MINUTES OF THE 18" MEETING OF THE APEX COMMITTEE HELD ON 25.11.

2014 UNDER THE CHAIRMANSHIP OF SECRETARY, HEALTH AND FAMILY

WELFARE FOR SUPERVISING CLINICAL TRIALS ON NEwW CHEMICAL
ENTITIES, : T
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Depariment of Health and Family Welfare,
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3. Dr. Jagdish Prasad,
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4. ShriK.L. Sharma

Joint Secretary, ' o
, Minist'ry'of'Health and Family Welfare, New Delhi
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1. Shii N.8.Kang, ,
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2. Proposals of Clinical Trlais recommended by Technical Committee

} 2.1  The Apex Committee noted that the Technical Committee had deliberated 31

cases retatlng to approval of clinical trials/ protocot amendments Out of these 31
- cases, 10 cases related to global clinical trials (GCT) and iemarnrng 21 cases

concerned clinical trials for approval of New Drugs lncludlng frxed dose combmatron
subsequent new drugs and biologicals. Out of the 10 GCT cases, six cases related
to approval of clinical trials and the remaining four concerned protocol amendments,
Out of six proposals, one case of GCT of Rifampitine involved fresh- examination
based on new facts brought out during-the presentation by the _applicant.
2.2 The Apex Committee noted that the Te'cttntcal Committee had evaluated the
10 cases relating to global clinical tiials and made recommendations after due
consideration. of all aspects of safety and efficacy especially in terms.of the three
parameters viz. risk versus benefit to the patients, innovation vis-a-vis existing
therapeutic option and - unmet medical needs in - the country. The Techiical
Committee had recommended approval of 03 out of 05 cases of global clinical trrals-
(Sr. No 1,2,3, of Annexure-l) and all 04 cases of protocol amendments as per
details in Annexure-l. | - o R
2.3 As decided by the Technical Committee in its 18"‘ meeting, in one case of
giobal ctrnrcai trial, M/s.B J Medical Coltege made presentatlon before the Technrcal
Commlttee on further details of the study A5279 The Technical Comm:ttee has, after

deirberatlons asked further information on the safety aspects and deferred the case .

(Annexure -Hl). - ‘ -
ST 24 The “Technical Committée also evatl:iated tlﬁewnatntngr 21 cases—othel than

GCT/cimlcaI trials of NCEs. After detailed detrberatlons the Technrcat Commlttee
had recommended approval of all 21 cases except in respect of case at Sl No 12 in
Annexute Il In case of proposal at Sl. No. 12, of Annexure II the Technlcal

~ Committes” recommended conduct of study with: cettatn condrtrons as. specrfred in -

that Annexure -
25 The reoommendatrons of the Technrcal Commlttee in. respect of other 21

- cases. areenclosed asAnnexure Moo w" ' ______‘___
28 Out of the total 31 clinical tnal proposals, the Teohnrcal Commrttee had

 recommended approvalof 28 cases. In'the remaining-two cases (8r:No-4-& &-in-the--— ... -
" Annexure-), the Technical Gommittes did not'recommend approval of proposal for

conduot of the clinical trials and one case of re examlnatlon was deferred seekrng

| addrtronal mformatron on safety (Annexure itr)
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‘was done in respect of proposal No. 4 and 5

Recommendation'
The Apex Committee deliberated upon the proposals and agreed with the

recommendations of the Technical Committee. The -Committee also made an
observation that eva!uation of three criteria may not be written as “not applrcable”

of Anhexure-l. The Committee noted
that the content of evaluatron and reasons for refusal are already brought out in the
reccmmendatrons whrch could have also been reflected in the aforesaid column. It

advised that the comments in the column pertaining to three crrterra of evaluatron be

. indicated in such cases in future.

3. Fresh prcposal of Clinical Trral Waiver rn Indian populatron for approval of

new drugs, which have already been approved outside India.

31  As per the D&C Rules, for new drugs substances approved in other countries,

phase il clinical trial is required to be carried out before granting permission to

manufacture / import the finished formulation of the new drug. However,
requirements of local Clinical Trial may be waived / relaxed under certain condmons

as per Drugs & Cosmetrcs Rules (122 A (2), 122 B (3) and clause 1 (3) of schedule-
Y dependrng on the nature of drugs and drseases for Wthh rt is rndrcated '

~ 3.2 Under Rule-122A(2) & Rule- 1228(3) of Drugs & Cosmetrcs Ruies the
o requrrement of submitting the results of local chnrcal trials may not be necessary if

the drug is of such a nature that the licensing: authorrty may,.in. public inferest, decide

~ to grant such permission on the basis of data avallable from other countries. F urther,

the- submrssron of requrrements relatmg to ammal toxrcology data may also be
modified or relaxed under the same Ru!es m case of new drugs approved and
marketed for severar years in other countrres and adequate pubhshed evrdence

regardrng the safety of the drug i rs avarlable

33 As per Clause 1 (3) of Schedule Y ofthe Drugs & Cosmetrcs Rules, for drugs

indicated in life threatenmg ! serious drseases or drseases of special relevance tothe

~Indian heaith scenarro the toxrcologrcal and clinical data requirements may be
abbrevrated deferred or omrtted as deemed approprrate by the Licensing Authority

3.4 .
—Rules under which the hcensmg authority | may grant permrssron to manufacture /

rmpert new drugs wrthout local chnlcal tnals R S o

e ————

There are, as such, certain conditions specrfred in"the Drugs & Cosmetrcs o




3.5  However, the Parliamentary Standing Committee in its 59th report had raised.

-concerns on approval of certain new drugs in the country without local clinical trials.
In the light of the same, the Ministry constituted a Committee under chairmanship of
Prof. Ranjit Roy Chaudhury, The action to be taken on the recommendations of the
Expert Commiltee has been finalized by the Ministry of Health & Family Welfare.
Accordingly, "The walver of Clinical Trial'in Indian population for approval of new
drugs, which have already been approved outside India, can be considered only in
cases of national emergeiicy, extreme urgency, epidemic and orphan drugs for
rare diseases and drugs indicated for conditions/diseases for which there is
ho therapy. o | )

3.7 The Apex Committee in its mesting held on 24. 01 2014, recommended that
waiver of local clinical trial of such cases should be granted only under the criteria as
already decided by the thstry viz national emergency, extreme: urgency, epidemfc
and orphan drugs for rare diseases and drugs indicated for conditions/diseases for
which there is no therapy. In. case, thé local clinical trial waiver is required for any
other category, the matter should be brought before the Apex Committee for
consideration along with the recommendatlons of the Technioal Commlttee In other

cases, decision to wawe may be taken by the Licencing Authority.
3.8 Three proposals (two from blologicals and one. from New- Drug) have been

recommended by the SECs for their approval- for- manufacture/ import.for marketlng
in the country W|thout local - cinical trlat ‘The detalls of the same alongwith”

recommendations of the SEC were’ piaced befOIe the Technical. Committee for

‘perusal and comments: .
3.9 The Techmcal Committee had. aﬁer detalled dehberattons recommended

local clinical tnal waiver ef all the three drugs namely Oblnutuzumab Injection,

‘Pertuzumab and Afatlnlb as they qualify for- such waiver based on the cnterla Iald

down for the same, as per details given in the followmg tab!e '

|| treatment—.. ... of | .SEC. Recommendahon________ e e SRS
patlents with -| The proposal is for - approval for the lmport and market the
| previously - -Obinutuzumab- With Clinical . Trial. waiver. _Obinutuzumab_injectioh

‘indicated for the |

TSF. | Dwig | o '
: Indlcatlon Recommendahons
no, Name - A :
1} Obinutu” | "Obinutuzumab _In _'The Technicaf f Gommittee : agreed to the recommendatlon of the SEC
| zumab | combination * with | and the drug comes under the category of “the drugs andlcated for-
Injection | chlorambucil -~ is conditions / ‘diseases for which there is no therapy” as one of the

categories laid down by the Ministry for warver of clinical trial.

Untreated ehronic

(1000mg/40ml) has been approved in the US, Australia, Swuze:lah@
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Ecuador. Based on the fact that the drug got an orphan drug status in

US and Europe-and it s a fare disease, therefore clinical trial waiver
taited defiberation recommended

thject drug for the indication
chlorambucit s indicated for
Untreated chronic

lymphocytic”
leukemia {CLL).

can be granted. Committee after de
for the marketin'g authorization of the st
"Obinutuzumab in combination - with

the tréatment of patients with previously
!ymphocyﬁc leukemia {(CLL)" with the condition that “the safety data of
the'subject drug with respect to Indian patients shall be examined
b'y the experts ‘of SEC-OncoIogy after 1 year of marketing and
the 'contr'nuation of Mmarketing author'fzation of the subject drug-shan
b'e considered after satisfaclory evaluation of the ppms data by the
tg is to ba sold by the prescription of the “Oncologist

éxpéfts”. The dr
V& Haema'tolo,gy“: S

The  combination of Pertuéumab
Chemotherapy has shown unprecedented survival benefit in first line

therapy of HER2+ metastatic breast cancer. There s ng iherapy
this fact the Technjcal

n. may be altowed for

and - Trastuzumab  with

Pertuzy

Indicated for the
treatment - of
posifive métastatic
or locally recurrent

mab

existing with such bengﬁts. In- view of
Committee recommends: that Pertuzumab |
import & Marketing for the claime_d indication withoyt further -clinical
ining ‘ stipulated by SEC,

Unresectable
breast . canger,
who  have' ot
recejved

trial in India erbjgct to condition as

: pre_\'/i_ously
treatment or
-whose disease
has ‘relapse‘ after
adjuvant therapy,

-for

Indicated
treatnjeht of
locally  advanced
or mefastatic non.
small Gl lung
cancer (NSCLC)
- fWithA—--—Epfdermal* ‘
Growth  Fq

‘Afatinib

with Epidermal Growt Factor Receptor (EGF R) mutation),
The Committeé’deh‘berated the rhatter in detail, The Committee
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advanced or metastatic non-small cell. lung cancer (NSCLC) with |
Epidermal Growth Factor Receptor (EGFR) mutation. The proposal
was deliberated’ in SEC (Oncology and Hematology) heid on

10.06.2014. and the Committee deliberated the matter in detail and

noted that the data generated in indian Patients are adequate and the

firm has also proposed to conduct another study with 50 pataents. The

| committée recommended for grant of Permission for Afatinib film

coated tablet 20/30/40/50 mg with indication for treatment of locally

advanced or metastairc non-small cell }ung cancer (NSCLC) with

Epidermal Growlth Factor Receptor mutation. '

The prcpcsal was referred to the Commlttee for re-examination in

light of the recommendattons on lhe waiver of Clinical trial in indian

population for approval of New Drugs. After detailed deliberation the

commilteé recorifirmed that waiver of clinical trial may be granted

because this is an orphan drug for the proposed iindication

" { The safely data available on 47 Indian patlents {including 10 of the

same indication ) are adequale

‘The'efficacy data provided from global studies are adequate

Active monitoring of patients recelving the drug post marketing should

.| be done for a period of 2 years and the ADRs reported in PVPIL.

Recommendatron The Comm|ttee after detailed delrberatlons agreed with the

recommendatlons of the Technlcal Commlttee

4.

Proposal of Clinical Trral Warver after re-examination

The Technlcal COm}iﬁrité'é in its gt meetrng “held on 13.10.2014 had

recommended approval of’ followmg 03 drugs wﬁhout c!rnrca! trrals in India based on’

reccmmendatrone of the SEC

4.2

The Apex Commlttee in |ts meeting held on 15. 10 2014, recommended that

-the: Technrcal Commlttee shoufd mentron tf these three cases- fall under the five laid

“down critena as already decrded by the Miriistry for ‘waiver of local clinical tial'in- Ihdian

_.poputations_for. approval of new drugs viz. , .

~ epidemic

natrona! emergency, extreme urgency,

¢ and for~ orphan drugs “for rare diseases -and drugs indicated for

condrtronsldlseases for whlch there is ho therapy

4.3
“the crite

” det'aﬂs_'é_iyen in the following table.” -

“The" Technicel Ccmmrtteerafter re- examrnatlon of- these cases had- mentzoned e

ria under which they had :ecommended for local clinical trial waiver as per




Technical Committee Recommendations for mention of CT

Drug - Indication-

Name . Waiver criteria

Based on the recommendation of the Apex Commiltee the
present case was re-deliberated in the Technical committee and
colorectal in. continuation of earlier SEC and Technical Committee
cancer (MCRC) recommendations, it was opined that Aflibercept in combination
' with FOLFIRI is safer and more effective therapy in second line
metastatic colon cancer which is an unmet need and where
there is no such effective therapy. Therefore the Technical
Committee recommended for grant of permission to import and
_markéting of this drug subjeot to the condition of adequately
‘powered Phase-1V clinical trial with review of data in two years,
the phase-IV tnaf protocol should be approved by CDSCO

For patients with

‘Aflibercept

metastatic

previously
treated with an
Oxaliplatin
containing
regimen.

For .. the
treatment - of

Based on the rfecommendation of the Apex Commiltes the'l
present case was re-deliberated in the Technical committee and
in continuation of -earlier SEC and’ Technical Commitiee
recommendaﬂons it was opined that in patients with HER2 new
posxtlve metastatic breast cancer that have failed treatment with
Trastuzumab and chemotherapy, Trastuzumab Emtansme‘
offers B-months exitra -survival and also srgnrfrcantfy more
panents responded to the treatment, The committee reiferated
-~ it's earlier stand that there Is no such therapy available for
“these conditions and recommended it in public interest for |

permission to lmport the drug for marketmg subject to the

cohdition of adequately powered Phase -1V clinical trial with
Teview of data in fwo years, the phase IV triaf protocol should .

be appaoved by CDSCO,

Trastuzum
ab
emtansina

patients with
HER2-Positive,
unreséctable

locally advanced
or  metastatic
breast  cancer
Wﬁo" havé
réceived prior-
treatment  with
Trastuzumab

{ and a Taxane -




8r. | Drug

no..! Name

Indication

Technical Committee Recommendations for mention of CT

waiver criteria

3{ Medroxypr

Fcr long term

ogesteron | fermale

e Acetate | contraception and in continuation of earlier SEC and Technical Committee
(MPA) . and- recommendations, the Commitlee after detailed deliberation
104mg - in | managementof *| recommended - for  waiver’ of clinical  trial  of
0.65mL endometriosis Medroxyprogesterone  10d4mg " in 0.66 mi suspension (for
suspensio | associated pain. Subcutaneols Injectlo'h) based on the fact that for the
n for | treatment of Endametriosis, no satisfactory subcutaneous
‘injection - product or therapy is yet available.in the cotintry, which is

.present case was re-deliberated in the Technical commiltee

being provided by the said drug in SC roufe and as such

Based on the recommendation of the Apex Comniiliee the

Medroxyprogesterone is-very old drug used for Endometriosis :
by IM route. Therefore clinical trial is not necessary as such for
such slightly modified preparation of drug of already known

saféty and efficacy in given indication.

Recommencdation:

¢

.

The Apex Committee after considering the aforesaid facts, agreed with the -
recommendations- of the Technlcaf Commlttee Further the Commzttee desired that
the Technical Commitiee will re -examine the cntena fcr waiver of local clinical trials
in ind;an populatlon for approval of new drugs, whlch have already been approved
outside India. Recallmg the Supreme Coutt d|rect|on whereunder Secretary, MoHFW-
was to supervise the clinical trial related to N.C.E., the Committee directed that other
cases that do not fall within the scope of the aforesaid directions of the’ Supreme
Court but were being placed before the Technical and Apex Committee to ensure the
consrstency in deolsron maklng, now need not be placed before them ‘in- all cases.
However in specmc cases Llcencmg Authonty may place the matter before DGHSV

for 1 echnical advice.

5. Re-examination of condition imposed on‘ the applicant to manufacture

the Drug Pasireotide in India, while granting local clinical trial waiver -
Fhée Technical Comm:ttee in-its—t1™ meet:ng had-examined-the- pioposaf of

M/s Novartis for waiver of Iocaf clinical trial for Pasireotide. The Technical Cormmttee
~had after detailed deliberations recominended that waiver of local clinfcal trial-may

8




| be granted subject to the condition that dr'ug shoul
., . alongwith PMS study as recommended by the NDAC.

Mentioned that Pasjreotide has been granted Or

Willing to undergo surgery, etc., the ultimate ny

| that-the condition

. The - Apex. Committee - deliberated - the
. recommendations of the Tec_hm'_c'al Commitice.’

6. Re-examination of condition regardin

‘i”“TﬁérafTJPﬁi00?*Déﬁ%ﬁéa1B§7%dﬁﬁ56§éﬁh&éﬁﬁé

d be manufactured in the country

5.2 DCG(!)‘received a representation from M/s. Novartis India, wherein the firm
phan Drug - status by major

regulators world over including the USFDA and EMA and it is indicated primarily for

use in patients of Cushing’s disease which fajis both surgical intervention as well as
radiation therapy. The overall incidence of Cushing's disease is low (approx.

3/million.) Considering' factors like healthcare access, diagnostic rates and patients
mber of patients who would qualify for

use of Pasireotide woild be'very small.

5.3  Based on the preliminary market fesearch conducted in India, the firm

anticipates that oniy' around 1500 patients per year would be eligible for treatment
with Pasireotide Disparate. Considering this, it may not be bracticaﬂy feasible to set
Up a manufacturing site in India for this product where the overall expebted patient

population which would require the drug is abysmally low. o

on to manufactyre in.India,. while agreeing.fdr.wai,v,er of local clinical
trial, was a suggestive condition. However, as the number of patients in India would

be very small i.e, around 1500 per year, as-informed by the fir_mr, this orphan drug

(Pasefiotids) - used in Cuéhihg"é ‘disease ma

marketed. As far as jts manufacturing in lndia_' is concerned, it shall be left to the

applicant firm.

Recommendation: .

g éh‘hical Trial study of Quark-

Biocon on the basis of repre_sentatf_onl appeal by the applicant_.,r
6.1=M/s Manipal Accuniova was grafited periission for conduet of clinical trials for

the protocol 7
cts With

al njections ‘to”Subje
9 ' -

y be allowed to be “imported ‘and

issue and ,_'agre-ed_ .With' the

‘A Pivotal Phase 1/, Randomized, Doubfe-Masked, Shain—ControHed :



Acute Non Arteritic Anterior Ischemic Optic Neuropathy (NAION).” on 10/11/2014 as
per 17 Apex and 18" Technical Committee recommendations dated 15.10.2014

and 13. 10 2014 respectively.
6.2 The Techmca! Commlttee had recommended that only severe cases of

NAION should be included in the study i.e. the Subjects with visual ‘acuity of fmger
counting close to face to 6/36, field defects on penmetay, retinal fibre thmning onh

OCT machine and FFA changes should be included. it also recommended - that

before phase Il is initiated, the phase || trial data from a!l the centers should he

submitted to CDSCO for furth_er,rewew by the experts. The committee had also

opined that all the investigators must possess MS dégree or alternate such as DNB".

6.3 Subsequentiy, the firm appealed agamst the conditions imposed on the
‘conduct of clinical trial and requested to reconsider the matter in the Techmca!"

Commrttee in the-light of their previous request as fol!owmg

Firm’s Request!A}ipeal for

‘Parameters GT NOC

.| Conditions Reconsideration
Visual Acuity 7 ' 6/36 6/18 to 6/12
Field Defects on - Yes Acceptable

.penmetry ' : . _
Retinal thinning on Yes Not mandatory to have retinal
. ' , nerve fiber thinning as -
| OCTmachine [~ | protoco criteria -
FFA changes -~ Yes Not required .

6.4 .. The.Technical. Committee while rewewmg 1ts earlier lecommendat[on onthe - =

bas:s of appeal/representatlon regarding the conditions of trial, recommended that
the subjects with- visual acuity 6/18 (as upper limit) may be recruited, the retinal

thinning on OCT machine as- part-of -inclusion- criteria can be waived if regular

monitoring of this parameter is already a- part of - protocoi Simifarly the Teohnica!

Committee opined that the Inclusion of FFA changes also can be wawed as lt may _

not provnde any addmonai benef;o:al information.

Rsconnnendanon

The Commiltee deliberated on the. lelated the issues and agreed to the -
““recoimmendations of the Technical Committea subject to ther condition—that-the™

applicant be asked to submit monthly follow-up reports to- DCG(l) about the progress
of trial and the cases of detenoratlon of the' condition of patients, if any, will-be
immediately brought to the notice of DCG(I) It decrded that this- practtce be-followed

~initially for a pericdl of three months: .
The meeting ended with the vote of thanks to the chair,

ke
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Annexure-|

g with their

| List of 09 cases of"g!oba! clinical tri.als/‘ clinical trials of NCEs aion
9" Meoting.

evaluations and recommendations.ofrt_he‘.Technical Committee in its 1

Parameters Recommendation:

- 1 sk versiis benefit to the -
' patients

2. Innovation vis-a-vis existing
_ therapeutic option
- 3 unmet medical need In the

. country .

Risk *Versus ~ Beneflt To The
Patients o -
In‘light of the fact that the test drugs
are afready marketed in India; the
conduct of the study is justified,

ip Protocol

Recominendation:
Recommended . for

approval as per the
fecommendation of SEC

BJ
Medical
| College -

Rifabutin,
Ritonavir,
Lopinavir/
Ritonavir,
Raltegravir.

NDAC

Recommendation; The
applicant has presented
the - protocol before
-Commiltes. ~ After
detailed defiberation the
Commitiee _ -
recommended - fhe

Innovation  vis-a-vis Existing
Therapeutic Option

The objective of fhe study s to
compare - rates  of virologic
.suppression fo < 400 copies/mi at 48
weeks for - the two standard: dose
| opinavi/ - Ritonavir and. Rifabutin
| am vs the double dose ‘Lopinavir/

Ritonavir and Rifabutin arm. .

; L % { subject to the condition
{Unmet . Medical - Need In The that - the - number of
Country S | patients - should be 60
The data generated from this study | (20 in each of the arms).
[ may provide a n'ewapproach In | The -applicant” _shauld
freatment  of HIV  relateq submit  the  HMSC
tuberculosis, - | approval to CDSCO and

S ~ | also “there ‘shall he gz

DSMB to the monitoring
the pafients safety, =

Recommendatfon;
Recommended for
approval as per {he
‘Tecommendation of SEC' |

Risk Vs Benefitto the Patlents - .
The risk vs benefit profile of the. test
drug from Pre clinical single ‘dose,
repeated dose, {oxicity, reproductive
loxicity, - carclnogenicily... - studies,
phase |, I, Jil clinical study justify the
conduct of study. S

Innovation  vis-a-vis Existing
--Therapeulic-option_-~~—-- e
The  purpose of - the study “is to
characterize - the - plasma
pharmacokinetic profile of Sunitinih conduct of the study with
- and its active melabolite SUQ12862 present protocol,
|-in_children and young adult (6_to18.) __ . .

“Sunitinib- -Pﬁzer Ine;
Malate - -
(SUTENT®)

NDAC
Recommendation:
After detailed

Commiltee .
recommeanded for

11

' conduct” of the “study .

{-deliberation - - e |-




Yrs  of " age) with advanced,
unresectable gas gastrointestinal
stromal tumour. '

Unmet ‘Medical '

Country
-The data generatet! from this study

may provide a therapyllreatment of

Need In the|

pediatric  gastrointestinal - stromal
. tumour, _ I
Choiine FCG-CNS-001 ‘AProf S N | Risk Versus Benheflt To The _
chloride o "'Gaur ‘Patlents - o ' Recommendatioi:
] VP The safety profile of the test drug | Recommended - - for
1 Chest - | from various pre clinlcal and cllnical | approval as per the
Ihstitute ~ .| studies jusiify the  conduct of the | recommendation of SEC
o trial, ‘ '
| Innovatlon - Vis-A-Vis  Existing | NDAG
Therapeutlc Option | Recommendation:
| The purpose’: of " the study Is | NDAC - recommended
evaluatlon of choline chloride as an | the  coriduct -~ of the |.
anti. fnﬂammatory agent for the | proposed pliase 3 trial
treatment ‘of asthma . and rhinitis { In Asthma ( with - or
through oralroute without Rhinitis ) and
- [ allergic alone in 50 X 4.
_ Unmet Medlcal Need In The | groups =
Country ' 1200 patients |, subject to
“The: study drug may provide an | the. submission - of
_{ alternate therapy. for the treatment of stablhly and other quality |
‘asthma and rhinltis ' - | data of the test products.
SR SR to CDSCO ™ -
| BenzaCiin® CRLICT/0.>112 Cllaniha K L Reconunendation: ~ |
oo Gel -13 1" . ['Research’ | Not applicable - The - Committee ‘agreed
- | (Clindamyeln - Cofud o e with= 0 -the
‘phosphate 1% B R ‘ ,recommendations of the.
and™ -Benzoyl SEC and. has not
peroxide 5%, recornmended the
toplcai gel) - . L | cohduct oft‘r'ial._“______ .

NDAC .
Recommendatlon The

. Commit[ee reviewed the
: ,proposal and opined that

for - gt bfo

,equivalence study

placebo arm is not

Arequtred . But- lher

company claims’ that ‘to
markel- the drug in USA
it is -required-to fulfill the

‘| condition.of  placebo
1 arm, héhee placeho amt

is required; iflt Is so
then trlal  should. be

| condiicted in USA ofily. |




The committee opined
that the- rationale of
combination  of two
antibiotics still could not
be explained by the
applicant.. Hence  the
Committes did not
‘recommend the
conduct of the study
in India. .
Recommendation:
The Committee agreed
with the
recommendations of the
SEC  and has pot
recommended {he
conduct of trial.

BJ .
Medical
College

Not applicable

Isoniazid-
300nig and
Placebo for
Isoniazid

NDAGC .
Recommendation: The
Committee.  did  not
recommend for  the
conduct of the study.
Small  numbers  of
patients are proposed io
be recruited in India, out’
of “whom - some may
receive placebo. The
data generated out of
this study would be of no
| benefit.in Indian context.
The study design of this
trial is not inconcurrence
with the. “current-
guldelines of NACO and
RNTCP.

Recommendation:
Recommended for
approval as per the
| recommendation of SEC”

Maya -

Risk Versus Benefrt To AThe
Clinicals :

Patients
The. risk VS benef:t prome of the
study L drug - from - preciinical
pharmaco]ogy, general ~ loxicity,
Reproducnve toxfcnly. _Genotoxicity
and phase |, If and Il cfincal trlals
| Justify-the-conduct of this-study, -
-Innovatlon Vis-A- Vis'. Exlstmg
Therdpeulw Opuun

The ' purpase of the study s to
|- compare {he efficacy and the safely
of study drug versus: ‘placebo in-the
treatment of patients ‘wilh  Severe
Persistent Asthma freated wsth oral
comcosterolds '

MasitinibMe ABQ7015
sylate e

NDAC
Recommendatfon The
[study s already under
going. “The applicant
made . presenlation on
| the_ proposed protocol
amendments regarding
the monltoring of safety
and ~ efficacy, The
commillee after detalled
dehberafion
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Unmet Medical ‘Need In  The | recommended the
Country protocol amendments 08
The test- drug may potentially | dt.  20-01-2013  and

i provide alternative trealment for

amendment 10 dt. 22-

" | Innovation -

' provide allemahve treatment for

Vis-A-Vis ' Existing
,Therapeutic Option =
The™ purpose of the. study is to

;assess-—-safety ~and -efficacy .. of-
- [Antravitreal .injection of- Siralimus for.

the ‘reatment . of Achve non-

' ‘Infectious uveilis of the. Posterior

Unmet Medica! Need In The

Gountry :
The test drug. may potenuaiiy

patients - with Severe Persistent | 05-2014
L . Asthma. _ A '
Meningococea | MTA-70 Sanofy ‘Risk ~ Versus Benefit To The-
I (Groups A, Patlents - Recommendation:
¢, Y and The risk vs benefit profite of the test | Recommended for
W+135) drug from pharmacologlcal toxlcily, | approval as per - the
Polysaccharld Immunogenicity studies and .clinical | recommendation of SEC
e Diphtheria trials in the 2-56 years age groups
Toxoid Justify the conduct of the study. The
Conjugate praduct fs approved in India for the | NDAC.
Vaccine _ age group 2-65 years and the Recommendation: The
(Menactra) - proposed trial Is in the lower age | Comniiitee. . reviewed
o graup. : - : the presentation made
Innovation = Vis-A-Vis = Existing | regarding protocol
‘Therapetitic Option amendment version 05
“The primary objéctive of the'study Is | dt, 7 Feb 2014 and
fo assess the seroprolection rate-| recommended the
after the second of the 02 doses of amended protocol for-
Menactra administered three to six [ fnctusion - of additional
‘months apart. - - “subjects In Indla.
Unmet Medical Need 'In The
.| Country. _
Thee Is ho licensed vacclne for the
| age group 9-23 months currently in
sndia;ﬂ '
DE-109 32-007 . Excel - Life. _Rrsk Versus Benefit To ‘The: Recommendation;
Injectable - Sciences | Patlents. Recommended for |
{Sirolimusy S ‘_The risk vs beneft _profile of the approval . as' .per . the
- “study " dug-- from:  preclinical | reéommendation -~ of
pharmacology, ~general toxicity, | SEC. '
Single. dose toxicily, repeated dose ’
- 1 toxiclty- and phase |, Il and 11! clinfcal
[ trials jUSlify fhe conduot of this study )
'NDAC

'Recommendatlon Finm

presented - the clinlcal
trial protocol amendiment
05 version 06 dt. 313

-Mar2014... . .
The Commiltee. after
review.  of the
presentahon made,
“teconiiendad that the {*
“proposed adchtional
patients must  be

recruited in the existing
or  Gov, - teaching
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.| patients with non-infectlous uveitis

affecting the posterior segment of
the eye.

Hospitals from Eastern
and north-eastern part of
the cotintry

-Single dose toxicily, repeated dose

toxicity and phase I, Il and il clinical
frials Justify the conduct of this study.
Innovation - Vis-A-Vis ~ Existing
Therapeutic Option

The purpose of the study is to
assess safety and efficacy study of a
Fluocmo!one Acetonide . Intravitreal

(FAl !nsert) in sub;ects with Chronic

Non-Infectious Uveitis. affecting the

| posterior segment of the eye.
Uninet Medical -'se In The |

Country
The test drug may potentiaily

'prowde altérnative treatmient for.

patients with non- lnfectrous veitls .
affectmg the posterior segment of
the eye :

9 Fluocinolone | PSV-FAI-001 | Excel Life’| Risk Versus Benofit To The | Reconunendation:
- Acelonide : Sclences - | Patients. _ . | Recommended for
Intravitreal ' The risk vs benefit profile of the approval as per fhe
insert (FAI study  drug  from-  preclinical recommendalfon of SEC
insert) pharmacology, -general loxicity,

‘NDAC

Recommendation: The
Commiiliee reviewsd the
presentation made for
protocol amendment
version 5§ db. 12 Dec
2013 and recommended
for approval of the same.
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Annexure-l]

List of 21 cases of clinical {rial proposals other than GCT/NCE along with

evaluations and recommendations of the Technieal Contmittee in 19™ Meeting,

Naine of the Dfug

Firimm Name

Recommendation

Sl No
1, - | Live altenuated Monovalent | M/s Bharat The Technical Committee has recomimended
" Rotavirus vaccine - | Blotech - fo conduct the clinical trial as per
: L | International Ltd., | recommendation of the SEC.
R Hyderabad, e
- 2, Poliomyelitis Vaccine Live | M/s Bio-Med (P) The Technical Commilteé has recommended
(Oral)iP (Trwalent) Ltd Ghazlabad to. conduct the clinical trfal as per fhe
| - - fecommendation of the SEC..
3. Recombmant Hepatltls B- Mls Wockhardt Ltd | The Technical Commlttee has recommended
- | Vacelne - 10g (0.5mb) & to conduct the clinical- trial as per . the
20g(1ml) o reconimendation of the SEC.
4, Vancelfa vaccine (VR 795 “Mfs Wockhardt Ltd | The Technlcal Committee has recommended -
| Varicella Okastralny- =~ - | .~ . .| to .conduct the clinical - trlal as- per the
L :recommendauon of the SEC, '
5. | Fuily - Liquid . Péntavalent.| M/s Panacea - The Techmcal Commlttee has recommended
- | Diphtheria, Tetanis, whole | Biotech Limited - | to conduct ‘the clinical “ trial as. per -the
cell ‘Pertussls, Hepatitis b | ~ | recommendation of the SEC. - |
‘and ‘Haemophilus . type b | : :
vaccine, -(DTwP- HepB ~Hib
‘Vaccine) (My FlveT”) . : R _ :
6. | Acoliamide Mis Lipin Lid. The Technical Cominittee has recommended
' to conduct ‘the - clinical trial- as . per the
: recommendation of the SEC. '
7. | Arbekacin 200mg (Protacol | Alkem - The Techmcai Commiuee has recommended
Amendment) ‘Lahoratories to conduct ‘theé - clinical trial as per the
- Limited - 'recommendation of the SEC
8. [ Paracetamol Dr BharathiB The Techmcaf Commitlee has recommended
g ' to conduct the - clinical trial as per the
recommendation of .the SEC,
9 Te!mlsartan —+ [Mfslpca— - .| The Technical Commlitee has recommended | .
'Chlorihahdone : Laboratories - - . | fo- _conduct - the “clinical: . tial as  per |.
Limited - = | recomimendation of the SEC. L
406, [ Cophalexin + Clavulanate | M/ Ranbaxy —~ — [-The Teclinical-Gommittee has recommended-
Potassium Tablets {aboratories . |to condict ‘the clinical trial as. per
) Limited recommendation of the SEC. J
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M/s Sun Pharma

1 The Technical Committee has recommended

AlIMS, New Delhl

11. | Teriparatide
to conduct the clinical trial as per
" | recommendatlon of the SEC.
12. | Recombinant Human | Accutest The Technical Commiltee recommended as
Growth Hormone {r-hGH) | Research per the recommendation of the SEC subject
Laboratarles (1) to additional condition that insulin resistance
Put. Ltd- and new onset of diabetes or other mefabolic
disorder should be monitored durmg the
study.
13. | Teriparalide [Recombinant | intas Pharma The Techni‘cal Committee has recommended
' human parathyraid | Limited to conduct the clinical trial as per
hormone (1-34)] recommendation of the SEC.

' 14. | Teriparatide [Recombinant | Inlas Pharma The Technical Commitiee has recormended
htiman parathyroid | Limited to conduct the clinical tral as per
hormone (1-34)] recommendation of the SEC.

15..| Rituximab concenirate - for Jnta'slPharma_ -The Technical Committee has recommended
solutlon for infusion - 500 | Limited to sconduct the  clinfcal trlal as per
mg/60 mL vial recommendation of the SEC,
16. Ri_tuximab cpnc'entrate for | Intas Pharma The Technlcal Committee has recommended
- | solution for infusion- 100 | Limited to -conduct the clinical trial as per
mg/10 mL and 500 mg/50 ' | recommendation of the SEC.
mk wal '
VAT _Pe_gﬂlgrastim; - Intas Pharma The Technical Committee has recommended
Lo Limited fo " conduct the ' clinical trial as per
- ‘ recommendahon of the SEC. |
- 18: Po!y{2 hydroxy ethyl metha “STEF Medical The Technical Commitiee has recommended |
- cry!ale - [ CarelIndia fo. .conduct - the " .clinical trial as- per
c o I R | recommendation.of the SEC.
19, | Octenidine Dihydrochioride "M/S. Dishman The Technical Comimittee has recommended
03% ‘Hand & Body Wash Pharmaceuticals & [ lo  conduct the clinical = frial. as per
Gel Chemicals Ltd recommendation of the SEC. -l

- 20. | Vitamin-D Suppl_emeht' Dr, Kana Ran_j Jat, | The _Techmcal Committee has recommended

‘ - GMCH,; to- conduct the ciinical iral as per |
Chandigarh. © . | recommendation of the SEC, -
21, | Vitamin-D Supplement . | Dr. SK Shaima, The Technical Commiliee has recommended

to  conduct the clinical ftrial as per

recomméndation of the SEC.”
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Aunexure-IIT

List of 01 case of re- examfnatlon of global clinlml trial (A5279) of leapenune and Isoniazid,
based on presentation alongwith the evaluations and ‘recommendations of the Techmcal )

Committee in its 19

" Meating.

'Rifapenline,
Isontazid (*)

BJ Med,

'AB279
YRG, NAR

‘drugs justify the conduct

of the study. - -
Innovation Vis-A-Vis
| Existing * - Therapeutic .

‘Option

' Th'e ptrpose of the sludy

infacted - individuals:” with
infection.. ‘

Uniet Medical Nead In
: _——The Country -

'The study wnl potentlally

| tubérculosls lnfection” in
. .'H_tv-infec_ted indlviduals._ |r

Risk Versus Benefit To
The Patients

Inn fight of the fact that the
test drigs are alréady
approved for treatment of
tuberculosis, the risk vs
benefit - profiles. of the

is: to assess “ylira- short
course ¢ O
nfapentlnelisonlazid for
the prevention of active:
tuberculosis - in HIV-

latent: . tuberculosis

prowde new- regimen . for
treatrnent. . of - latent

I

Recommendation dated
17-11-2014

After detailed deliberation
‘commitiee reco_mmended

that
1 The safely profile of

Rifapentine . on  the
proposed doslng
regimen  of . daily
dasing for a period of 1
month shall  be
provided. - and’
presented o
commitles.

2. The steps/proceduras
taken:  for- safety

monitoring in USA on

" Rifapentine therapy as
-a (part of the protocol)
be presented fo the
-technical . -commiltes
along - with - DSMB
report.

NDAC/SEC -
Recomimendation

) dated
. 02?.2012:- Lo
Proposed sludy is to

compare 4 weeks daily
Rifapenllnef_lsomazad

months dally .Isoniazid for
prevention of T8 in HIV

“infecled - patients. without

aclive 7B, Gommitlee
desires sound justifi ication

for {He proposed regimen’
of . Rifapentine/fsoniazid in [

view of recently published

1 articles in° NEJM showing

efficacy ~ of weekly
‘Rifapentine/iNH - -
doses ~equivalent fo 9

inonths efficacy of daily

dose of INH. Compliance

lssue and post (rial cost

|-imptementation______should |
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afso be submitted.

NDAC/SEC
Recommendation dated

28.092012:-

Data  submitted is not
adequate to address [he

following issues:-

) The possibility  of
increased serfous
adaverse effects of dally
dose of Rifapentine vs.
once weekly use, -

) PK study has shown

_ that  peak . cone, of
rifapentine is associated
with better efficacy than
increased AUC in daity

. dose . schedule. This
.also raises doubt about
the - efficacy of daily
dose. -~

Hence committee did not

| recommend  for  giving

permission to conduct the

proposed study.

1 18" Tochnical Committeo
-Recommendation :

- .| The Commitiee opined that
the applicant should make
a presentation on the
propasal in the presence of
HIV and TB experts In the
next meeting.
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