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(vi)  ensure that their auditors possess required qeetiiin and expertise in the relevant field for geug out
assessments of manufacturing site and medical elévat they are undertaking;

(vii) establish and maintain procedure and record whighamstrate its compliance with quality management
system.

3. Procedure for audit:

The notified body shall carry out the audit in fobBowing manner,-

(i)  technical review of respective documents as priesdrin the Fourth Schedule;

(i)  on-site audit of the manufacturer’s quality managensystem to establish conformity by examinatibn o
objective evidence, and that of sub-contractor ewer applicable, the requirements of the Fifth
Schedule;

(iii)  establish conformity by examination and provisidrobjective evidences to the essential principéed |
down by the Central Government from time to time. ;

(iv) establish design conformity by review of the desiigmmuments during assessment of medical device to
ensure its quality, safety, and performance;

(v) record post approval changes, if any;

(vi) assess conformity to the product and process stsda per provisions of these rules;

(vii) inform the manufacturer about the observed nonciamgés during audit, if any, and provide a copy of
the audit report to the manufacturer;

(viii) when any major non-compliance is observed durirditday the notified body which may affect quality
of the device, it may provide reasonable time tctife the non-compliance followed by compliance
verification of the manufacturing site;

(ixX) The Notified Body, after assessment and verificat&hall submit detailed report giving its findings
each aspect of audit along with its recommendatafter completion of audit to the State Licensing
Authority and a copy of the same to the manufacture

Fourth Schedule
[See rule 20(2), 21(2), 34(2), 34(4), 63(1) andlgy(
Documents required for grant of licence to manufaaire for sale or for distribution or import

Part |
Power of Attorney

(To be authenticated in India either by a MagistddtEirst Class or by Indian Embassy in the counfrgrigin or by an

equivalent authority through apost)lle

Power of Attorney to accompany an application for$suance of import licence

.................. working as ........................... authorised togsi this Power of Attorney, on behalf of M/s

(full  address/ telephone no., e-mailhaving manufacturing site at

....................... (full  address, telephone no., e-mailhereby delegate Power of Attorney to
.............................. , (full address, as per wholesakehce or manufacturing licence, with telephone,zad e-

mail addresk hereinafter to be known as authorised agent, dstéa apply for import licence under the provisiafs
these rules, to import into India for the followingedical devices manufactured at below manufaajisite.

Sr.

No.

Name & address of foreign manufactureName & address of manufacturing site (full addreihk telephone,
(full address with telephone, fax and e fax and e-mail address of the manufacturing site)
mail address)

Following are the details of medical devicegosed to be imported (A separate list may be x@uheif required in
below given format).
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S. Generic Brand Model Dimension | Intended | Shelf Sterile or Class of medical
No. name Name No. use life Non sterile | device
(if any) (if any)

(2) Our Authorised agent shall,-

(a) act as the official representative for obtaininganrt licence in India.
(b) submit all necessary documents, as defined in thetfr Schedulgfor the import licence of medical device.

3) | shall comply with all the conditions impason the import licence and with provisions of hedical Devices
Rules, 2017.
4) | declare that M/s ............ is carrying on ttmanufacture of the listed medical device at theufecturing site

specified above.

(5) | shall allow the Central Licensing Authgribr any person authorized by it in that behaléiter and inspect or
audit the manufacturing premise and to examine pgfecess, procedure and documents in respect of any
manufacturing site or to take sample of listed ro&ldilevice for which the application for importditce has been
made.

(6) In case of any violation of Drugs and CososeAct, 1940 (23 of 1940) and the Medical Devi€ades, 2017, the
authorised agent shall continue to be responsida @fter withdraw of this Power of Attorney foretllevices
imported in India.

(7) | do hereby state and declare that all thetgcopies or scanned copies in the applicatiortraee copies of the
original documents.

(8) Ido hereby state and declare that all heuchents submitted by the undersigned are trueamdct.

Place:
Date: Signature oféhmanufacturer
(Name and $ignation)
Seal/Stamp
Undertaking from the authorised agent
I, , ag€.....ovn. , working as .......coeeiiiiiiiiinnnn, at B/ (Full address/

telephone no., e-mail) agrees to act upon the PosieAttorney as the authorized agent on behalf ofs M
certiiiieeiiieeiiieee e (FUll address/  telephone  no., e-mailhaving manufacturing site  at
............................. (Full address, telephone no., e-mail).

Place:
Date: Signature dfe authorised agent
Ngme and Designation)
Seal/Stamp

Part Il

(i) Documents to be submitted with the application fogrant of Import Licence or licence to manufacture or
sale or for distribution of a Class A medical deie,-

(&) The applicant shall submit documents as specifige Table below.-

S.N. For medical devices other tharin vitro For in vitro diagnostic medical device
diagnostic medical device

1. device description, intended use of the de\| device description, intended use of the de\
specification including variants arjdspecification including variants and
accessories; accessories;

2. material of constructio a summary of analytical technology, relev

analytes and test procedure;

3. working principle and use of a noveworking principle and use of a novgel

technology (if any); technology (if any);
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4.

labels, package inserts (IFU, etc.,), L

manual, wherever applicable,

labels and package inserts (IFU, etc.,), |
manual, wherever applicable;

5.

summary of any reported Serious Adve
Event in India or in any of the countries whe
device is marketed and action taken by
manufacturer and National Regulatg
Authority concerned,;

rsgnalytical
reensitivity and specificity;
the

r

performance summary includin

y

site or plant master file aspecified in
Appendix | of this Schedule;

site or plant master file as specified
Appendix | of this Schedule;

constitution details of the firm (of domest
manufacturer or authorised agent);

icconstitution details of the firm (of domest

manufacturer or authorised agent);

essential principles checklist for demonstrar

and performance of the medical device;

conformity to the essential principles of saf¢tgonformity to the essential principles of safé

essential principles checklist for demonstrar

and performance of theén vitro medical

g

ic

—

y

device;

ing
ce

inmdertaking signed by the manufacturer sta
cthat the manufacturing site is in complian

undertaking signed by the manufacturer sta
that the manufacturing site is in complian

with the provisions of the Fifth Schedule with the provisions of the Fifth Schedule

(b)

In case of application for import licence, the auwibed agent shall submit
A. notarized copy of overseas manufacturing site mbéishment or plant registration, by whatever name
called, in the country of origin issued by the cetemt authority and Free Sale Certificate issuethby
National Regulatory Authority or equivalent competauthority of the country concerned as referred
under rule 36.
notarised copy of Quality Management System ceadtif or Full Quality Assurance certificate or
Production Quality Assurance certificate issued thg competent authority, in respect of the
manufacturing site.
. self-attested copy of valid whole sale licence annfacturing licence issued under these rules.
. copy of latest inspection or audit report carried loy Notified bodies or National Regulatory Auttpr

or Competent Authority within last 3 years, if any.

(ii) Documents to be submitted with the application fogrant of licence to manufacture or import Class B,
Class C or Class D medical device,-

The

domestic manufacturer or authorised agent shalhit the duly signed following information periag to

Manufacturing site.

@)
(b)
(©
(d)
(e)
)

(@)
(h)

Constitution details of domestic manufacturer dhatised agent;

Site or plant master file as specified in Apperidik this Schedule;

Device master file as specified in Appendix Il foedical devices other than vitro diagnostic medical
devices, or Appendix Il fom vitro diagnostic medical devices of this Schedule;

Essential Principles checklist for demonstratirapformity to the Essential Principles of Safety and
Performance of the Medical Device includimgitro diagnostic medical device;

Test licence obtained for testing and generatioquaflity control data (for domestic manufacturentyp

if any;

Undertaking signed stating that the manufacturiitg is in compliance with the provisions of thetkif
Schedule

Documents as specified in the clause (b) of papg(i of this part.

In case ofin vitro diagnostic medical devices, a copy of performa@ealuation report issued by the
central medical device testing laboratory or mddieice testing laboratory registered under sub-(8)
of rule 83.
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Part Il
Appendix |
Contents of a site or plant master file

The manufacturer shall prepare a succinct docuinethie form of site master file containing specififormation about
the production and/or control of device manufactgricarried out at the premises. It shall contaie tbllowing
information,-

1. General Information:
(i) brief information on the site (including name amidligess), relation to other sites;
(i) manufacturing activities;
(iii) any other operations carried out on the site
(iv) name and exact address of the site, including heleg, fax numbers, web site URL and e-mail address;

(v) type of medical devices handled on the site anofin&tion about specifically toxic or hazardous sahses
handled, mentioning the way they are handled aadgutions taken;

(vi) short description of the site (size, location amdhiediate environment and other activities on the;si
(vii) number of employees engaged in production, queadititrol, warehousing, and distribution;
(viii)  use of outside scientific, analytical or other t@ichl assistance in relation to the design, manufaand
testing;
(ix) short description of the quality management sysiéthe company;
(x) devices details registered with foreign countries;
(xi) brief description of testing facility;
2. Personnel:
(i) organisation chart showing the arrangements forpeggonnel
(i) qualifications, experience and responsibilitie&ey personnel;
(iii) outline of arrangements for basic and in-serviaaing and how records are maintained;
(iv) health requirements for personnel engaged in ptamuc
(v) personnel hygiene requirements, including clothing.
3. Premises and Facilities:
(i) layout of premises with indication of scale;
(i) nature of construction, finishes/fixtures and figfs;

(iii) brief description of ventilation systems. More dstahould be given for critical areas with potahtisks of
airborne contamination (including schematic drawing the systems). Classification of the rooms used
the manufacture of sterile products should be reeti;

(iv) special areas for the handling of highly toxic, d&vapus and sensitizing materials;

(v) brief description of water systems (schematic dngwiof the systems are desirable) including saoitat

(vi) maintenance (description of planned preventive teaBnce programmes for premises and recording
system);

4. Equipment:

(i) Brief description of major production and qualityndrol laboratories equipment (a list of the equimmis
required);

(i) maintenance (description of planned preventive teaance programmes and recording system);

(iii) qualification and calibration, including the recorgl system. Arrangements for computerized systems
validation.

5. Sanitation :
Availability of written specifications and procee@wsrfor cleaning the manufacturing areas and equipme
6. Production:

(i) Brief description of production operations usingherever possible, flow sheets and charts specifying
important parameters ;

(i) arrangements for the handling of starting materiplckaging materials, bulk and finished products,
including sampling, quarantine, release and stgrage

(iii) arrangements for reprocessing or rework;
(iv) arrangements for the handling of rejected mateaatsproducts;
(v) brief description of general policy for processidation.
(vi) Brief description of sterilisation facility;
7. Quality Assurance:

Description of the quality assurance system antiefictivities of the quality assurance departmérdcedures
for the release of finished products.
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8. Storage:
Policy on the storage of medical device.
9. Documentation :
Arrangements for the preparation, revision andritiistion of necessary documentation, including ager of
master documents.
10. Medical Device Complaints and Field Safety Correctie Action:
(i) Arrangements for the handling of complaints ;
(i) Arrangements for the handling of field safety cotinge action.
11. Internal Audit:
Short Description of the internal audit system.
12. Contract Activities:
Description of the way in which thengpliance of the contract acceptor is assessed.

Appendix Il
DEVICE MASTER FILE FOR MEDICAL DEVICES OTHER THAN IN VITRO DIAGNOSTIC MEDICAL
DEVICES
EXECUTIVE SUMMARY:
1. An executive summary shall be provided by the mactufer and shall contain:
1.1 Introductory descriptive information on the medicivice, the intended use and indication for usasscof

device, novel features of the device (if any), Eliie of the device and a synopsis on the contérnibe dossier.

1.2 Information regarding sterilization of the devicerhgther it is sterile or non-sterile; if sterile,ode of
sterilization).

1.3  Risk Management Plan, Risk Analysis, evaluation @trol documents.

1.4  Clinical Evidence and evaluation (if applicable).

15 Regulatory status of the similar device in Indippf@ved or not approved in India).

1.6 Design Examination Certificate, Declaration of Gamnfity, Mark of Conformity Certificate, Design Ciidate
(if applicable). Copy of such certificate(s) sHadl enclosed.

1.7  Marketing history of the device from the date dfaducing the device in the market.

1.8 Domestic price of the device in the currency fokan the country of origin.

1.9 List of regulatory approvals or marketing clearaob&ined (submit respective copies of approvatifiztes):

Country Approved | Approved Class of Date of First
Indication Shelf life Device Approval

USA

Australie

Japan

Canada
European Union
Others*
*Optional

Status of market clearance pending, rejected drdnaivn

Regulatory Agency of the | Indication for use Registration status and Reason for rejection/
country date withdrawal, if any

1.10 Safety and performance related information on #haaz:
(a) Summary of reportable event and field sadetyective action from the date of introduction:-
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For Serious Adverse Event:

S.N. Serious Adverse Duration Number of the SAE Total Units | Lot/Batch No.
Event From To reported sold

LO A TN

For Field Safety Corrective Action (FSCA):

Date of FSCA Reason for FSCA Countries where Description of the action taken
FSCA was conducted

(b) If the device contains any of thddalings, then descriptive information on the foliog need to be provided.
1. Animal or human cells tissues or derivatives¢lof, rendered non-viable (e.g. Porcine Heart &glv
2. Cells, tissues or derivatives of microbialambinant origin (e.g. Dermal fillers based on Hyahic acid
derived from bacterial fermentation process).
3. Irradiating components, ionising or non-iongi

2. Device description and product specificationnicluding variants and accessories

2.1 The dossier should contain the following desptive information for the device:-

(@) A general description including its generianigg model name, model no., materials of conswogtintended
use, indications, instructions for use, contraiatians, warnings, precautions and potential advefiects;

(b) the intended patient population and medicaldition to be diagnosed or treated and other cenatibns such as
patient selection criteria;

(c) principle of operation or mode of action, atganies by animation or videos (if available);

(d) an explanation of any novel features;

(e) a description of the accessories, other medeace and other product that are not medicalaggvwhich are
intended to be used in combination with it anchibidd also be clarified whether these accessorieevce are
supplied as a system or separate components;

(f) a description or complete list of the vari@msnfigurations or variants of the device that Wl made available;

(g) a general description of the key functionaneénts, e.g. its parts or components (includingftware if
appropriate), its formulation, its compositioits functionality and where appropriate, thidl include:
labeled pictorial representations (e.g. diagranh®tqgraphs, and drawings), clearly indicating karts or
components, including sufficient explanation to ersand the drawings and diagrams;

(h) a description of the materials immated into key functional elements and thosding either direct
contact with a human body or indirect contact vtttk body, e.g., during extracorporeal circulatidnbody
fluids. Complete chemical, biological and physichaaracterization of the material (s) of the meldissvice;

(iy for medical devices intended to emit ioniziregliation, information on radiation source (e.gliogsotopes) and
the material used for shielding of unimtted, stray or scattered radiation from pasiemsers and other
persons shall be provided.

2.2 Product Specification:

The dossier should contain a list of the featuwlésensions and performance attributes of the na¢dievice, its
variants and accessories, that would typically appethe product specification made availablehts ¢nd user,
e.g. in brochures, catalogues etc.

2.3 Reference to predicate or previous generatiors$ the device:

Where relevant to demonstrating conformity to theseatial principles, and to the provision of gehera
background information, the dossier should corgaioverview of:

(a) the manufacturer’s previous generation ofdce, if such exist;

(b) predicate devices available on the localiatetnational markets; and

(c) comparative analysis to prove substantial\ejence to the predicate device(s) as claimed.

3.0 LABELLING:

The dossier should typically contain a completeo$édabeling associated with the device as perdggirements
of Chapter VI of these rules. Information on lalmglshould include the following:-
(a) Copy of original label of the device, including assories if any, and its packaging configuration;
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(b) Instructions for use (Prescriber's manual);
(c) Product brochure; and
(d) Promotional material.
4. DESIGN AND MANUFACTURING INFORMATION:

4.1 Device Design:
The dossier should contain information to allow tegiewer to obtain a general understanding ofdésign

stages applied to the device. The information nake tin form of flow chart. Device design validatidata
should be submitted.
4.2 Manufacturing Processes:
The dossier should contain information to allow tteviewer to obtain a general understanding of the
manufacturing processes. The information may thkefdrm of flow chart showing an overview of poation,
manufacturing environment, facilities and contre¢ed for manufacturing, assembly, any final prodesting,
labelling and packaging and storage of the finistmedlical device. If the manufacturing process isied out at
multiple sites, the manufacturing activities atreaite should be clearly specified.
5. ESSENTIAL PRINCIPLES CHECKLIST:
(i) The dossier should contain the following:-
(@) the essential principles;
(b) whether each essential principle applieh¢éodevice and if not, why not;
(c) the method used to demonstrate conformiith each essential principle that applies;
(d) areference for the method employed (e.gndsrd); and
(e) the precise identity of the controlled docuinghat offers evidence of conformity with eachthos
used.
(i) Methods used to demonstrate conformity may incluske or more of the following:
(@) conformity with standards as referred taule7;
(b) conformity with an in-house test method,;
(c) the evaluation of pre-clinical and clinicaidence;
(d) comparison to a similar device already avédaim the market.
(iif) The essential principles checklist should incorpora cross-reference to the location of such edieldroth
within the full technical documentationelth by the manufacturer and within the doséetemplate for

a checklist is shown in as under:

Essential Relevant Specifi cation/stardarc Complies | Document Referenc
Principle Yes/No Sub-clause/reference Yes/No | Justification and/or comments

6. Risk analysis and control summary:
The dossier should contain a summary of the rid&stified during the risk analysis process and ttoage risks

have been controlled to an acceptable level. Tfikksanalysis should be based on prescribed stdadard be

part of the manufacturer’s risk management plardasn complexity and risk class of the device. Huhnique

used to analyse the risk must be specified, torenthat it is appropriate for the medical devicel aisk
involved. The risks and benefits associated with tlse of the medical device should be described. rigk
analysis submitted shall have periodic updatiothefrisks identified as per risk management plan.

7. Verification and validation of the medical devie

7.1 General:

(A) The dossier should contain product verification galidation documentation. The dossier should suriraa
the results of verification and validation studigglertaken to demonstrate conformity of the dewiitk the
essential principles that apply to it. Such infation would typically cover wherever applicable:

(&) engineering tests;

(b) laboratory tests;

(c) simulated use testing;

(d) anyanimal tests for demonstrating fedisjbior proof of concept of the finished device
(e) any published literature regarding the dewicesubstantially similar devices.

(B) Such summary information may include:

(i) declaration or certificate of conformity to a reogd standard and summary of the data if no
acceptance criteria are specified in the standard,

(i) declaration or certificate of conformity to a pwbléd standard that has not been recognised,
supported by a rationale for its use, anmdmary of the data if no acceptance criteria is Sigec
in the standard;
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(i) declaration or certificate of conformity to @ofessional guideline, industry method, orhouse
test method, supported by a rationale fou#s, a description of the method used, and sumofary

the data in sufficient detail to allow assessméiitsaadequacy;
(iv) a review of published literature regarding the dewr substantially similar devices.
(C) In addition, where applicable to the devitiee dossier should contain detailed informatian

(a) biocompatibility studies data as per presatibtandards;

(b) medicinal substances incorporated into thécde including compatibility of the device withe
medicinal substance;

(c) Dbiological safety of devices incorporatiagimal or human cells, tissues or their deives

(d) sterilisation;

(e) software verification and validation;

(f) animal studies that provide direct evide of safety and performance of the dewdspgcially
when no clinical investigation of the device wasducted,;

(g) clinical evidence.

(D) Detailed information will describe test design, qdete test or study protocols, methods of datayaiglin

addition to data summaries and test conclusionser@/no new testing has been undertaken, the dossier

should incorporate a rationale for that decisiog, biocompatibility testing on the identical néés was
conducted when these were incorporated imediqus, legally marketed version of the deviThe
rationale may be incorporated into the Essentigidiyle checklist.
7.2 Biocompatibility:
(i) The dossier should contain a list of all materialdirect or indirect contact with the patient ceu
(i) Where biocompatibility testing has been undertakas per prescribed standards) to  characterizke
physical, chemical, toxicological and biolodiceesponse of a material, detailed infornmatshould be
included on the tests conducted, standards appist,protocols, the analysis of data and the sumrog
results. At a minimum, tests should be conductedsamples from the finished, sterilized (when siggbl
sterile) device.
(iii) Depending on nature and intended use of the imgag&tnal medical device, device performance foadgons
(including mechanical, electrical, thermal, radiatand any other of this type) and safety shoulddsmssed in

healthy or diseased animal model (intended to feated by such medical device), as appropriate,

demonstrating reaction to active and basic parth@®fdevices on absolute tissue, local tissue dsawavhole
organ, clearly recording local, general and systeswiverse reactions, risks or potential risks arflopnance
of device in line with intended use. Wherever fuaes histopathology, pathophysiology and path emst
should be carried out.

(iv) 1SO-10993, Biological Evaluation of Medical Devigcehould be followed for conducting bio-compatityili
study for invasive medical devices should be cdroet. A report of biocompatibility study along witationale
for selecting specific tests carried out shoulgtepared including conclusion of the study.

7.3 Medicinal substances:

Where the medical device incorporates a medicinbb&nce, the dossier should provide detailed rimédion
concerning that medicinal substance, its identity aource, the intended reason for its presenckjtarsafety
and performance in the intended application.

7.4 Biological safety:

(i) The dossier should contain a list of all materisfisanimal or human origin used in the device. H@se
materials, detailed information should be providmzhcerning the selection of  sources or donors; th
harvesting, processing, preservation, testing drahdling of tissues, cells and substaméesuch origin
should also be provided. Process validation ressiisuld be included to substantiate that manufaxgur
procedures are in place to minimize biological sjsk particular, with regard to viruses and ottnansmissible
agents. Transmissible Spongiform Encephalopathi€2E)] or Bovine Spongiform Encephalopathy (BSE)
Certificates should also be submitted.

(i) The system for record-keeping to allow traceabifitym sources to the finished device should beyfull
described.

7.5 Sterilization:

(i) Where the device is supplied sterile, the dossieulsl contain the detailed information of the litterilization
validation including sterilizer qualification, biakden testing, pyrogen testing, testing for statilesidues (if
applicable) and packaging validation as per prbsdristandards. Typically, the detailed validatioforimation
should include the method used, sterility assurdecel attained, standards applied, the steriliaprotocol
developed in accordance with prescribed standarisa summary of results.
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(i) Evidence of the ongoing revalidation of tipeocess should also be provided. Typicallg thould
consist of arrangements for, or evidence of, reailbn of the packaging and sterilization processes

7.6 Software verification and validation:
The dossier should contain information on the safewdesign and development process and evidente of
validation of the software, as used in the finisHedice. This information should typically incluttee summary
results of all verification, validation and testipgrformed both in-house and in a simulated or actiser
environment prior to final release. It should aslwiress all of the different hardware configuratiand, where
applicable, operating systems identified in theslting.

7.7 Animal studies:

(i) Where studies in an animal model have been undarttk provide evidence of conformity with the Edidn

Principles related to functional safety and perfance, detailed information should be containedhéndossier.

(i) The dossier should describe the study objectiveshodology, results, analysis and conclusions adimhent

7.8

7.9

conformity with Good Laboratory Practices. The gatile (and limitations) of selecting the particudenrimal
model should be discussed.
Stability data:
If available, real-time aging data shall be subexitto support the claimed shelf life. However gidlrtime data is
not available, accelerated stability data shalsbemitted to support the claimed shelf life. Sucpravisional
claimed shelf life may be approved provided that thanufacturer immediately initiates real-time Biigb
testing to validate the proposed shelf life. Aftempletion of the real time stability analysis, l#éae stability
data shall be submitted in support of the clainfefdife.
Clinical evidence:
The dossier should contain the clinical evidencd ttemonstrates conformity of the device with tlesdhtial
Principles that apply to it. It needs to addregs élements contained in the Clinical Investigatias,specified
under the Seventh Schedule. If a predicate dasiavailable, the manufacturer needs to submistibstantial
equivalence evaluation along with relevant publislierature in accordance with these rules.

7.10 Post Marketing Surveillance data (Vigilanceeporting):

The dossier should contain the Post Marketing Sllewee or Vigilance Reporting procedures and datéected
by the manufacturer encompassing the details ottimeplaints received and corrective and Preverdot®ns
taken for the same.

NOTE:
1. Allreports submitted as a part of the dossier &hbe signed and dated by the responsible person.

2. Batch Release Certificates and Certificate of Asialyf finished product for minimum 3 consecutiadhes
should be submitted.

3. All certificates submitted must be within the vitljdoeriod.

4. Any information which is not relevant for the sutfjelevice may be stated as ‘Not Applicable’ in tbkevant
Sections/Columns of the above format, and reasamsdn-applicability should be provided.

Appendix Il
DEVICE MASTER FILE FOR IN VITRO DIAGNOSTIC MEDICAL DEVICES

1. EXECUTIVE SUMMARY:

An executive summary shall be provided by the mactufer and shall contain:

1.1 Introductory descriptive information on thevitro diagnostic medical device, the intended use astdClass of
in vitro diagnostic medical device, novel features (if acigimed shelf life and a synopsis on the conténhe
dossier.

1.2 Regulatory status of the similar device in Indipdieoved or new in vitro diagnostic medical device).

1.3 Domestic price of the in vitro diagnostic medicalite in the currency followed in the country oigam.

1.4 Marketing history of the in vitro diagnostic medickevice from the date of introducing the in vitmgnostic
medical device in the market.

1.5 List of regulatory approvals or marketing clearamatgained in below format (submit respective cogy o
approval certificate).

SN Name of the Approved Approved shelf Gompasition Risk Class Date of first

country indication life approval
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1.6 Status of pending request for market clearance

Regulatory Intended use| Indication for Registration Reason for
Agency of the use status and date rejection/withdrawal,
country if any

1.7 Safety and performance related information onithétro diagnostic medical device:
(&) Summary of reportable events and field safety ctitre action from the date of introduction
For adverse event (false diagnosis or any otheardaduring its use)
Adverse event (false Frequency of occurrence during the period (humbeemort/total units
diagnosis) sold)

For Field Safety Corrective Action (FSCA)

Date of FSCA Reason for FSCA Countries where Description of the action takern
FSCA was conducted

(b) If theinvitro diagnostic medical device contains any of theofeihg then descriptive information on the
following need to be provided.
(1) Animal or human fluids or derivatives thereof, reretl non-viable.
(2) Cells, tissues and/or derivatives of microbial rebmant origin.
2. Description and specification, including variaatsl accessories of the in vitro diagnostic medieaice
2.1 Description
The device master file should include the followidweyice descriptive information:
(a) it may include:-
(1) what is detected;
(2) its function (for example screening, monitoringagtiostic or aid to diagnosis, staging or aid tetaging
of disease);
(3) the specific disorder, condition or risk factor mfterest that it is intended to detect, define or
differentiate;
(4) whether it is automated or not;
(5) whether it is qualitative or quantitative;
(6) the type of specimen required (eg. serum, plasrhaleablood, tissue biopsy, urine);
(7) testing population;

(b) the intended user (lay person or professional);

(c) a general description of the principle of the assayhod;

(d) the risk based Class of the device;

(e) a description of the components (e.g. reagentsayasontrols and calibrators) and where appropriate
description of the reactive ingredients of relevantmponents (such as antibodies, antigens, nueleid
primers) where applicable;

(f) a description of the specimen collection and trartsmaterials provided with thie vitro diagnostic medical
device or descriptions of specifications recommerfde use;

(g) for instruments of automated assays; a descripfithe appropriate assay characteristics or desticassays;

(h) for automated assays; a description of the apppriinstrumentation characteristics or dedicated
instrumentation;
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(k)

a description of any software to be used withithétro diagnostic medical device;

a description or complete list of the various cgufations/variants of thie vitro diagnostic medical device that
will be made available;

a description of the accessories, otimevitro diagnostic medical device and other products dhatnotin vitro
diagnostic medical device, which are intended taibed in combination with thie vitro diagnostic medical
device.

Reference to the manufacturer’s previous devicegaion(s) or similar devices or device history.
2.2 For a newin vitro diagnostic medical device:

2.3
@

(ii)

(i)
3.
(i)

(ii)

(i)

5.2

Where relevant to demonstrating conformity to tlsseatial principles, and to provide general baadkgdo
information, the device master file may provideumgnary of Clinical Performance Evaluation reports.
For an in vitro diagnostic medical device alrady available on the market in India:
This information may include a summary of the numbg adverse event reports related to the safety an
performance of thign vitro diagnostic medical device in relation to the numiiein vitro diagnostic medical
devices placed on the market.
External certificates and documents which givetemitevidence of conformity with the essential piptes may
be annexed to the device master file.
comparative analysis to prove substantial equiaea the predicate device(s), if claimed in thpliaption.
Essential principles checklist:
The device master file should include an esseptiatiples checklist that identifies:

(a) the essential principles of safety and performance;

(b) whether each essential principle applies tahétro diagnostic medical device and if not, why not;

(c) the method used to demonstrate conformity with esslential principle that applies; and

(d) the reference to the actual technical documentahtianoffers evidence of conformity with each metho

used.

The method used to demonstrate conformity may delne or more of the following:-

(a) conformity with recognized or other standards;

(b) conformity with a commonly accepted industry testimod (reference method);

(c) conformity with appropriate in house test methduag have been validated and verified;

(d) comparison to am vitro diagnostic medical device already available omtlagket.
The essential principles checklist should includg@ss-reference to the location of such evideruth tvithin
the full technical documentation held by the mantfeer and within the Device master file (when such
documentation is specifically required for inclusim the Summary Technical Documentation as oudliime
this guidance).
Risk analysis and control summary:
The device master file should contain a summarthefrisks identified during the risk analysis preeand a
description of how these risks have been contrdleain acceptable level. Preferably, this riskiysis should
be based on recognised standards and be part ofahefacturer’s risk management plan.
The summary should address possible hazards fanthiero diagnostic medical device such as the risk from
false positive or false negative results, indinggits which may result frorm vitro diagnostic medical device-
associated hazards, such as instability, whichdclmald to erroneous results, or from user-relateghids, such
as reagents containing infectious agents. Theltsesil the risk analysis should provide a concloswith
evidence that remaining risks are acceptable wberpared to the benefits.
Design and manufacturing information:
Device design:
The Device master file should contain informatioraliow a reviewer to obtain a general understandirthe
design applied to thie vitro diagnostic medical device.
It should include a description of the critical iadients of an assay such as antibodies, antigamgmes and
nucleic acid primers provided or recommended ferwih thein vitro diagnostic medical device,
This section is not intended to take the placédefrhore detailed information required for a QMSiaadother
conformity assessment activity. If design takeelat multiple sites, a controlling site mustdentified.
Manufacturing processes:
The device master file should contain informatioraiow a reviewer to obtain a general understamainthe
manufacturing processes. It is not intended te tidde place of the more detailed information respiifor a
QMS audit or other conformity assessment activitye information may take the form of a process/fthart
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showing, for example, an overview of productionuiiing the technologies used, assembly, any ings®and
final product testing, and packaging of the finshevitro medical device.

5.3 Manufacturing sites:
The device master file should identify the siteserehthese activities are performed (this does maude the
sites of all suppliers of raw materials but onlg 8ites that are involved in critical manufacturawivities). If
Quality Management System certificates, or the \eant, exist for these sites, they may be annégeithe
device master file.

6. Product validation and verification:
The information provided in the product validatiend verification section of the device master \ii# vary in
the level of detail as determined by the clashefdevice. The device master file should summaheeesults
of validation and verification studies undertakendemonstrate conformity of tha vitro diagnostic medical
device with the essential principles that applyitto Where appropriate, such information might cofram
literature.
For the purpose of the device master file documensummary and detailed information are defined as
follows:

(i) Summary information:
A summary should provide enough to assess theityatifithat information by the regulatory authcaei This

summary should contain a brief description of:
(a) the study protocol;
(b) the study results;
(c) the study conclusion.

This summary may include:

(a) Where a recognized standard exists, a declaragéidiffcate of conformity to a recognized standaat be
provided with a summary of the data if no acceptasriteria are specified in the standard;

(b) In the absence of a recognized standard, a deolaiertificate of conformity to a published stardishat
has not been recognized might be provided if #ugported by a rationale for its use, and summétleo
data, and a conclusion, if no acceptance critedaspecified in the standard,;

(c) In the absence of a recognized standard and nagneed published standards, a professional guieleli
industry method, or in-house standard may be redeto in the summarized information. However, it
should be supported by a rationale for its usegstription of the method used, a summary of the ghat
sufficient detail and a conclusion to allow assessnof its adequacy;

(d) A review of relevant published literature regardthg device/analyte (measurand) or substantiafhyai
in vitro diagnostic medical devices.

(ii) Detailed information:

Detailed information should include:

(a) complete study protocol;

(b) method of data analysis;

(c) complete study report;

(d) study conclusion.
For detailed information, when a recognized stathaadgists that contains the protocol and the metfodiata
analysis, this information can be substituted bglealaration or certificate of conformity to the ogoized
standard along with a summary of the data and asiarls. where appropriate, actual test result sumemaith
their acceptance criteria should be provided andusb pass/fail statements.

7. Analytical Studies:

The statements and descriptions in the followirgises refer to alin vitro diagnostic medical devices. It must
be noted however that there are applicability diffees between instrumentation and reagent-basagsasand
that the assays themselves may be quantitative;qeamtitative or qualitative in nature. There nimgylimited
applicability of some of the following subsectiofts qualitative or semi-quantitative assays. Whgossible,
comments regarding instrumentation or qualitats®ags appear in the subsections.

8. Specimen type:

(a) This section should describe the different specitypes that can be used. This should include thteiility
and storage conditions. Stability includes storagd where applicable transport conditions. Swiagludes
elements such as duration, temperature limits seez€/thaw cycles.

(b) This section should include summary informationdach matrix and anticoagulant when applicabldudiog
a description of the measurement procedure for eoisyn or determination of measurement accuracis Th
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includes information such as specimen type testethber of samples, sample range (using spiked ssngsl
appropriate) or target concentrations tested, &tions and statistical methods, results and canofis.

9. Analytical performance characteristics.

9.1 Accuracy of measurement:
This section should describe both trueness andspacstudies.
Explanation.- The general term measurement accuracy is currestyg to cover both trueness and precision,
whereas this term was used in the past to covgrtbalone component now named trueness.
While measurement trueness, affected by systeraatic, is normally expressed in terms of bias, meament
precision, affected by random error, is naturallgressed in terms of standard deviation,
Accuracy is affected by a combination of systematitd random effects that contribute as individual
components of the total error of measurement.

9.2 Reproducibility:
This section should include reproducibility estisiand information about the studies used to etjnzs
appropriate, variability between days, runs, siias, operators and instruments. Such variakigitgiso known
as “Intermediate Precision”. Reproducibility dat obtained for instrumentation in conjunction wiim
appropriate assay.
Note 1.- Such studies should include the use of samplesrédmesent the full range of expected analyte
(measurand) that can be measured by the testiagedl®y the manufacturer.
Note 2.- If a recognized standard is used, a declaratidificate of conformity to the recognized standatdng
with a summary of the data and conclusions.

10. Analytical sensitivity:
This section should include information about thedg design and results. It should provide a dpsion of
specimen type and preparation including matrixyaegmeasurand) levels, and how levels were estsdd.
The number of replicates tested at each concemtratiould also be provided as well as a descrigifotihe
calculation used to determine assay sensitivityr example:
(@ Number of standard deviations above the mean vafu¢he sample without analyte (measurand),
commonly referred to as limit of blank (LoB).
(b) Lowest concentration distinguishable from zero,eldasn measurements of samples containing analyte
(measurand), commonly referred to as limit of diébec(LoD).
(c) Lowest concentration at which precision and/orrirss are within specified criteria, commonly reddrto
as limit of quantitation (LoQ).
For Class C and In vitro diagnostic medical devices, detailed informatiorulddoe provided.

11. Analytical specificity:

(i) This section should describe interference and creastivity studies to determine the analytical cHjisty,

defined as the ability of a measurement procedordetect or measure only the analyte (measuranieto
detected, in the presence of other substancestigethie sample.

(i) Provide information on the evaluation of potenyialhterfering and cross reacting substances/agemtthe

(i

12.

assay. Information should be provided on the sutn&/agent type and concentration tested, sampke ty
analyte (measurand) test concentration, and results

) Interferents and cross reacting substances/agehish vary greatly depending on the assay type dexign,

could derive from exogenous or endogenous SOULEHESES:

(@) substances used for patient treatment (e.g. thetiaplrugs, anticoagulants, etc.);

(b) substances ingested by the patient (e.g. overaineter medications, alcohol, vitamins, foods, etc.)

(c) substances added during sample preparation (esempatives, stabilizers);

(d) substances encountered in specific specimens (gpgshemoglobin, lipids, bilirubin, proteins);

(e) analytes of similar structure (e.g. precursors, aelites) or medical conditions unrelated to thst te
condition including specimens negative for the pdsat positive for a condition that may mimic thestt
condition (e.g. for a hepatitis A assay: test gpecis negative for hepatitis A virus, but positige liepatitis
B virus).

Explanation,- Interference studies involve adding the poteritisdrferent to the sample and determining any
bias of the test parameter relative to the cors@mohple to which no interferent has been added.

Metrological traceability of calibrator and control material values:

Where applicable, summarize the information aboetrafogical traceability of values assigned to lwaitors
and trueness control materials. Include, for eXxamnmethods and acceptance criteria for the megicéd
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traceability to reference materials and/or refeeemoeasurement procedures and a description of value
assignment and validation.
Precision control materials, used when establistig reproducibility of a measurement procedurendb
require the assessment of metrological tracealtdity reference material or a reference method.

13. Measuring range of the assay:

This section should include a summary of studieschwidefine the measuring range (linear and noraline
measuring systems) including the limit of detectaomd describe information on how these were estaddi.
This summary should include a description of specirtype, number of samples, number of replicated, a
preparation including information on matrix, analyimeasurand) levels and how levels were establislfie
applicable, add a description of high dose hoo&atfénd the data supporting the mitigation (e lgtidn) steps.

14. Definition of Assay Cut-off:

This section should provide a summary of analytdala with a description of the study design iniigd
methods for determining the assay cut-off, inclgdin

(a) the population(s) studied (demographics / seledtioclusion and exclusion criteria / number ofiuduals
included);

(b) method or mode of characterization of specimend; an

(c) Statistical methods e.g. Receiver Operator Chaniatite(ROC) to generate results and if applicabliefine
gray-zone/equivocal zone.

15. Stability (excluding specimen stability):
This section should describe claimed shelf lifeyse stability and shipping studies.
16. Claimed Shelf life:

This section should provide information on stapiliésting studies to support the claimed shelf lifeesting
should be performed on at least three differerst fohnufactured under conditions that are essgnégliivalent
to routine production conditions (these lots do need to be consecutive lots). Accelerated studres
extrapolated data from real time data are acceptablinitial shelf life claim but need to be folled up with
real time stability studies. Such detailed inforimatshould describe:

(a) the study report (including the protocol, numbetot$, acceptance criteria and testing intervals);

(b)  when accelerated studies have been performeditigation of the real time studies, the method used
accelerated studies;

(c) conclusions and claimed shelf life.

Explanation,- Shelf life can be derived from the lot with thendst real time stability data as long as
accelerated or extrapolated data from all threedoe comparable.

17. In use stability:

This section should provide information on in utsb8ity studies for one lot reflecting actual rimg use of the
device (real or simulated). This may include opéi stability and/or, for automated instruments, flward
stability. In the case of automated instrumentatfaralibration stability is claimed, supportingtdesshould be
included. Such detailed information should describe

(a) the study report (including the protocol, acceptatiiteria and testing intervals);
(b) conclusions and claimed in use stability.
18. Shipping stability:
This section should provide information on shippstgbility studies for one lot to evaluate the tatee of
products to the anticipated shipping conditionsipflihg studies can be done under real and/or siealla

conditions and should include variable shipping diftons such as extreme heat or cold. Such infaomat
should describe:

(a) the study report (including the protocol, acceptaaiteria);
(b) method used for simulated conditions;
(c) conclusion and recommended shipping conditions.

19. Clinical Evidence:

The device master file should contain the Clinieaidence, Evaluation report that demonstrates carnifg of
thein vitro diagnostic medical device to the Essential Primciphat apply to it.

20. Labelling:

The device master file should typically containcanplete set of labeling associated with thevitro medical
device as described in Chapter VI.
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21.

Post marketing surveillance data (vigilance reportig):

The dossier should contain the post margesnorveillance or vigilance reporting procestur and data
collected by the manufacturer encompassheg details of the complaints received aadrective and
Preventive actions taken for the same.

22. Information required to be submitted for the invitro diagnostic medical device:

@)

@)
®)
(4)
®)
(6)
@)
®)

)

The details of source antigen or antibody tlas case may be and characterization ofdheesProcess
control of coating of antigen or antibody on thedanaterial like Nitrocellulose paper, strips ardseor ELISA
wells etc. Detailed composition of thevitro diagnostic medical device and manufacturing fldwart process
of thein vitro diagnostic medical device showing the specifiowf diagram of individual components or
source of the individual components.

Test protocol of thén vitro diagnostic medical device showing the specificatiand method of testing. In
house evaluation report of sensitivity, specifictyd stability studies carried out by the manufisstu

In case of imported diagnostiievitro diagnostic medical devices, the report of evatuain details conducted
by the National Control Authority of country of gim.

Specimen batch test report for at least emnsve 3 batches showing specification of éasting
parameter.

The detailed test report of all the components fpsadked in the finisheih vitro diagnostic medical device.
Pack size and labeling.

Product inserts.

Specific evaluation report, if done by any laborgto India, showing the sensitivity and specifyoitf thein
vitro diagnostic medical device.

Specific processing like safe handling, materiahtoa, area control, process control, and stabiitydies,
storage at quarantine stage and finished stagkageng should be highlighted in the product dossier

NOTE:

1.
2.

All the test reports submitted as a part of thesgwsshould be signed and dated by the responséston.

Batch Release Certificates and Certificate of Asialypf finished product for minimum 3 consecutivadhes
should be submitted.

All certificates submitted must be within the vétjdperiod.

Any information which is not relevant for the sutfjéen vitro diagnostic medical device may be stated as ‘Not
Applicable’ in the relevant sections/columns of #iwve format, and reasons for non-applicabilityuith be
provided.

Part IV

Information required to be submitted with the Application Form for import or manufacture of medical devices

which does not have predicate device.

(a) Data to be submitted along with the application (fo medical devices other than newin vitro

diagnostic):-

1. Design Analysis data including, (whichever applikgb

(&) design input and design output documents;
(b) mechanical and electrical tests;
(c) reliability tests;
(d) validation of software relating to the functiontb& device;
(e) any performance tests;
(f) invitrotests.

2. Bio-compatibility tests data, Report of bio-compdiiy tests along with rationale for selecting $eetests.

Summary report of the biocompatibility study indlugl the conclusion of the study.

3.
4.
5.
6.

Risk Management data;

Animal Performance study data;

Pilot or Pivotal Clinical Investigation data, inding that carried out in other countries if any;

In case, if waiver from clinical investigation iitmed in accordance with the provisions of MedBaVice

Rules, 2017, the information or supporting datdl sfleasubmitted.

7.
8.

Regulatory status and Restriction on use in otbantries (if any) where marketed or approved;
Proposed Instruction for use and labels.
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(b) Data to be submitted along with the application (fo new in vitro diagnostic medical devices):-

arwbd

Device data including, (whichever applicable)-

(i) design input, design output documents, stabilitada

(i) device specification including specificity, sendity, reproducibility and reputability;

(iii) product validation and software validation relgtio the function of the device (if any);

(iv) performance evaluation report from a laboratorygieged under sub-rule (1) of rule 19.
Risk Management data.
Clinical Performance Evaluation data carried ouniia and in other countries (if any).
Regulatory status and Restriction on use in otbantries (if any) where marketed or approved.
Proposed Instruction for use and labels.

Fifth Schedule
[See rule 20(3), 20(5), 20(8), 22(i)]
Quality Management System for medical devices aniah vitro diagnostic medical devices

1. General Requirements:

1.1. This schedule specifies requirements foraligjumanagement system that shall be used by #reufacturer for
the design and development, manufacture, packatabglling, testing, installation and servicing rokdical
devices andn vitro diagnostic medical devices. If the manufacturersdogt carry out design and development
activity, the same shall be recorded in the quatitgnagement system. The manufacturer shall maintain
conformity with this Schedule to reflect the exotus.

1.2. If any requirement in paragraph 7 (produclisation) of this Schedule is not applicable du¢hi® nature of the
medical device anith vitro diagnostic medical devices for which the qualitynagement system is applied, the
manufacturer does not need to include such a remeint in its quality management system.

1.3. The processes required by this Schedule,hwaie applicable to the medical device and in-vitragnostic
medical device, but which are not performed byrttanufacturer are the responsibility of the manuifsstand
are accounted for in the manufacturer’s quality agament system.

1.4. If a manufacturer engages in only some ojperasubject to the requirements of this part, moidn others, that
manufacturer need only to comply with those reqo@ets which are applicable to the operations irctviii is
engaged.

1.5. Itis emphasized that the quality managemgsitem requirements specified in this Scheduldraesldition to
complementary to technical requirements for prosluct

1.6. Manufacturers of components or parts of fieés devices andn vitro diagnostic medical devices are
encouraged to use appropriate provisions of thiedale as guidance.

2. Applicability:
The provisions of this Schedule shall be applicablenanufacturers of finished devicés,vitro diagnostic medical
devices, mechanical contraceptives (condoms, itgree devices, tubal rings), surgical dressingsgisal bandages,
surgical staplers, surgical sutures and ligatul#spd and blood components collection bags withwathout
anticoagulants.

3. Terms and definitions:

3.1

3.2

3.3

34

35

Active implantable medical device.Active medical device which is intended to be tigtar partially introduced,
surgically or medically, into the human or animadly or by medical intervention into a natural adfiand which is
intended to remain after the procedure.
Active medical device.Medical device relying for its functioning on a so& of electrical energy or any source of
power other than that directly generated by thedmor animal body or gravity.
Advisory notice- Notice issued by the manufacturer, subsequent ligedg of the medical device and vitro
diagnostic medical devices, to provide supplemenitsfiormation or to advise what action should bketain or
both in:-
(a) the use of a medical device anditro diagnostic medical devices;
(b) the modification of a medical device andsitro diagnostic medical devices;
(c) the return of the medical device anditro diagnostic medical devices to the organization sigiplied it; or
(d) the destruction of a medical device amditro diagnostic medical devices.
Customer complaint.Written, electronic or oral communication that g#s deficiencies related to the identity,
quality, durability, reliability, safety, effectimess or performance of a medical device anditro diagnostic
medical devices that has been placed on the market.
Implantable medical device. Medical device intended:-

(a) to be totally or partially introduced into theman or animal body or a natural orifice; or

(b) to replace an epithelial surface or the surfzfdbe eye;



