benefit
from the test drug.

The purpose of the study is
to compare the efficacy of
ruxolitinib to best available
therapy as assessed by Hct
control at week 28.
Unmet medical
the country-
There is an unmet need for
well tolerated and
efficacious therapies for the
condition Polycythemia
Vera.

need in

parameters and
concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation:
Ruxolitinib is a targeted
therapy and there is no
other therapy currently
in this category for
polycythemia vera other
than hydroxyurea.
Therefore this clinical
trial meets the genuine
unmet need condition.
NDAC therefore
recommends approval of
the clinical trial.)
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11. | BevacizumabBio- M/s Cliantha BEVZ92- | Risk versus benefit to the | The committee
Similar (BEVZ92) Research Ltd | A-01-13 | patients- evaluated the proposal
The risk versus benefit of against the prescribed
the test drug
fromcharacterization PuTMTSte e

assays, preclinical repeat
dose and toxicokinetic
studies in monkeys justify
the conduct of the proposed
clinical trial.

Innovation vis-a-vis
existing therapeutic
option-

This drug is a high end
monoclonal antibody for the
treatment of metastatic
colorectal cancer and.

The purpose of the study is
to compare the
pharmacokinetic (PK) and
safety profile of
BevacizumabBiosimilar
(BEVZ92) in combination
with FOLFOX or FOLFIRI
versus innovators
Bevacizumab in
combination with FOLFOX
or FOLFIRI.

Unmet medical need in
the country-

Availability of Bevacizumab
from multisource will benefit
Indian patients in the
management of metastatic
colo-rectal cancer.

concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation: The
NDAC after review of
the protocol and the
presentation made by
the firm, opined that
since this :s a first time
used in human subjects,
the trial may be
approved with a
condition that the interim
analysis for safety be
submitted  after first
cohort of six patients.
Further approval may be
granted based on the
above results.)
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Human cell line M/s Max GENA-05 | Risk versus benefit to the | The Committee

recombinant factor | Neeman patients- The risk versus evaluated the proposal

Vil Medical benefit of the test drug against the prescribed
International fromsafety and efficacy in Farieters and
Limited pre-clinical, repeat dose pa

toxicity and clinical study in
Hemophilia A. justify the
proposed clinical trial.
Innovation vis-a-vis
existing therapeutic
option- Recombinant factor
Vil concentrate may
provide an alternate option
to plasma derived factor Vill
cryoprecipitate and FFP for
severe  haemophilia A
treatment.

The purpose of the study is
to assess immunogenicity,
efficacy safety and
tolerability of the test drug in
previously untreated severe
haemophilia A patients
(prophylaxis treatment).
Unmet medical need in
the country-

Multisource availability of
recombinant factor VIl in
the country will benefit
Indian patients.

concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation: The
NDAC has examined
and opined that any
patient who has inhibitor
despite ITI, the firm will
provide free medical
management/standard
care for a period of 03
years post completion of

the trial, committee
approved this
amendment.)
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13.

Bio-similar
Rituximab

T

M/s PPD

GP13-301

Risk versus benefit to the
patients. The risk versus
benefit of the test drug from
the characterization,pre-
clinical, comparative
toxicokinetic studies,
repeated dose toxicity and
clinical trials to assess the
comparative PK/PD with
the innovator product
justify the conduct of this
phase Il study.
Innovation
existing
option-
Rituximab is a high end
monoclonal
antibody/antineoplastic. The
purpose of this study is to
demonstrate comparability
of ORR of the test drug with
that of the innovator product
in  previously untreated
advanced stage of FL
patients.

Unmet medical need in
the country-

Multisource availability of
this high-end monoclonal
antibody Rituximab In NHFL
patients will help Indian
patients.

vis-a-vis
therapeutic

The Committee
evaluated the proposal
against the prescribed
parameters and
concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation:
Follicular Lymphoma is
a disease of older age
and there is as no safety
related issues in this age
group, as observed from
global data in the elderly
i.e. above 65 years of
age. Hence the NDAC
recommends for age
relaxation in India i.e.
inclusion of subjects
above 65 years of age
and the protocol
amendment -3.protocol
amendment -3
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14.

IB1001 (lyophilized
recombinant factor
1X)

M/s Max
Neeman
Medical
International
Limited,

1B1001-01

Risk versus benefit to the
patients-The risk versus
benefit of the test drug
frompreclinical toxicity
studies and in clinical study
to evaluate PK and safety
justify the conduct of this
phase IlI study.

Innovation vis-a-vis
existing therapeutic
option- *

The supply of human

plasma derived factor IX
may be a limiting factor for
the availability of this
substitution therapy.
Multisource availability of
this drug either as plasma
derived or the recombinant
factor 1X may benefit indian
Patients.

The purpose of the study is
to evaluate the safety,
Pharmacokinetics (PK) and
efficacy of the test drug in
prophylaxis and on-demand
treatment groups of
subjects with haemophilia
B.

Unmet medical need in
the country -

There is limited accessibility
to this product which is
indicated for prophylaxis
and treatment of any
bleeding and in surgery.

The Committee
evaluated the proposal
against the prescribed
parameters and
concurred with NDAC
opinion for the conduct
of the study.

(NDAC
Recommendation: The
committee
recommended the

protocol amendment i.e.
use of polished product
for all the subjects in
India.)
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15.

Octafibrin (Human M/s Max FORMA- | Risk versus benefit to the | The Committee
Plasma Derived Neeman 01 patients- The risk versus | evaluated the proposal
Fibrinogen) Medical benefit of the test drug in against tha prescribed
International preclinical  pharmacology,
s o R parameters and
Limited, toxicity studies justify the d with NDAC
conduct of this study. concurmed Wi
Innovation vis-a-vis | opinion for the conduct
existing therapeutic | of the study.
option- Multisource
’ availabilty of  Human | (NDAC

Plasma Derived Fibrinogen
may benefit Indian subjects.
Purpose of the study is to
determine the PK, efficacy
and safety of test drug
(octafibrin) compared to
innovator product in
subjects with Congenital
Fibrinogen Deficiency.

Unmet medical need in
the country-Currently
available treatments include
large volumes of plasma or
cryoprecipitate for serious
and emergency bleeds as
well as in the management
of surgical cases.
Fibrinogen concentrates
availabilty may help in
decreasing the volumes to
be infused in emergency
and serious bleeds etc.

Recommendation: The
company provided the
interim safety analysis
report which was found
be satisfactory. Since
there was no safety
issue, the committee
recommended the
inclusion of two subjects
as sought by the firm.)
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16.

SB3
(Trastuzumabbiosimi
lar)

M/s SIRO
ClinpharmPvt
Ltd

SB3-G31-
BC

Risk versus benefit to the
patients . Based on the
animal toxicity data
including 4 weeks in-vivo
repeated dose toxicity
studies, the committee
opined that the clinical trial
data generated so far in the
country of origin should be
submitted before the
proposed trial protocol can

be permitted.

Innovation vis-a-vis
existing therapeutic
option-

Trastuzumab is a high-end
monoclonal antibody. The
purpose of the study is to
demonstrate  comparable
clinical efficacy of the test
drug with that of the
innovator product in Her2 +

MBC in neo- adjuvant
setting.

Unmet medical need in
the country- Multisource

availability of trastuzumab
may benefit Indian patients.

The committee opined
that the clinical trial data
generated so far in the
country of origin should
be submitted before the
proposed trial protocol
can be permitted.

(NDAC
Recommendation: The
NDAC examined and
opined that the
proposed trial may be
approved as such.)
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17. | Baricitinib M/s Eli Lilly 14V-MC- | Risk versus benefit to the | The committee
(LY3009104) and JADY | patients- The risk versus | evaluated the proposal
Company benefit of test drug from | 5gainst the prescribed

(lqdla) safety and. efficacy in parameters and

Private pharmacological .

Limited toxicological, toxico-kinetic | concurred with NDAC
studies and in several | opinion for the conduct
clinical phase | and Il | of the study
studies justify the conduct of

. this study. (NDAC
4 Innovationvis-a-vis Recommendation:The
4 existing therapeutic | NDAC examined the
option-Baricitinib  belongs
proposal and
to a new drug class that
selectively inhibits  JAKI | ecommenced e
. and JAKI signaling conduct of this study i.e.
pathways. the extended therapy
. with the drug in patients
The purpose of the study is | who had responded in
to evaluate the long term | the previous trials may
safety and tolerability of | e 5jiowed subject to the
baricitinib in patients who o hat th
have completed a previous condition _t'a o
baricitinib RA study. extended Lipid profile
Unmet medical need in | monitoring shall be done
the country - RA patients | every three months till
who fail on DMARDs and | the study ends)
who may not wish to take
biological (that are
injectable) may have a
wider option with this class
of oral drugs
18 M/s P3-GLR- Risk versus benefit to the | The committee evaluated
Glaritus®, Wockhar | IMSFDA-01 | patients- the proposal against the
Recombinant | dt Ltd. The risk versus benefit profile of the | prescribed parameters and
Insulin test drug (Recombinant Insulin concurred with NDAC
Glargine ' Glargine) fromanimal toxicity data | opinion for the conduct of
Injection 100 including repeated dose the study.
1U/mL toxicokinetic studies and several
21A- Gly- clinical studies justify the conduct of | (NDAC Recommendation
30Ba-L-Arg- the study. : The commitee has
30Bb-L-Arg- Innovation vis-a-vis  existing | recommended for the said
human therapeutic option- study with the current
insulin The purpose of the study is to | version 7 of protocol
compare the change in glycosylated | amendment
haemoglobin (HbA1c), from
baseline to 6 months of treatment,
of patients in the
Wockhardt'sGlargine arm  with

18



patients in the Innovator product
arm (as a surrogate indicator of
change in the immunogenic
response in both arms).

Unmet medical need in
country-

This comparative study of Glargine,
(an Approved product in India)) with
the innovator product will be in the
interest of the Indian patients.

the

o

19 M/s Max FCG-CNS- | Risk versus benefit to the | The committee evaluated
Lyophilized Neeman 001 patients- the proposal against the
plasma - This product is approved In India for | prescribed parameters and
derived replacement of the factor VIII in concurred with NDAC
Factor VIl severe to moderate Haemophilia A | opinion for the conduct of
(EMOCLOT) patients. . the study
Innovation vis-a-vis existing | (NDAC
therapeutic options: Recommendation: The
The study is to assess the immune | committee recommended
tolerance induction in severe or | for the conduct of the
moderate Hemophilia A patients | phase IV study with the
with inhibitor induced by factor VIIl | drug which is a plasma
concentrate containing VWF. derived product in
Unmet medical need in the | Hemophilia A patient. 50%
country- of the sites shall be
This is a Phase IV study to assess | government hospitals.)
whether Factor VIIVWF
concentrate is able to induce safely
immune tolerance in Hemophilia A
patients with inhibitors.
The assessment may benefit the
Indian Patients.

20 M/s CSOM230G2 | Risk versus benefit to the | The committee evaluated
Pasireotidedi | Novartis 304 patients- the proposal against the
aspartate/ The risk versus benefit of the test | prescribed parameters and
SOM 230 drug fromthevarious animal toxicity concurred with NDAC

data including single dose, repeated
dose and in several phase |, II, lll
clinical studies justify the conduct of
this study.

Innovation  vis-a-vis
therapeutic option-
Pasireotide is a pituitary-targeted
medical therapy directly

aimed at the underlying mechanism
of Cushing's disease.

The purpose of the study is to
assess the efficacy of two
Pasireotide LAR regimen (starting
dose of 10 mg and 30 mg
independently in patients with
Cushing's disease after 7 months of
treatment regardless of up titration

existing

opinion for the conduct of

the study
(NDAC
Recommendation:  The
committee has
recommended for this

study.)
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at month 4

Unmet medical
country-

Surgery is the first line of treatment
for cushing's diseasebut associated
with high relapse. Currently

there are no treatment options that
target the underlying ACTH-
Secreting  pituitary  Adenoma.
Pasireotide provides a pituitary
directed medical treatment targeting
the underlying cause of the disease.

need in the

21 M/s MO28047(PE | Risk versus benefit to the [ The committee evaluated
Roche RUSE) patients- the proposal against the
Pertuzumab The risk versus benefit profile of the | prescribed parameters and
concentrate test drug in various animal toxicity | concurred . with NDAC
for = solution data including single dose, repeated | opinion for the conduct of
for infusion in dose and in phase |, Il, lll clinical | the study
single dose trial justify the conduct of the study.
vials [420mg- Innovationvis-a-vis existing | (NDAC
14mlivial] therapeutic option- Recommendation:  The
Trastuzumab and pertuzumab bind | committee recommended
to distinct epitopes on the HER 2 | for the conduct of the
receptors resulting in Augmented | phase Ilb protocol subject
therapeutic efficacy. to the condition that 50% of
: the sites shall be
'The purpose of the study is to | government hospitals.)
characterize the safety and
tolerability profile of the combination
of the two anti HER2 antibodies
Pertuzumab and Trastuzumab with
taxanes in Indian patients.
Unmet medical need in the
country-
More therapeutic options are
needed for the first-line therapy of
the HER2+ve metastatic breast
cancer.
22 M/s Novo NN9535- Risk versus benefit to the | The committee evaluated
Semaglutide Nordisk 3626 patients- the proposal against the

The risk versus benefit of the test
drug in various animal toxicity
studies including single dose,
repeat dose and in phase 1, ||
clinical trials justify the conduct of
the study.

Innovationvis-a-vis
therapeutic option-
The once weekly administration is
expected to improve the treatment
compliance significantly and further
maintains the optimal glycemic
levels.

existing

The purpose of the study is to

prescribed parameters and
concurred with NDAC
opinion for the conduct of
the study

(NDAC

Recommendation: The
committee has
recommended for the

proposed trial subject to
inclusion of DSMB. This is
also subject to condition
that those who have less
than 18.5 kg /m? BMiwill
be excluded.)
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compare the effect of once-weekly
dosing of two dose levels of
semaglutide versus sitagliptin 100
mg once daily after 56 weeks of
treatment.

Unmet medical
country-
Sustained release opfions such as
once weekly dosing compared to
daily dosing of anti-diabetic drugs
may ensure better patient
compliance and glycemic control.

need in the

23

Liraglutide
(Victoza®)

M/s Novo
Nordisk

NN2211-
4059

Risk versus benefit to the
patients-The risk versus benefit of
the test drug from various
preclinical, toxicity studies and
clinical trials including phase Il
justify the conduct of this Phase IV
clinical trial protocol.

Innovation  vis-a-vis
therapeutic option-
The purpose of this trial is to study
the switch ability from metformin
plus sitagliptine to metformin plus
liraglutide for better glycemic control
with associated reduction in body
weight while still being on dual
therapy in type 2 Diabetis.

existing

Unmet medical need in the
country-Improved treatment
regimen for patients who are having
poor control of T2DM with existing
medication

The committee evaluated
the proposal against the
prescribed parameters and
concurred with NDAC
opinion for the conduct of
the study.

(NDAC
Recommendation: he
committee recommended
for proposed trial subjects
to inclusion of DSMB and
the condition that those
who have less than 18.5
kg/m?> BMI  will be
excluded.)
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Trastuzumab
emtansine for
Injection

M/s
Roche

MO28231
(KAMILLA)

Risk versus benefit to
patients-

The risk versus benefit of the test
drugfrom various animal toxicity
data including single dose, repeated
dose and in phase |, Il & HlI clinical
trials justify the conduct of this
Phase llIb study.

the

Innovation  vis-a-vis  existing
therapeutic option-
Trastuzumabemtansine is a novel
antibody—drug conjugate (ADC) that
is specifically designed for the
treatment of HER2-positive
malignancies.

The purpose of the study is
evaluate safety and tolerability of

trastuzumabemtansine.
Unmet medical need in the
country-

The committee evaluated
the proposal against the
prescribed parameters and
concurred with NDAC
opinion for the conduct of
the study

(NDAC
Recommendation: The
committee recommended

for the conduct of the
phase |l protocol subject
to the condition that 50% of
the sites shall be
government hospitals.)
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Targeted delivery system e.g. ADC
agents for HER2 (+)vemBC may
provide other treatment options.

25 M/s CLDK378A23 | Risk versus benefit to the | The committee evaluated
LDK378 Novartis 01 patients- the proposal against the
The risk versus benefit of the test | prescribed parameters and
drug from various animal toxicity | concurred with NDAC
data including single dose, repeated | opinion for the conduct of
dose and data of phase I, Il & Iil | the study
3 clinical trials justify the conduct of
¢ the study. (NDAC
& innovation  vis-a-vis  existing | Recommendation:  The
therapeutic option- committee reviewed the
LDK378 is a more potent and | protocol and presentation
specific ALK inhibitor than currently | made and
' available drugs of this class & also | recommendation for the
active against mutated versions of | conduct of the conduct of
ALK the Phase |ll protocol
unmet medical need in the | subject to the condition
country- that 50% of the sites shall
The proposed trial may provide | be government hospitals.)
other / superior options for NSCLC.
therapeutic
26 M/s Max | CPI-IFE-001 | Risk versus benefit to the | The committee evaluated
Ifetroban Neeman patients- the proposal against the
Injection The risk vs. benefit of the test drug | prescribed parameters and
(thromboxane fromvarious animal toxicity data | concurred with NDAC
A2/ including single dose, repeated | opinion for the conduct of
prostaglandin dose and data of phase | and phase | the study
endoperoxide Il clinical trials justify the conduct of
receptor (TPr) the study. (NDAC
antagonist) Innovation  vis-a-vis  existing | Recommendation:  The
therapeutic option- committee recommended

This test drugincreases renal blood
flow by selectively targeting the
mediators involved in the
pathophysiology of Hepato-renal
Syndrome (HRS)

The purpose of the study is to
determine the pharmacokinetic
profile & safety of ifetroban injection
(multiple daily IV doses) in patients
with HRS.

Unmet medical
country-

need in the

The treatment with ifetroban (test
drug) may result in significantly
improved renal function and survival
rates with decreased liver transplant
requirements in patients with HRS.

proposed trial subject to
exclusion of the female
subjects.)
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Annexure-l|

B. List of 15 cases of clinical trial proposals other than GCT/NCE along with
evaluations and recommendations of the Technical Committee in its14"
and 15" Meeting.

.| Peginterferon M/s Lupin LBC-P-034-13 | Technical Committee evaluated and
affa-2b Limited recommended for the conduct of clinical trial as
s per the submitted Clinical trial protocol.
| Bevacizumab | M/s. Biocon BM100-CC- The Technical Committee agreed with NDAC
. Limited 03-101 opinion. However the names of the sites where
pk-pd study will be conducted should be
submitted and the P!'s in the sites should be
medical oncologist.

| AzilsartanMe | M/s Synokem Synokem/CT/ | Technical Committee reiterated its earlier
doxomil Pharmaceuticals | Azilsartan/102 | decision that the study in first 20 patients should

Limited 010 be conducted in ICU setting. Based on results of
20 patients, the study can be extended on the
subjects under OPD setting.

.| AzilsartanMe | Hetero Labs HCR/IIIJAZILE | Technical Committee evaluated and
doxomil Limited, HI1/10/2012 recommended for the conduct of clinical trial as

Hyderabad per the revised Clinical trial protocol.

.| Arterolane RanbaxyLaborato | 8006_APRRS | Technical Committee evaluated and
Maleate and | riesLimited _13 recommended for the conduct of clinical trial as
Piperaquine per the submitted Clinical trial protocol.
Phosphate

.| Teneligliptin M/s Glenmark GPL/CT/2013/ | Technical Committee evaluated and
and Pharmaceuticals | 003/l recommended for the conduct of clinical trial as
Metformin Limited per the submitted Clinical trial protocol.

Tablets

.| Tioconazole | Precise CMI- Technical - Committee recommended

Vaginal Tab. | ChemipharmaPvt | PRE/T10/CT- | resubmitting the proposal along with the opinion
. Lid. /070113 of Gynecologist.

.| AzilsartanMe | M/s MSN Labs NEX/AZL/CT- | Technical Committee reiterated its earlier

doxomil - decision that the study in first 20 patients should
5004/05/2011 | be conducted in ICU setting. Based on results of

20 patients, the study can be extended on the
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subjects under OPD setting.

9. | Inactivated M/s Cadila INZT1001 Technical Committee evaluated and
Trivalent Healthcare Ltd., recommended for the conduct of clinical trial as
Influenza per the submitted Clinical trial protocol.

Vaccine
(Split Virion)
4 I.P. Single
+ dose
10{ Varicella M/s Cadila VRL1001 Technical Committee evaluated and
'] Vaccine Healthcare Ltd., Version-1.2 | recommended for the conduct of clinical trial as
(Live Dated- 18-12- | per the submitted Clinical trial protocol.
1 attenuated, 13
Freeze
Dried) I.P.-
Single dose

11] Quadrivalent | M/s Sanofi Q1Vv06 Technical Committee evaluated and
Inactivated Pasteur India Pvt recommended for the conduct of clinical trial as
Influenza Ltd per the submitted Clinical trial protocol.

Vaccine

12{ DTwP-Hib M/s Panacea PBL/CR/2013 | Technical Committee evaluated and
vaccine Biotec Ltd. /04/CT/EFTT | recommended for the conduct of clinical trial as
(Easyfour- per the submitted Clinical trial protocol.

)
13| Clonazepam | M/s IPCA ID- Technical Committee evaluated and
Laboratories Ltd. | IPCA/CZCR/ | recommended for the conduct of clinical trial as
PIlI-10 per the submitted Clinical trial protocol.

14, Glimepiride, | M/s Sun Ltd. SP\IP- Technical  Committee evaluated and
Metformin 0701\0711 recommended for the conduct of clinical trial as
Hydrochlord per the submitted Clinical trial protocol.

e 2
Voglibose
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15{ Inactivated M/s Cadila INZ1001 Technical Committee evaluated and
Tetravalent | Healthcare Ltd., recommended for the conduct of clinical trial as
Influenza per the submitted Clinical trial protocol.

Vaccine
(Split Virion)

16] AzilsartanM | M/s Synokem/CT/ | The Committee noted that in the 14" meeting it
.| edoxomil SynokemPharma | Azilsartan/10 | was recommended that the study in first 20
& . Ltd. 2/010 patients should be conducted in ICU setting.

Based on results of 20 patients, the study can

be extended on the subjects under OPD
. setting. -

Accordingly the firm has submitted the revised

clinical trial protocol. After deliberation, the

Committee evaluated and recommended for

the conduct of the study.
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