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MINUTES OF THE 28" MEETING OF THE APEX COMMITTEE HELD ON
11-04-2016 UNDER THE CHAIRMANSHIP OF SECRETARY, (H&FW) FOR
SUPERVISING CLINICAL TRIALS ON NEW CHEMICAL ENTITIES

Present:

1. SHRL B.P. SHARMA
Secretary
Department of Health and Family Welfare
Ministry of Health and Family Welfare &
Chairman, Apex Comimittee
2. Dr. SoumyA SWAMINATHAN,
Secretary, DHR, & DG ICMR
3. Dr. JAGDISH PRASAD
DG, DGHS
4. SHr1 K.L.. SHARMA
Joint Secretary
Department of Health and amily Welfare

SPECIAL INVITEES..
1. SHRIK.B. AGARWAL

Addl. Secretary (F&D)

Ministry of Health and Family Welfare
2. Dr.G.N. SINGH

DCG(}), FDA Bhavan, New Delhi
3. Dr. S .Eswara REDDY,

Joint Drugs Controller (1), CDSCO
4. Dr. V.G.Somani

Joint Drugs Controfier (1), CDSCO
5. SHri R.Chandrashekar,

Dy. Drugs Controller (1), CDSCO

Initiating the discussion, Chairman, Apex Commiltee welcomed the members
of the Committee and special invitees to the meeting. Thereafter, the Committee
deliberated upon each of the agenda items which have been postponed from the
27" Apex Commitlee meeting held on 06.04.2016 and recommended as

following:




Proposals for Clinical Trial Waiver in indian population for approval of new
drugs and devices falling under the category of drugs, which have aiready

been approved outside india

A. Agenda as per recommendations of earlier Apex Committee and
Technical Committee meeting for policy on waiver of local clinical

trial waiver for medical devices.

The Committee deliberated in detzil on the proposal for clinical
trial waiver in indian population for approval of new medical devices falling
under the category of drugs, which have already been approved outside
India. The Committee noted that in EU, medical devices are regulated by
Conformity Assessment Bodies while in USA, the medical devices are
regutated by USFDA itself.

The USFDA model for approval of medical devices requires the
submission of clinical data as part of preapproval submission. Such data
ensures safety and performance of the medical device in human
population. After detailed deliberations, the Committee decided that in
cases where medical devices, approved by USFDA are based on clinical
data, DCG (Iy may issue local clinical trial waiver after being satisfied
about the merit of the proposal. However, in cases, where USFDA had
issued a conditional approval for marketing of medical devices, such
cases may continue to be brought before the Technical and Apex

Committee for consideration of focal clinical trial waiver.

B. Four proposals relating to local clinical trial walver of new drugs and
devices falling under the category of drugs, which have already been
approved ouiside India

Proposal No.7 Palbociclib Capsule 75mg/ 100mg/125mg.

The Apex Commiltee, after detailed deliberations, concurred with the
recomnmendations of the Technical Commitiee for waiver of local clinical

trial (Details at Annexure-Ilb),

Propeosal No,8 Trabecular Metal TV Ardis interbody System Solid and
Trabecular Metal TM Ardis Interbody System (Graft)




The Apex Committee, after detailed deliberations concurred with the
recommendations of the Technical Committee for waiver of tocal clinical

trial (Details at Annexure-1H).
Froposal No.9 Implantable Balloon

The Apex Committes noted that the clinical study cited as evidence in the
present case is not sufficient to waive conduct of clinical trial in the country
(Details at Annexure-it) and accordingly, approved that phase-lll clinical
trials wili be required.

Proposal No.10 Puisecath lvac3l

The Apex Committee noted that the clinical study cited as evidence in the
present case is not sufficient to waive conduct of clinical trial in the country
(Details at Annexure-lll} and accordingly, approved that phase-lil clinical
trials will be required.

Other ltems 1;

The Commitlee observed that the experls of the SEC need to be
appraised about the regulatory requirements relating to the clinical trials
for compliance of the provisions for securing uniformity in the
recommendations of various expert Commitiees. It was decided that a few
workshops may be conducted for this purpose.

QOther ltems 2:

The Commiltee also observed that the agenda presented before the
Commitiee should also contain details of the date of appiication, date of
referring the matter o the SEC and Technical Committee.

The Cominittee also decided that reasons including inadequacy of clinical
evidence for rejecting a proposal by the SEC should be recorded and
simiarly when the Technical Committee overrules the SEC, the reasons
for arriving al a decision to the contrary must also be recorded.

Other tems 3:

The Cominittee, had in its 27% meeting deliberated upon the waiver of
lacal clinical triat for approval of additional indication for drug Tiotropium
Bromide Inhaler @ mcg and Tiotropium Bromide Rotacaps 18 mcg and had
not approved the proposal as svidence regarding approval of this drug for
the additional indication of asthma by USFDA was not available. DGHS
brought out the fact that the drug had the approvai of USFDA for asthma.
The Committee decided that the matter may be re-examined in the light of
facts available on file with CDSCO.

The meeting ended with vote of thanks fo and from the Chairman.,
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Annexure-|

List of 04 cases of clinical trial of NCEs atong with their evaluations and

recommendations of the Technical Committee in its 315" Meeting.

Proposal
No

Details of the proposal

Assessment of the Proposal vis
~a vis spegified Parameters

Recommendation
4. Technical Committee
2. Subject Expert Committee
/IND Committee

! Name

i Pharma

Name of the Druq:
Serelaxin (RLAD30)

Protocol No :
CRLX030A2302
Phase of the Study:
Fhase 1l

Name of the Applicant:
Novartis Heallhcare
Private Limited

Name of the.Sponsor:
Same as above

the
Novartis
AG

of
Manufacturer:
Stein
Schaffhausersirasse
CH-4332 Stein,
Switzerland

Name of the countries
where the study is
ongoing:

Malaysia, Phitippines,
Singapore. Taiwan,
Thaitand

Titte: A multicenter,
randomized, double-
blind, ptacebo conlrolled
phase I study to
evaluate the efficacy,
safely and tolerabilily of
Serelaxin when added {o
standard therapy in acule
heart failure patients.

Risk vs. Benefit to the patients:
The safely profile of the study diug
from preclinical  pharmacology,
single dose, repeat dose toxicity,
reproductive toxicity and phase |}
clinical stadies justify the conduct
of the trial.

Inhovation vis-3-vis  Existing
Therapeutic Oplion: The purpose
of the sludy is to evaluate the
efficacy, safely and tolerability of
Serefaxin when added 1o standard
therapy in acute heard fallure
patients.

Unimet Medical Need In the
country: The test diug may
potentially  provide  allernalive
treatment option in acute heart
failure when added to standard
therapy.

1, Recommendation of SEC
After detailed deliberation the
commitiee recommended
conduct of the study as per
protocol. The patients should be
explicily informed thal the cost
of standard lreatment needed for
chronic heart failure shall be
borne by the patients.

2. Recommendation of the
Technical Committee:
After detaifed deliberation, lhe
Committee recommended lhe
conduct of the study as per the
SEC recommendation.

Name of the Drug:
Seinagiutide
Protocol No: NN85635-
4216

Phase: illb

Name of the Applicant:
Novo Nerdisk India
Private Lid.

Name of the Sponsor:
Same as above

Risk versus Benefit to the
patients- The safely profile of the
test drug from preclinical studies
including single dose toxicity,
repeat dose toxicily, reproductive
and developmentat toxicity and
Clinical Phase |, 11 & lHa studies,
justify the conduct of the study.

Innovation vis a vis existing
therapeutic option- The purpose
of the study is t_qfe\iglpate the

1. Recommendation of the
SEC: After detailed deliberation
the commillee recommended
conduct of the trial subject to the
following condilions:-

. Dose titration with
Dutaglutide in fine wilh the
approved prescribing

information, Accordingly the
protocel should be suitably

modified.
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Name Tof the
Manufacturer: Novo
Nordisk A/S,

NavoAlle, Bagsvaerd
Denmark

Name of the countries
where the study is
ongoing:

tISA, UK, Finland and
lreland

Title:
Efiicacy and Safety of
Semaglutide versus

Dulaglutide as add-on to
Metformin in subject with
type 2 diabetes.

efficacy and safely of semaglutide
versus dulaglutide as add-on {o
metformin In subjects with type 2
diabetes.

Unmet need- The test drug may
be an alternative reatment option
in subjects with type 2 diabetes.

H. 50 % trial sites must be govt.

sites.
2, Recommendation of the
Technical Committee:
After detailed deliberation, the
Commitiee  recommended the
conduct of the study as per the
SEC recommendation.

Name of the Drug:
Masitinih Mesylate

Protocol No : ABO7002

Fhase of the Study:
Phase 1l

Name of the Appiicant:
Maya Clinicals, Cyber
Heights, Behind TDP
Office, Flat No; 604,
Road No: 2, Banjara
Hills, Hyderabad - 500
034

Name of the Sponsor:
AB Science, #3, Avenue
George V — 75008, Paris
~ France.

Name of the
Manufacturer: Excella
Gmbh, Nurnberger Sireet
12, Feucht -80537,
Bavaria, Germany.

fName of the countries
where the study is
ongoing:

Germany. Greece,
Morocco, Poland
Romania, Spain elc

Title:

A 96-week, prospective,
multicenter, randomised,
cdouble-blind, placebo-
controlled, 2-paraliel
groups, phase Il study to
compare efficacy and
safety of Masitinib 4.5

mafkg/day versus placebo

Risk versus Benefit to the
patients- The safely profile of the
test drug from preclinical studies
including  single dose  toxicily,
repeat dose toxicity, reproductive
& carclhogenicity and Clinical
Phase | & Phase 1l studies, justify
the conduct of the study.

Innovation vis a vis existing
therapeutic option- The purpose
of the study is to compare efficacy
and safely of Masitinib 4.5
mg/kgfday versus placebo in the
treatment of patients with primary
progressive or relapse-free
secondary progressive mulliple
sclerosis

Umimet need- The fest drug may
be alterative option in the
treatment of patients with primary
progressive or reflapse-free
secondaty progressive  multiple
sclerosis

1. Recommendation of the
SEC Committee held on
14.07.2015:

The firm presented safely dala
frem a phase 1] global trial. After
detailed deliberation the
commiitee opined that Masitinib
has teratogenic and
carcinogenic potentials in animal
studies, several side effects,
limited human experience hence
the phase {l study shouid be
conducted In India before taking
Phase Wl tial in India for the
above indication.

2. Recommendation of the

Techmical Commitleo:

After detailed deliberation, the
Commiltee noted the following:-
I, The recommendation of

the SEC

I The Phase Il trial is
ongoing in a number of
countries

Hi, There are significant

number of patients with
Multiple  Sclerosis  in
India and  Mulliple
Sclerosis is an area of
great  unmet medical
nead.

Hence, {he Commiilee
recommended that permission
may bs granted o conduct
phase W study in India based on
the already available phase I
clinical trial data done in France
in 22 patienls where 7 out of 22

| patients _showed _ significant |

b
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lin the trealment of patients
with primary progressive

multiple sclerosis  or
retapse-free secondary
progressive mulliple

improvement from this

treatment.

Name of the Drug:
Genopep -1

Protocol No :
lssar/2012/61
Phase of the Study:
Phase |

Name of the Applicant;
ISSAR Phanmnaceuticals
pviitd Serenea
chambers, 3" floor
Road no.5, Banjara
hills, Hyderabad-500

034 India

Name of the Sponsor:
Same as abova

Name of the
Manufacturer: Same as
above

Title:
A Phase |l Clinical Study
to assess the efficacy and

safely of the Genopep 1
{lssar 1) in a pon-
randomized,  open-fabel,
single-arm,  multi-Centre
design in Indian adull
patients  with Relapsed!
Recurrent/Resislant  Solid
Tumours.

‘Assessinent of Hsk vs benefit to

the patient: There was minimal
risk to any patient on the phase 1
study. Since the sludy group s
advanced refractory or resistant
cancers, any  rasponse io
treatment  or  reduction  in
symptomatology will be of great
benefit to the lives of cancer
patienis,

Innovation  vis-a-vis  existing
therapeutic option: There Is no
drug In this class of compounds in
clinical useHence, it is truly
innovative,

The mechanism of action being
different, the drug may have high
aclivity in patients who have failed
multiple lines of cancer therapy.

medical need In the
country:  Relapsed refraclory
cancer  patienis  often  suffer
ermofionally and physically from
severe symploms from advanced
cancer. Very few avenues of
treatment except palliative and
symptomatic treatment are
presenity available. A drug from a
new class of agents (membrane
lytic peptides), would therefore be
a welcome addition to the
treatment armamentarium,

Unmet

| 1. Recommendation of the IND
Committee:
After detalled deliberation, the

Committee  recommended  for
giving  permission for the
proposed  study  subject o

condition that haemolytic anemia
should be monitored during the
study,

2, Recommendation of the
Technical Committee:

The Committee deliberated the
proposal and opined that the
firm may be asked to charify the
foliowing for further deliberation;

» The firm shalf specify the
types of patienfs and the types
of tumor.

» Whether the  proposed
reatmenl is post surgical,
monotherapy or as an adjuvant
therapy.

> Proof of efficacy of the drug
in umor reduction in animal
model.

Accordingly  the  firm  has
submilted response to the above
query and the proposal was
deliberated in the Technical
Committee,

Recommendation of tha
Technical Committee:- The
Commiltee noted the

explanation submitted by the
firm  and recommended the
conduct of Phase It ¢linical trial
as per the recommendation of

the IND Commitice. J
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Annexure-l

Agenda note for the upcoming Apex Committee Experts recommendations for the
waiver of Clinical Trials for New Drug (Medical Device) - regarding.

This is with reference to the 26" Apex Commiltee meeling held on 10.12.2015,
wherein the commitlee desired that the agenda note for giving waiver to medical devices
approved by regulators of ICH with necessary safeguard be brought before the next Apex
Committee meeting.

In this regard, the minutes of the 31" Technical Commiltce meseting held on
01.02.2016 may be referred wherein the committee deliberated the cases of clinical trial
waiver for medical devices and opined that the medical devices which are already approved
and used in ICH countries need not be insisted for local clinical trials unfess there are

justifiable safely concerns.

CDSCO regulates the Safety, Efficacy (Performance) and Quality of 15 categories of
notified medical devices as “Drugs” under the provisions of Drugs and Cosmelics Act, 1840
and Rules 1845 made thereunder.

As per existing procedures, for the device which is approved in other countries bul
not approved in india, the applications of clinical trials of New Medical Devices are
preliminarily evaluated by CDSCO, the safely and perdformance of the devices are evaluated
by Subject Expert Gommiltee (SEC) and recommendations of the SEC are further reviewed
by the Technical Committee (TC). In case of clinical Trial waiver, the same is evaluated by
Apex Committee after recommendation of Technical committee. CDSCO grants approval of
clinical Trial and New Drugs based on the recommendation of Technical Comuniltee {TC)
and Apex Commitiee.

As per the DCG (1) order dated 03.07.2014 regarding Waiver of Clinical Tral in indian
popuiation for approval of New Drugs, it has been decided that waiver of Clinical Trial in
Indian popufation for approval of new drugs, which have already been approved outside
india, can presently be considered only in cases of Nationa! Emergency, Extreme urgency,
and epidemic and for orphan drugs for rare disease and drugs indicated for conditions /
disease for which there is no therapy. '

Further, as per the DCG(l} order dated 03.07.2014 regarding Clinical Trial on Medical
Device, the Clinical Trial of Medical Device is different in nature as compared to that of
Drugs or vaccine. In case of Medical Device, there is no concept of conducting Phase |
Clinical trial to assess safely, tolerability of the Medical Device. Howaver, in pursuant to the
decisions of the Ministry of Health & Family Weifare, it has been decided that the procedures
for the Clinical Trials approval, accreditations of Investigators, sites, Elhics Commitiee and
such other conditions would be simifar lo the Clinical Trial of New Drugs / Vaccines,

In case of Medical devices, there is no Phase-l, 1i, 1l & IV whereas Pilot and feasibility
studies on medical devices are considered as firsl-in-man studies and for medical devices,
the Clinical Investigation is carried out. The Clinical Investigation is not required for low risk
medical devices and insisted only for High risk medical devices. The regulatory requirement
for approval of New Medical devices is different among the countries which includes the ICH
member countries like United States, Japan, Switzerland, Canada and European
Union member States (Auslria, Belgivm, Bulgaria, Cyprus, Czech Republic, Denmark,
Estonia, Fintand, France, Germany, Greece, Hungary, lreland, ltaly, Latvia, Lithuania,
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Luxernbourg, Malta, Poland, Portugal, Romania, Slovak Republic, Stovenia, Spain, Sweden,
The Netherlands, and United Kingdom).

For instances, in European Union, the medical devices are regulated by notified
body. In USA, the devices are regulated by USFDA itself. For approval of devices in
European Union, the clinical investigation on minimum number of approximately 3-30
patients are required. It may be slated that the data generated for approval in European
Union is insufficient for approval of the same in USFDA.

Clinical data requirements in European Union

The need for clinical data in lhe CE marking process ariges from the requiremeant to
demonstrate that a device is safe, that it performs as intended by the manufacturer, and that
any risks are acceptable when weighed against the benefits of the device. The term "clinical
data" within the meaning of the EC Directives is a broad concept that includes everything
from bench testing to clinical trials in human subjects. As stated in the MDD, the clinical data
used for CF marking may be in one of two forms:

. Either a compilation of the relevant scientific literature currently available on the
intended purpose of the device and the technigues employed, together with, if
appropriate, a report containing a critical evatuation of the compilation

o The results and conclusions of a specifically designed clinical investigation.

Literature route:

The CE marking of low- to medium-risk devices (Class |, Ha and llb) for which safety and
performance can be adequately demonstrated by a combination of non-clinical data {i.e.,
bench lesting and animal testing) and clinical data that already exists on the device
(published or unpublished) or by analogy with published data generated on an equivalent
device.

Chnical investigation route

The majority of the lrials are non-randomized, single arm, feasibility studies involving less
than 100 patients for which the primary objective is to demonstrate safety.

The case for Trial Data on EU Devices: The need to furnish clinical data from prospective
clinical investigation is especially necessary in the following cases:

1. When components, features, andfor meihod of action are previousty unknown

2. When an existing device is modified in such a way that the clinical performance
andfor safety may be significantly effected

3. When a device uses new materials for which there is no prior clinicaf experience

4 When an established device is proposed for a new indication.

Clinical data requirements in USA;

The U.S. approval process for medical devices is very different, especially in terms of the
scope and size of clinical trials required for high-risk devices {Class-lil). Class Il devices
require Premarket Approval (PMA) process which is more involved and comprises the
submission of clinical data.

Clinicat data reguirements in Japan;




In Japan, medical devices are classified into Class 1, I, H} or IV according to their risk
level. When the medical device is classified into Class IV under the Classification
Notification, clinical data must, in principie, be submilted for each product, excluding
medical devices that can be proved to be equivalent to already appraoved medical devices
and those falling under the scope of medical devices for which the approval standard is
specified. The foregoing shall not apply, however, if due to a valid reason, the clinical
efficacy and safely of the product can be evaluated based on the data other than clinical

data of the product.
In the case of a new medical device, the firm has 1o prepare and submit a survey

plan (draft) on use resuits of the new medical device by referring to PAB/MBD (Yakuki)
Notification No. 133 issued jointly by the Director of Medical Device Development Division
and the Director of Safety Division, Pharmaceufical Affairs Bureau, dated July 26, 1995,
"Jse Results Survey of New Medical Devices.”

in general, for new medical devices and improved medical devices, the Clinical Trial
is mandatory as per PMDA Act.

In view of above, it is proposed thal, the safety and performance of new medical
devices which are critical in nature rmust be evaluated in Indian population before grant of
permission in country in order to safeguard the patient health wherever reguired.

The Committee may deliberate the proposal and give s recommendations.
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Annexure - lli @

Recommendation of the Technical Committee and SEC of four proposals

relating to tocal clinical trial waiver of hew drug

s and devices falling under the

category of drugs, which have already been approved outside India

—- -

4. Reconmmendation of the SEC

2. Recommendation of the
Technical Commities

. Recommendations  of
the SEC:- The firm has
presented the dlinical trial data
conducted in other counties and
requested for local clinical lral
waiver, It is observed thal the
drug was approved by USFDA
as breakthrough therapy for
approved indication. It was also
observed that the progression
free survival is almost double o
that of the comparator drug
Lelrozole. In view of the above,
the Committee recommended
for grant of  marketing
permission with waiver of local
clinical trial subject to the
condition that the firm shotld
conduct a phase-IV clinical trial
in not less than 100 patients
and the firm should submit
protocal atc., within 3 months of
fhe approval. Further the firm
should subrit the data ati2

11

months from the date of
approval of the phase-1V
protogol.

2. Recommendations  of

the Technical Commitiee:
After detailed deliberation, the
Commitiee recommended  for
waiver of focal clinicat tral as
per SEC recommendation.

s. | Details of the | Name of the
NO | Drugs firm  holding
the permission Indication
outside the
Country
i. Palbociclib Mis Pfizer | Indicated in
Capsule 76mgl | Limited combination with
100mg/125mg. letrazole  for  lhe
yeatment of
Name &f the postmenopausal
applicant: Mis women with esirogen
Pfizer Limited receptor {ER)-positive,
hurman gpidermal
Regulatory growth factor receptor
status: Approved 2 (HER2)-Negative
in US, Macau advanced breast
cancer  as iniiat
endocrine- based
therapy  for  their
rmeiastatic disease,
5 T Travecular Metal | Mis.  Zimmer | System Sofid:
TM Ardis Interbody | India Pyt K is Indicated for use
System Solid and as an intervertebral
Trabecular Metal pody fusion device at
TM Ardis Interbody one or two contiguous
System (Graft) levels in the
lumbosacral region
| Name  of the (L2-51) in the
" applicant: Mfs. treatment of
;Zimmer India Pwt. Degenerative bis¢
i Lid., Gurgaon Disease with up to
! Gradle 1
| Regulatory spandylolisthesls ~ or
status: The retrolisthesis  at  the
.__]AE(QE‘LSSG medical |
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1. Recommendation of the
Technical Committes:
After detailed deliberation, the
Commiitee recommended that
the firm shoutd submit more
clinicat trial data generated with
new proposed indication of the
device,

2. Recommendations of the
SEC:

The case has been reviewed by
SEC-Orthopaedics in its

involved _fevels. L is | meeting_held on 28.01.2016.




devices

are
approved for
marketing in USA,
Canada and
Australia.

Composition:

forous Tantalum

implantable
Balloon

Name of _ the
Applicant:

Wis. Encaria
Pharma Pvt. Lid
Regulatory
status:  Approved
by Israel and other
European  Union
countries.

Brand Name:!
OrthoSpace

nSpace Jystem

Composition: The
In Space Spacer is
a single use,
biodegradable,

inflatable  spacer
{balioon)  implant
made of Poly(l.-
tactide-co-&-

implanted  using a
posterior or
teansforaminal

| approach  and  is

intended fo be used
singly or in pales with
supplemental fixation.
System (Graft):

1t is indicated for use
wilh autogenous bone
grafl as an
intervertebral body
fusion device at one o1
two contiguous levels

in the lumbosacral
region (L2-81} in the
{reatment of
Degenerative Disc
Disease with upto
Grade E|
spondylolisihesis  or
relrofisthesis  at  the

involved levels. It is

implanted  using a
posterior or
transforaminal

approach and is

inlended to he used
singly or in pairs with
supplemental fixation.

M/s. Encarta
Pharma Pvt, Lid

The in
biodegradable
implamable  balioon
{spacer) is used as a
spacer to reduce
friction between tne
acromion and  the
humeral  head  or
Rotator Cuff to allow
smooth gliding of the
humeral head against
lthe acromion.

The indications for the
InSpace Include:

e Scarred  or  lomn
{endon due o
trauma or
degradation,

+ Absence of tendon
fmuscle  or  non-
functional  tendon/
muscl

TFhe  Commiltee

Spalaeg

after
deliberation recommended the
firm may be granted permission
for import and marketing of the
product under Rule ~122A of
Drugs & Cosmetics Act & Rules
as new Medical Device with a
condition io submit PMS data in
Indian population to the Ofo
DCG (1) every 6-months for the
next 3 years.

Accordingly the firm  has
submitted the dala and was
daliberated upon  Technicat
Commitlee.

3. Recommendation of the
Tecltnical Committes:- The
Committee reviewed the

published data submitted by the
firm. After detaited deliberation,
the commiliee recommended

for the grant of import
permission  as  per SEC
recommendation.

Commitice  deliberated  the

cases of clinical trial waivers for
Medical Devices and opined
that the Madical Devices which
are already approved and used
In ICH couniries need not be
insisted for local clinical tials
unless there are justifiable
safely concerns,

1. Recommendations of the

SEGC:

The committze after deliberation

opined that the applicant
presented ihelr case but failed
to submit published data on
efficacy of the product as
desired by the committee. No
randomized frials have been
done so far. The Commiltee
therefore, recommended that
published data on randomized
control frials need to be
submitted for further review by
the Committee,

The firm has submitted the
above acked data and
deliberated by SEC -
Orthopasdics in its meeting held
on 06.11.2015, The Cammitlee
recommended that the firm shall
conduct the clinical fral lo
generate data  on Indian

PRV,
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"1 caprotactone).

ﬁTRuptured tendon

.

2,

population; accordingly clinical
trial protocol shall be submitted
to the Committiee for further
review,

Recommendation of the
Technical Committee:

The firm has represenied lo
Directorate General of Heallh
Services for consideration of
their proposal for grant of import
and marketing of the device in
the country based on the Global
clinical data generated on the
product.  The  produst is
approved in European countries
(the Nethertand), Istael, South
Africa and South Rorea,

After detailed deliberation, the
Commiltee noted that the
device is ajready approved and
peing used in Ewopean and
otirer countries as mentioned
above and as such there is no
further requirement of conduct
of clinical trial in Indian
population for such medical
device. Therefore, the
Commitiee desired lo call the
subject experi in Orihopedics
for deliberation in the next
Technical Commitiee meeting
and also desired lo call the firm
to present the proposal before
the Committee.

Accordingly the firm presented

their proposal before  the
Technical Committee.

3. Recommendation of the
Technicai Committee:- The
fiim presented before the
Committee. The product s
approved in European countries
(The Netherland), lsrael, South
Afcica and South Korea. The
Technical committee
deliberated  with  Osthopedic
experts invited for the meeling
and recommended for the grant
of import permission with the
condifion that the firm shall
carry out Phase-IV clinical trial
on 100 subjects in the country.
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“Pulsecath [vacal

Name of the
Applicant:

Mfs.  Meril  Life
Sciences india Pvi
Ltd

Regulatory
status: Approved
by The
Nethertands,

Austria, Germany,
Russia. ’

Compaosition:

Medical grade
stainless stesl
(3161}, Medical
grade stainless

steel (3161)

polyurethane iube
brafded with
nitinod, Poly
urethane, Poly

urethane  fmethyl
methacrylate-
acrylonitrile-
butadiene-stryene-
stryene  polymer
(MABS), with a
polyurethane seal
{gaskel).
Methyimethacrylat
e-acrylonitrile-
putadiene-stryens-
stryene  polymer
(MABS),
Ployurethane

B.V, Netherland

N —
itis indicaled for use iﬂ

palients with impaired
left ventricular function
which  require  Ieft
ventricutar mechanical
girculatory support for
upto 24 hours. It can
be positioned in the
left ventricular cavity
through the
subctavian/ axillary
antery, or through the
aortic wall  during
open-chest  surgery.
The iVAC3L-ST (Short
Tip) has a shorler {ip
part and can only be
used in case of direct
Inserion in the =sorkc
arch, during open-
chest surgery. The
VAC3L-ST is
especially indicated in
case the insertion sile
is located close to the
aortic valve

e
1. MDAGC recommendation on

30/06/2014:

The Committee after deliberation
recommended that the firm is
need to conduct Ghnical Trial on
{ndian Population on minimum
of 30 patienls as there is RO
jatest human  clinical data.
Accordingly, this office has
requested lo the firm to submit
the clinical trial protocol vide
leiter dated 14.07.2014 for
MDAC  further review. In
response to that, the firm has
requested o this office for
clinical trial waiver of and the
same has been again discussed
in MDAC Cardiovascutar held
on 21.10.2014 .

2. Recommendation ort
21.40.2014: The commiltee
deliberated and recommended
that the firm's application for
waiver of clinical tdal of said
product may not be considered
and this office informed o the
firm vide letter dated
03.11.2014 to  submit the
prolocol as per tetter dated
11.07.2014,

The frm cepresented o
Directorate General of Health
Services vide letter dated
05.08.2015 for the clinical teial
waive off based on the Unmet
need and based on similar case
of Mis. Edward Life Sclences
Pyl Ltd., Mumbal discussed in
the 19" Apex Committee held
on 24.12.2014 and the same is
placed before the Committee.

3. Recomymandation of the

Technical Commiliee:

After detailed deliberation, the
Comyniltee  noled  that  the
device is already approved and
being used in countries like
Netherland, Austria, Germany
and as such there is no further
requirement  of conduct  of
clinical rial in Indian population |




for  such medical device.
Therefore, the  Commitlee
desired to call the subject
expert in  GCardiology for
deliberation in  the nexl
Technical Commiltea meeting
and also desired to call the firm
to present the proposal before
the Committee,

Accordingly the firm presented |
their proposal before the
Technical Committee.

4. Recomimendation of the
Technical Committee:- The
fim presented before the
Cormitlee. The device s
already approved and being
used in countries fike
Netherland, Austria, Gemmany,
The  Technical  commillee
deliberated  with  Cardiology
invited for the meefing and
recommended for the grant of
import  permission  with the
condition that the firm shall
carcy out Phase-lV Clinical trial
on 400 subjects in the country.
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b

Name of the
applicant: Mifs
Sanofi Pasteur
India Private
Limited

Regulatory status:
Approved in
Phitiphins, Mexico
and Bragzil.

Private Limited

2, Recommendations  of

waiver of local clinlcal trial as

firm in detail. The firm bhas
conducied Phase il ¢linical trial
in the age group of 18-45 years
in India and the resulls were
accepled by the SEC dated
08.04.15. Now, the firm has
requested for Marketing
Authorization of the vaccine
without conduct of Phase U
trlal. The firm has submilted
published data of Phase I trials
from other Asian and Lalin
American countries (Thaifand,
Brazil, Mexico efc.) based on
which the vaccine has bezen
approved in Mexico, Philippines
and Brazil. Although, the
vaccing does not qualify the
requirements of waiver of
ciinical frial, considering the fact
that Dengue is 2 health problem
of major concern in the country
and can be life threatening in
certain cases, the commitiee
recommends for Market
Authorization of the vaccine in
the age group of 18-45 years
only wilh the condilion to
conduct Phase IV clinical trial in
time bound manner (Protocol
submission within 3 months of
marketing of the product).

the Technical Commitiee:
After detailed deliberation, the
Committee recommended for

per SEC recommendation.

Palbociclib wis Phzer | Indicated in combination | 7, Recommendations  of
Capsule 75mg! | Limited with fetrazole for the | the SEC- The firm  has
100mg/128myg, freatment of | presented the clinical trial data

postmenopausat women | condusted in other countles and
Name of the with estrogen receptor | requested for focal clinical trial
applicant: M/s (ER)-positive,  human | waiver. It is observed that the
Plizer Limited epidermal growth factor | drug was approved by USFDA

receplor 2 (HER2).-{ 3as breakthrough therapy for
Regulatory Negative advanced | approved indication. it was also
status: Approved breast cancer as iniial | observed that the progression
in US, tacau endocrine- based | free survival is almost double to

therapy ~ for  their| that of the comparator drug

metastalic disease.

_should submit the data at12 |

Letrozole. in view of the above,
the Committee recommended
for  grant  of marketing
permisslon with waiver of local
clinical trial subject to the
condition that the firm should
conduct a phase-1V clinical {rial
in nol less than 100 patients
and the firm should submit
protocol ete., within 3 months of
the approval. Further the firm
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months from the date of
approval of the phase-tV
protocol.

8. Recommentations  of

the Technical Committee:
Afler detailed deliberation, the
Committee recommended for
waiver of local clinfcal tial as
per SEC recommendation.

Trabecular  Metal
Th Ardis Interbody
System Solid and
Trabecular  Metal
T Ardis Interbody
System (Graft)

Name of the
applicant: Mis.
Zimmer India Pyt
Ltd., Gurgaon

Requlatory

status: The

proposed medical

devices are
I approved for

marketing in USA,
Canada and
Australia.

Composition’
Porous Tantalum

Mis.  Zimmer
india Pyt

System Solid:

1 Is indicated for use as
an interveriebral bedy
fusion device at one or
two contiguous levels in
the lumbosacral region
(L2-81) in the treatment
of Degenerative Disc

Disease with up 10
Grade 1
spondylolisthesis or
retrolisthesis  at  the
involved jevels. H is
implanted  using a2
posterior or

transforaminal approach
and is intended to be
used singly of in pairs

with suppliemental
fixation,
System (Graft):

it is indicated for use
with autogenous bone
grait as an intervertebral
body fusion device at
one or two conliguous
levels in the
lumbosacral region (L2-
S1} in the trealment of

Degeneralive Disc
Disease  with upio
Grade 1
spondylolisthesis or
retrolisthesis  at  the
involved levels, it i3
implanted using &
posterior or

transforaminal approach
and is intended to be
usad singly or in pairs
with supplemental
fixation.
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1. Recommendation of

the
Technical Committee:

After detailed deliberation, the
Commillee recommended that
the firm should submil more
clinical trial data generated with
new proposed indication of the
device.

2. Recommendations of the

SEC:

The case has been reviewed by
SEC-Qrthopaedics in ifs
meeting hels on 28.01.2015.
The Commitiee after
deliberation recommended the
firm may be granted permission
for impert and marketing of the
product under Rule —-122A of
Drugs & Cosmetics Act & Rules
as nev/ Medical Device wilh a
condition to submit PMS data in
Indian  population to the Ofp
DCG () every 8-months for the
next 3 years.

Accordingly the firm  has
submitted the data and was
deliberated  upon  Technical
Commitiee,

3. Recommendation of the
Technical Commiitee;- The
Commiltee reviewad the

published data submitied Dy the
firm. After detailed deliberation,
the committee recommended

for the grant of impor
permission as per SEC
recommendation.

Committee  deficerated  the

cases of clinical trial waivers for
Medical Devices and opined
thal ihe Medical Devices which
are already approved and used
in 1CH couniries need not be
insisted for local clinical lrials
unless there are justifiable
safety concerns.




Implantable
Balloon
Name of
Applicant:

the

/s, Encaria
Pharma Pwvt. Lid

Regulatory
sfatus: Approved
by Israel and olher
European  Union
countries.
Brand
OrthoSpace
InSpace System

Name:

Composition: The
In Space Spacer is
a single - use,
biodegradable,
inflatable  spacer
(balloon)  implant
made of Poly(l-
lacticle-co-g-
caprolactone).

[ s,

Pharmz
Lid

Encarta

Pvt.

)

‘The In Space
bicdegradable
implaniable battoon

{spacer} is used as a
spacer o reduce friction
between the acromion
and the humeral head or
Rotator Cuff io allow
smooth gliding of the
humeral head against
the acromion.

The indications for the
InSpace include:

+ Scarred or {orn tendon

due to trauma or
degradation,

+ Absence of tendon
{muscle or non-
functional fendon/
muscle

+ Ruplured tendon
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2. Recommendation of

1. Recommendations of the

SEC:

The committee after deliberation

opined tha! the applicant
presented their case but failed
to submit published data on
efficacy of the product as
desired by the commiltee. No
randomized trials have been
done so far. The Commilise
therefore, recommended that
published data on randomized
control  trials need to be
subnitted for further review hy
the Commiltee.

The firm has submitted the
above asked data and
defiberated hy SEC -
Orthopaedics in its meeting held
on 05.11.2015. The Committee
recommended that the firm shall
conduct the dlinical trial to
generate data on Indian
population; accordingly clinical
trial protocol shall be submilted
to the Commmiltee for further
review.

tha
Technical Commiltee:

The firm has represented to
Directorate General of Health
Services for consideration of
their proposal for grant of Import
and marketing of the device in
the counlry based on the Global
clinical data generated on the
product.  The product s
approved in European countries
(the Netherland), Israel, South
Africa and South Korea,

After delailed defiberation, the
Commiltee noted thal the
device Iz already approved and
being used in European and
other countries as mentioned
above and as such there is no
further requirement of conduct
of clinical trial in  Indian
population for such medicat
device. Therefore, the
Committee desired to call the
_subject expert in Orlhopedics |




10. | Fulsecath lvac3l

Name of the
Applicant:

Mis. Merit  Life
Sciences India Pvi.
ttd

Regulatory
status:  Approved
by The
Netherlands,
Austria, Germany,
Russia.
Composition:
Medical grade
stainless stesl
(316L), hMedicat
grade stainless

steel (3161)
Polyurethane tube
braided with
nitinod, Poly
urethane, Poly
urethane  /methyi
methacrylate-
acrylonitrile-
putadiene-siryene-
stryene polymer
{MABS), with a
polyurethane seal
{gasket),
Methylmethacrylat
g-acrylonitrile-
butadiene-slriyene-
stryene _ polymer

for deliveration in the next
Technical Committee meeting
and also desired to call the firm
to present the proposal hefore
the Commiliee,

Accordingly the firm presented
their  proposal  befare  the
Technical Commiltee,

3. Recommendation of the

Technlea! Committeg:- The
firm presented before  the
Commiltes. The product s

approved in Eurepean countries
(The Netherland), lsragl, South
Africa and South Korea. The
Technical committee
deliperated  with  Orthopedic
experts invited for the meeling
and recommended for the grant
of import permission with the
condition that the firm shall
caery oul Phase-IV clinical trial
on 100 subjects in the country.

Nifs. Puise
Cath BYv,
Netherland

it is indicated for use in
patients with impaired
feft ventricular function
which reguire left
ventricular  mechanical
cireulatory  support  for
uplo 24 hours. It can be
positioned In the teft
ventricular cavity
through the subclavian/

axillary artery, or
through the aortic wall
during open-chest

surgery. The iVAC3L-ST
{Short Tip) has a shorier
tip parl and can only be
used in case of direct
insertion in the aortic
arch, during open-chest
surgery, The iVACSL-ST
is especially indicated in
case the insertion site is
{ocated close to the
aorlic valve

1. MDAC recommendation on
30/06/2014;

The Commiltee after defiberation
recommended that the firm is
need to conduct Clinical Trial on
indian Population on minimum
of 30 patients as there is no
jatest #human clinical dala.
Accordingly, this office has
requested to the firm fo submit
the clinical tdal protocol vide
lelter dated 14.07.2014 for
MDAC  further review. In
response to that, the firm has
requested to this office for
clinical tial waiver of and the
same has been again discussed
in MDAGC Cardiovascular held
on 21.10.2014 .

2. Recommendation on
21.40.2014: The commiilee
deliberated and recommended
that the firm's appiication for
waiver of clinlcal trial of sald
product may not be considered
and this office informed fo the
fiem vide lelter dated
03.1120%4 to submit the
protocol as per letter dated
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ey

T (MABS),

Ployurethane

19

11.07.2014. ’ !

The firm  represented to
Dircctorate General of Health
Services  vide lefler dated
05.08.2015 for the clinical trial
waive off based on the Unmet
need and based on similar case
of M/s, Edward Life Sciences
Pyt Lid., Mumbai discussed in
the 19" Apex Committee held
on 24.12.2014 and the same is
placed before the Committee.

Recommendation of the
Technical Committee:

After detailed deliberation, the
Commiltee noted that the
device is already approved and
being usad in countries like
Netherland, Austria, Garmany’
and as such there is no further
requirement of conduct of
clinical trial in Indian population
for  such medical device.
Therefore, the Committee
desired to calf the subject
expert in  Cardiology for
deliberation  in  the next
Technical Committee meeting
and also desired to call the firm
to present the proposal before
the Commitiee.

Accordingly the firm presented
thelr  proposal before the
Technical Committea.

4. Recommendation of the
Technical Committee:- The
fimt  presenled before  the
Commiltee. The device s
already approved and being
used N counlries  like
Netherland, Austria, Germany.
The Technical commiliee
deliberaled  with Cardiology
invited for the meeting  and
recommended for the grant of
import  permissfon  with  the
condition that the firm shall

carry out Phase-iV Clinical trial
on 100 subjects in the country.




