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NATIONAL FOREWORD

This Indian Standard which (Part 1) (First Revision) is identical to ISO/TR 12417-2 : 2022
‘Cardiovascular implants and extracorporeal systems — Vascular device-drug combination products —
Part 2: Local regulatory information’ issued by the International Organization for Standardization (ISO)
was adopted by the Bureau of Indian Standards on the recommendation of the Medical and Surgical
Cardiology Equipment Sectional Committee and approval of the Medical Equipment and Hospital
Planning Division Council.

This standard was first published in 2017 and was identical to ISO/TR 12417-2 : 2017 ‘Cardiovascular
implants and extracorporeal systems — Vascular device-drug combination products Part 2: Local
regulatory information’. This revision of this standard has been undertaken to align it with the latest
version of ISO/TR 12417-2 : 2022.

The text of ISO standard has been approved as suitable for publication as an Indian Standard without
deviations. Certain conventions are however, not identical to those used in Indian Standards. Attention
is particularly drawn to the following:

a) Wherever the words ‘International Standard’ appear referring to this standard, they should be
read as ‘Indian Standard’; and

b) Comma (,) has been used as a decimal marker while in Indian Standards, the current practice is
to use a point (.) as the decimal marker.

In this adopted standard, reference appears to certain International Standards for which
Indian Standards also exist. The corresponding Indian Standards, which are to be substituted in their
respective places, are listed below along with their degree of equivalence for the editions indicated:

International Standard Corresponding Standard Degree of
Equivalence
ISO  12417-1 : 2015 IS/ISO 12417-1 : 2015 Cardiovascular Identical
Cardiovascular implants and implants and extracorporeal systems —
extracorporeal systems « — Vascular device-drug combination
Vascular device-drug products: Part 1 General requirements

combination products — Part 1:
General requirements

ISO 14630 : 2012 Non-active IS 18076 : 2023 Non-active surgical Identical
implants —  General requirements

ical implants — General
surgical implants enera (ISO 14630 : 2012, MOD)

requirements

For the purpose of deciding whether a particular requirement of this standard is complied with, the final
value, observed or calculated expressing the result of a test or analysis, shall be rounded off in
accordance with IS 2 : 2022 ‘Rules for rounding off numerical values (second revision).” The number
of significant places retained in the rounded off value should be the same as that of the specified
value in this standard.
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Introduction

This document was prepared in order to provide local regulatory information for vascular device-drug
combination products (VDDCPs).

VDDCPs are medical devices with various clinical indications for use in the human vascular blood
system. A VDDCP incorporates, as an integral part, substance(s) which, if in final formulation separately,
can be considered to be a medicinal product (drug product) but the action of the medicinal substance is
ancillary to that of the device and supports the primary mode of action of the device.

Only regulatory issues related to drug(s) combined with the vascular device based on the ancillary
function of the VDDCP are covered by this document.

Although this document attempts to represent the state-of-the-art regarding regulatory requirements
for pre and post-approval changes, these requirements are evolving and as such, it is strongly suggested
that the applicant consult with the regulatory authority under which whose jurisdiction the VDDCP
falls. This is most easily done by accessing the local authorities’ current webpage.

Any trade name used in this document is information given for the convenience of users and does not
constitute an endorsement.

NOTE1 Forissuesrelated to the primary mode of action of the vascular device, the reader can find it useful to
consider a number of other International Standards given in the Bibliography.

NOTE 2 Potential clinical events are defined in ISO 12417-1:2015, Annex A.
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Indian Standard

CARDIOVASCULAR IMPLANTS AND EXTRACORPOREAL
SYSTEMS — VASCULAR DEVICE-DRUG
COMBINATION PRODUCTS

PART 2 LOCAL REGULATORY INFORMATION

( First Revision )

1 Scope
This document provides region-specific information for:

— local submissions and approvals for vascular device-drug combination products (VDDCPs) in
countries and regions around the world;

— changes related to the drug-containing part and how they are evaluated by different local regions.

For implanted products, this document is considered as a supplement to ISO 14630, which specifies
general requirements for the performance of non-active surgical implants.

This document is considered also as a supplement to ISO 12417-1, and any relevant device-specific
standards, such as the ISO 25539 series specifying requirements for endovascular devices. This
document also addresses VDDCPs that are not necessarily permanent implants.

2 Normative references

The following documents are referred to in the text in such a way that some or all of their content
constitutes requirements of this document. For dated references, only the edition cited applies. For
undated references, the latest edition of the referenced document (including any amendments) applies.

ISO 12417-1, Cardiovascular implants and extracorporeal systems — Vascular device-drug combination
products — Part 1: General requirements

[SO 14630, Non-active surgical implants — General requirements

3 Terms and definitions

For the purposes of this document, the terms and definitions given in ISO 12417-1, ISO 14630 and the
following apply.

[SO and IEC maintain terminology databases for use in standardization at the following addresses:

— ISO Online browsing platform: available at https://www.iso.org/obp

— IEC Electropedia: available at https://www.electropedia.org/

31

active pharmaceutical ingredient

API

drug substance

pharmacologically active (drug or medicinal) substance used as a raw material, which is coated on,
bound to or incorporated into the device to achieve an ancillary device function, such as minimizing
vascular restenosis
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3.2

batch

quantity of VDDCP at the final stage or pre-final stage of manufacture which has undergone the same
manufacturing cycle, using the same components (e.g. same coating solution, same device size), and
meets the same specifications

3.3

change

alteration to an activity or to the VDDCP to improve or to maintain the composition or performance of
a VDDCP

Note 1 to entry: This term includes small alterations to a VDDCP, a manufacturing process or a test procedure,
even if it is not necessarily captured by a corrective action/preventative action (CAPA) system, and can require
reporting to local regional authorities.

3.4
clinical event
complication, failure or device-related observation that can be observed with clinical use of a VDDCP

Note 1 to entry: Such events can possibly not have clinical significance and can possibly not be attributable to the
VDDCP.

3.5

critical component

component whose specifications, if not met, can result in unacceptable risk to the patient, clinician or
others, or can have a significant impact on performance

3.6

device part of the VDDCP

DP

part of the VDDCP intended to treat vascular disease by temporary or long-term intervention
or implantation that does not achieve its PMOA in or on the human body by pharmacological,
immunological, or metabolic means, but can be assisted in its function by such means

3.7

drug product

medicinal product

AP], in its final form for administration to the patient (e.g. tablet, solution, spray), that is intended to
prevent, diagnose or treat disease, and that achieves its principal intended action in or on the body by
pharmacological, immunological or metabolic means

3.8

drug-containing part of the VDDCP

DCP

part of the VDDCP that consists of the active pharmaceutical ingredient or matrix and associated device
interfaces intended to assist in the primary mode of action of the device and/or diminish or ameliorate
an unintended effect that placement of the device part can stimulate

Note 1 to entry: Some VDDCPs can have an incorporated medicinal or drug substance primarily intended to
optimize the DP properties of the VDDCP.

3.9

drug-containing part interface

DCP interface

interface between the matrix containing the API and packaging materials with direct DCP contact or
device surface(s), or interface between the matrix and the API
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3.10
drug content
total labelled amount of active pharmaceutical ingredient in a VDDCP

Note 1 to entry: Drug content can be expressed as pug/DCP of a certain size.

3.11

drug delivery

local interaction between the VDDCP drug and the in vivo environment, whether the drug is released
from, eluted from or remains bound to the VDDCP

3.12

drug release profile

in vitro characterization of the active pharmaceutical ingredient released from the DCP of a VDDCP
over time

Note 1 to entry: For example, the drug release can be characterized by a drug elution test and can include either a
curve shape (or profile) or a drug release rate, or both.

3.13
efficacy
ability of the VDDCP to achieve the planned and desired physiological result

3.14
evaluate
appraise or analyse qualitatively

3.15

excipient

additional material, other than the AP], that are intentional components of the drug-containing part of
a VDDCP

EXAMPLE Filler, extender, diluent, wetting agent, solvent, colorant, stabilizer, antioxidant, preservative, pH
maintainer, polymers, adhesives.

3.16
functionality
ability of the VDDCP to perform either physically, chemically or mechanically, or all, as designed

Note 1 to entry: Functionality does not include the physiological response to the VDDCP (i.e. efficacy).

3.17

matrix

organic or inorganic material, other than living cells, intentionally applied by a manufacturer to a
vascular device and designed for the purpose of drug storage, local drug activity at the surface and/or
enabling, retarding, delaying or modifying drug release

Note 1 to entry: The matrix can be permanent or temporary (dissolvable, absorbable or degradable), include
surface treatments such as primers, be a coating with or without an active pharmaceutical ingredient, or consist
of multiple excipients and/or multiple active pharmaceutical ingredients.

3.18
mode of action
means by which a product achieves an intended therapeutic effect or action

Note 1 to entry: This can be a primary or ancillary mode of action.

3.19
pharmacokinetics
absorption, distribution, metabolism and elimination of a drug in vivo
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3.20

primary mode of action

single mode of action of a combination product that provides the most important therapeutic action of
the combination product

Note 1 to entry: The most important therapeutic action is the mode of action expected to make the greatest
contribution to the overall intended therapeutic effects of the combination product

Note 2 to entry: Additional guidance on the drug-related aspects of the drug-containing part of the VDDCP can be
found in International Conference on Harmonization Guideline IC H Q1A[29],

3.21

uniformity of drug content

comparison of the uniformity of the drug content between individual VDDCPs within each batch as
compared to the labelled claim

3.22

vascular device-drug combination product

VDDCP

vascular medical device that incorporates one or more APIs as an integral part (ancillary mode of
action) to that of the device, but not necessarily to the VDDCP PMOA

Note 1 to entry: The VDDCP can be permanently deployed (i.e. it can be an implant like a drug-eluting stent) or
temporarily deployed (i.e. it can be a drug-eluting balloon).

3.23

vascular device-drug combination product specification

VDDCP specification

required list of test procedures and appropriate acceptance criteria which are numerical limits, ranges
or other criteria for the tests described

Note 1 to entry: A specification is a critical quality standard. It establishes the set of criteria to which a VDDCP
has to conform.

Note 2 to entry: Additional guidance on the drug-related aspects of the drug-containing part of the VDDCP can be

found in International Conference on Harmonization Guideline IC H Q6AI[3Z],

4 Information on device- and drug-related aspects — Applicable documents for
local guidance
4.1 General

The following region-specific information identifies the regional regulatory authorities responsible for
VDDCPs and provides general clinical evaluation and audit requirements for VDDCPs.

NOTE1 Region-specific requirements can deviate from harmonized International Standards.
NOTE 2 At the publication of this document, the following information is believed to be accurate and can

change over time. Current guidance can be directly obtained from the regulatory authorities in the region of
interest.

4.2 Australia

4.2.1 General

VDDCPs are approved by the department of health through the Therapeutic Goods Administration
(TGA).

NOTE For more information, see the Therapeutics Goods Administration website and for Australian
regulatory guidelines for medical devices, see Reference [136].

4
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4.2.2 Australia: Managing changes

See the website of the local authority above for the responsibilities of deciding whether a submission or
change notification is subject to requirements.

It is the responsibility of the manufacturer to decide if a submission or change notification is subject to
requirements. This information is then communicated to the TGA by the Australian sponsor.

See also Table 2 for managing changes that can impact the DCP.

4.2.3 Australia: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical study (but it need not be a local study). If the study
is conducted in Australia, an exemption is granted by TGA prior to initiation of the study which allows
products not included on the Australian Register of Therapeutic Goods to be supplied as part of the
clinical trial.

NOTE The TGA has two pathways in Australia for clinical trials - Clinical Trial Notification (CTN) which
involves a notification to the TGA and Clinical Trial Exemption (CTX) which requires a formal approval from

the TGA. The CTX is generally for studies where the experimental device introduces a new technology, a new
material or a new concept or for trials that are considered high risk.

4.2.4 Australia: Audit requirements
An appropriate quality system audit can be required prior to market approval.

NOTE For more information, see ARGMDI81l on the Therapeutics Goods Administration website.
4.3 Brazil

4.3.1 Brazil: Managing changes

VDDCPs are approved by the National Health Surveillance Agency (ANVISA). In Brazil, medical devices
are regulated by

a) the national law "Lei 6360/1976” which regulates drugs, medical devices, cosmetics and other
sanitary products,

b) the decree "Decreto 79094/1977” which regulates the law "Lei 6360/1976” and the ANVISA Board
Collegiate Resolutions,

— RDC 185/2001 for the Registration, post-market changes, revalidation and cancellation of
registration of medical devices in the Brazilian Health Surveillance Agency;

— RDC 14/2011 for Establishing the technical regulations with requirements for grouping of
medical device.

NOTE For more information, see the ANVISA website.

ANVISA expects that APIs are in compliance with the Brazilian Pharmacopoeia (or other specified
compendia).

The pharmaceutical products, medicines and other products subject to sanitary surveillance are
expected to meet the standards and specifications established in the Brazilian Pharmacopoeia (see
ANVISA website).

In the absence of an official Brazilian monograph, the use of a foreign official monograph is allowed.

See website of the local authority above for the responsibilities of deciding whether a submission or
change notification is subject to requirements.
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See also Table 2 for managing changes that can impact the DCP.

4.3.2 Brazil: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical study (but it need not be a local study) according
RDC 56/2001. If the study is conducted in Brazil, the clinical study protocol needs to be approved, prior
to initiation of the study, by ANVISA according RDC 39/2008. The final report for the study primary end
point(s) is completed prior to submission to ANVISA.

4.3.3 Brazil: Audit requirements

A manufacturing audit is subject to requirements prior to market approval. The manufacturing site is
certified under RDC 59/2000 (Brazil quality system requirement) prior to submitting the product to
ANVISA for registration. An audit can be required prior to market approval if the product is not within
the current scope of the corresponding quality assurance system approval certificate.

The manufacturing RDC 59/2000 certificate or ISO 13485 MDSAP certificate is presented together with
the submission dossier.

4.4 Canada

4.4.1 Canada: Managing changes
VDDCPs are approved by Health Canada.
NOTE For more information, refer to the Health Canada website[13Z],

See the website of the local authority given above for the responsibilities of deciding whether a
submission or change notification is subject to requirements.

It is the responsibility of the Health Canada to decide if a submission or change notification is subject to
requirements based on information provided by the manufacturer.

See also Table 2 for managing changes that can impact the DCP.

4.4.2 Canada: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical study (but it need not be a local study). It is suggested
that a pre-CTA submission be scheduled with Health Canada (see website for Pre-CTA details). If the
study is conducted in Canada, the clinical study protocol needs to be approved by Health Canada prior
to initiation of the study per the Clinical Trial Application (CTA) process (see Health Canada website for
more information of the CTA process).

4.4.3 Canada: Audit requirements

An audit can be required prior to market approval if the product is not within the current scope of the
corresponding quality assurance system approval certificate.

4.5 European Union (EU)

4.5.1 EU: Managing changes

VDDCPs are assessed for conformity by a Notified Body before approval as medical devices according to
Medical Device Regulation (EU) 2017/745. The Notified Body seeks a scientific opinion or consultation
from one of the competent authorities (national regulatory authorities designated by member states) or
the European Medicines Agency and from an Expert Panel review ((56) of Regulation (EU) 2017/745.).
MEDDEYV 2.1/3 is a guideline explaining the consultation process for VDDCPs as well as the necessary
documentation to be provided for consultation.
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Per the European Pharmacopoeia (EP), APIs follow the AP monograph if one exists. If APIs are imported,
then the authenticity of API GMP status can be verified per the Falsified Medicines Directive 2011/62.

NOTE1 The Notified Bodies, competent authorities, and more information on the EU regulatory framework is
contained within Reference [138].

NOTE2  MEDDEV 2.1/3-related information can be found in Reference [138].

The NB-MED is an organization of the Notified Bodies that published a guidance document (NB-MED/
2.5.2 /rec2) which comprises recommendations accepted by the European Forum of Notified Bodies
Medical Devices (NB-MED). Although they set out information on matters relating to the directives,
this information is for guidance only, to help the user to meet their obligations, whether the user is a
manufacturer, a Notified Body or an interested party.

It is the responsibility of the Notified Body to decide if a submission or change notification is subject to
requirements, based on information provided by the manufacturer.

NOTE3 MEDDEV 2.1/3, Borderline products, drug delivery products and medical devices incorporating, as an
integral part, an ancillary medicinal substance or an ancillary human blood derivative.

See also Table 2 for examples of how to manage changes that can impact the DCP.

4.5.2 EU: Material inclusion and labelling requirements

Under the conformity assessment procedures per Annex I, General Safety and Performance
Requirements (GSPR)s, justification and updates to the technical documentation can be required for the
inclusion of materials, chemicals, or substances deemed to be potential hazardous to patients, users,
and/or the environment. Per Annex I GSPRs, labelling of medical devices can require additional patient
and user notifications to comply with regional requirements.

4.5.3 EU: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical evaluation as given in European Union medical device
regulations. A clinical study is performed unless it is duly justified to rely on existing clinical data.

Prior to submission of a clinical evaluation that includes a clinical study, it is possible that the study
design can be discussed with the relevant Notified Body and the drug consultation body.

If a study is needed, there are country-specific requirements. The approval of clinical studies
applications in the EU is the responsibility of the individual Member States (see Reference [138]).

4.5.4 EU: Audit requirements

An audit can be required prior to market approval if the product is not within the current scope of the
corresponding quality assurance system approval certificate.

For Class Il VDDCPs incorporating as an integral part an API, conformity assessment is performed.
4.6 India

4.6.1 India: Managing changes

VDDCPs are approved by the Drugs Controller General of India (DCGI) and are governed by The Drugs
and Cosmetic Act 1940 and rules 1945.

NOTE For more information, see Reference [139] for the responsibilities of deciding whether a submission
or change notification is subject to requirements.
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4.6.2 India: Clinical evaluation requirements

VDDCPs are subject to requirements for a local clinical study. The clinical study protocol needs to be
approved prior to initiation of the study. The final report for the study primary end point(s) is completed
prior to submission for approval.

4.6.3 India: Audit requirements

A manufacturing audit can be required prior to market approval.
4.7 Japan

4.7.1 Japan: Managing changes

VDDCPs are Class 1V devices and are approved by the Minister of Health, Labour and Welfare (MHLW)
as medical devices.

The application for approval of VDDCPs is submitted to Pharmaceuticals and Medical Devices Agency
(PMDA).

NOTE1 For more information, see Reference [140].
VDDCPs are subject to requirements for applicable local approval.
NOTE 2  See also the Bibliography for local guidelines.

See website of the local authority above for the responsibilities of deciding whether a submission or
change notification is subject to requirements.

See also Table 2 for examples of how to manage changes that can impact the DCP.

4.7.2 Japan: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical study. A consultation with PMDA helps to determine
if already existing international data is sufficient, or if some additional data is needed to be collected
locally. Clinical Trial Notification (CTN) needs to be submitted to PMDA prior to initiation of the
study. In the case of the first trial for the device in Japan, the clinical study protocol and investigator’s
brochure are submitted with the CTN and endorsed by MHLW/PMDA from a safety and ethics point
of view. The final report for the study primary end point(s) is completed prior to submission of the
marketing application to PMDA.

NOTE See Reference [158] on Good Clinical Practice for Medical Devices (GCP).

4.7.3 Japan: Audit requirements

A manufacturing audit can be required prior to market approval.
4.8 People's Republic of China (PRC)

4.8.1 PRC: Managing changes

VDDCPs are approved by the National Medical Products Administration of China (NMPA) (formerly
CFDA, State FDA or SFDA).

VDDCPs are subject to requirements for applicable GB National Standards and YY medical industrial
standards (see Table 1 for codes).
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VDDCPs without country of origin approval cannot be submitted to NMPA. In addition, the APl is also to
have country of origin approval or need to have been approved by NMPA prior to submission to NMPA.

NOTE1 Table 1 gives an overview of regional-standard codes and abbreviations.

Table 1 — Chinese standard codes and abbreviations

Code Type of standard Institution
GB Mandatory national standard SAC
GB/T Recommended national standard SAC
GB/Z National standardization, technical document SAC
YY Mandatory medical industrial standard NMPA
YY/T Recommended medical industrial standard NMPA
Key
SAC: Standardization Administration of China
NMPA: China Food and Drug Administration

NOTE2  For more information, see the NMPA website for general information on device registration141],
NOTE 3  Refer also the Bibliography for local guidelines.

See the website of the local authority above for the responsibilities of deciding whether a submission or
change notification is subject to requirements.

See also Table 2 for managing changes that can impact the DCP.

NOTE4  The term of validity of the Medical Device License is 5 years according to the new NMPA regulation.
NMPA Regulation for the Supervision and Administration of Medical device (No. 739 Order) can be found (in
Chinese language) in Reference [141] and NMPA Provision of Administration for Medical Device Registration
(Regulation #4) can be found (in Chinese language) in Reference [142].

According to Order #739 if a substantial change of the design, raw materials, manufacturing process,
intended use, forms of operation, etc. for Class II and Class III medical devices that are already
registered, and those changes can possibly affect the safety and effectiveness or efficacy of medical
devices, the registration applicant submits a change application to the original registration authority. If
a non-substantial change occurs that will not affect the safety and effectiveness of the medical devices,
the registration applicant files the change on record with the original registration authority.

According to the Regulation #4, in case of any changes to the content of the Medical Device license for a
Class II and Class III Medical Device and its Annexes (e.g. product technical requirement), the applicant
submits the application to the original authority for the changes and submits the documents according
to the appropriate requirements.

— For changing the product name, model, specification, structure and components, intended use/
indication, product technical requirement, manufacturing site of import medical devices etc., these
are change of permission items (CP), the applicant submits the application and relevant documents
to the original regulatory authority for approval.

— For changing the name and/or domicile of the applicant or changing the name and/or the domicile of
the deputy agent, these are change of registration items (CR), the applicant submits the application
and relevant documents to the original regulatory authority for approval of the changes. For
changing the manufacturing site address of a China domestic medical device on the medical device
license, the applicant submits the application and relevant documents to the original regulatory
authority after the manufacturing site is approved.

4.8.2 PRC: Clinical evaluation requirements

VDDCPs are subject to requirements for a clinical evaluation or a clinical study.
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NMPA Provisions of medical device clinical trials No. 5 regulation can be found (in Chinese language) in
Reference [143] where both non-drug elution and drug elution devices are discussed.

NOTE1  Further guidance for the regulatory requirements for the conduct of a clinical trial is provided in the
document “Regulations for the Supervision and Administration of Medical Devices (Order #739)” in Reference
[141] (in Chinese language).

NOTE 2  For further guidance on the technical requirements for a clinical study for a coronary drug-eluting

stent refer to “Notification on guidance for coronary drug-eluting stent clinical trial” in Reference [144] (in
Chinese language).

4.8.3 PRC: Audit requirements

A manufacturing audit is subject to requirements prior to market approval. There are several
scenarios. For imported medical device of Class Il implanted device, NMPA have the right to audit the
manufacturer at any time. It can be possible to invite NMPA’s officials to inspect the quality system.

NOTE For general information, please see website of the local authority above for the responsibilities of
deciding whether a submission or change notification is subject to requirements.

4.9 Russia

4.9.1 Russia: Managing changes

Russian regulations are rapidly evolving with documents from the EurAsian economic commission
coming into force in 2016. Review of current Russian regulations is not informative at this time and
for these reasons Russian regulatory information is not present in Table 2. Please refer to currently
available digital resources for confirmation of the requirements.

NOTE1 The Federal Service for Control in Healthcare is the approving state registration for medical devices.
The Federal Service for Control in Healthcare reports to the Ministry of Health.

NOTE 2  Manufacturers of VDDCPs issue a declaration of conformity (GOST R) that is submitted for certification
body review and registration in the state database.

NOTE3  APIsarein compliance with the Russian Pharmacopoeia.

4.9.2 Russia: Clinical evaluation requirements

VDDCPs are subject to requirements for a summary of available clinical data. If a study is conducted in
Russia, the clinical study protocol needs to be approved prior to initiation of the study. The final report
for the study primary end point(s) is completed prior to submission.

4.9.3 Russia: Audit requirements

A manufacturing audit is not required prior to market approval in all cases, for imported VDDCPs.
4.10 United States of America (USA)

4.10.1 USA: Managing changes

VDDCPs are approved or determined to be substantially equivalent to a marketed device and cleared
for market by the US Food and Drug Administration (FDA). For VDDCPs in which the primary mode of
action is from the device (e.g. stents and balloons), FDA's Center for Devices and Radiological Health
(CDRH) has primary review responsibility and consults with the Center for Drug Evaluation and
Research (CDER) regarding drug-related issues. For VDDCP, early interaction with FDA is suggested.
Information on the USFDA presubmission process can be found in Reference [145].

NOTE1 Information on general FDA policies and procedures can be found in Reference [146].
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NOTE 2  Information on FDA review of combination products can be found in Reference [147].

NOTE3  There are many FDA guidance documents applicable to submissions for VDDCPs. These guidance
documents can be found in Reference [148].

If APIs are in compliance with the United States Pharmacopoeia (USP), this is noted in submissions to
the FDA.

NOTE 4  Refer also to the Bibliography for local guidelines.

It is the responsibility of the manufacturer to decide if a submission or change notification is subject to
requirements, using guidance from the USFDA website. The USFDA determines if the selected approach
is appropriate or if additional submissions are needed.

See website of the local authority above for the responsibilities of deciding whether a submission or
change notification is subject to requirements.

Additionally, it can be helpful to see the following USFDA Guidance documents given in Reference [149].
NOTE1 Changes or modifications during the conduct of a clinical investigation are given in Reference [149].

NOTE 2  Refer to Reference [150] when deciding when to submit a 510(K) for a change to an existing device
(K97-1).

NOTE 3  Refer to Reference [151] for Guidance for industry and FDA staff: modification to devices subject to
pre-market approval (PMA), the PMA supplement decision making process.

NOTE 4 Refer to Reference [152] for Guidance for industry and FDA staff: submissions for postapproval
modifications to a combination product approved under a BLA, NDA, or PMA.

NOTES5  Refer to Reference [153] for Guidance for industry: changes to an approved NDA or ANDA.

NOTE 6  Refer to Reference [154] for Guidance for industry: changes to an approved NDA or ANDA - questions
and answers.

NOTE7  Refer to Reference [155] for Guidance for industry: CMC postapproval manufacturing changes to be
documented in annual reports.

NOTE 8 Refer to Reference [157] for Guidance for industry: scale-up and postapproval changes: chemistry,
manufacturing, and controls, in vitro dissolution testing, and in vivo bioequivalence documentation.

NOTE9 Itissuggested to consult the USFDA website for: 30-Day Notices, 135-Day premarket Approval (PMA)
Supplements and 75-Day Humanitarian Device Exemption (HDE) Supplements for Manufacturing Method or
Process Changesl126], See also Table 2 for managing changes that can impact the DCP.

4.10.2 USA: Clinical evaluation requirements

VDDCPs are subject to requirements for clinical data (but studies need not always be entirely local,
if data can be generalizable to the US patient population). If a study is conducted in the USA, the
clinical study protocol needs to be approved by the USFDA prior to initiation of the study. If the study
is conducted outside the USA, the pre-submission process can be used to determine if the study as
designed is likely to support a marketing application in the USA. The final report for the study primary
end point(s) is completed prior to submission of a marketing application to the USFDA. In addition
to the primary end point data, all available follow-up data are included at the time of the marketing
application per 21 CFR 814.20 (b)(6)(ii) and (b)(8)(ii).

4.10.3 USA: Audit requirements

Inspections of the APl and VDDCP manufacturing and/or testing sites as well as the clinical study sites
can be required prior to market approval.
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5 Managing changes that can impact the DCP

5.1 General

Clause 5 provides examples of the types of evaluations that can be considered for specific types of
changes that can impact the API and/or DCP (e.g. VDDCP specifications, manufacturing, test methods,
packaging), and whether these types of changes can require additional review by regulatory authorities.

NOTE Review requirements/laws can change over time, so the consultation of appropriate regulatory bodies
in all countries where the VDDCP is under consideration for marketing authorization or is already approved is
suggested. The same process for evaluating changes can be adopted whether the VDDCP is under consideration
or approved, but the reporting requirements can be different.

The manufacturer determines and demonstrates that following any change(s), the final product remains
safe and effective and meets already established or new performance criteria.

5.2 Change evaluation

If there are any changes in the design or manufacture of the DP or DCP (pre- or post-market) which can
have an effect on the quality, safety or usefulness of the API in the VDDCP, it is possible that the changes
in response to clinical events or otherwise, require approval prior to implementation in a clinical study
and/or for marketing. Change(s) can be evaluated using a change control system as outlined in quality
system standards and regulatory requirements where the VDDCP are sold.

For example, [SO 13485 and ISO 14971:2019 can apply.

5.2.1 Identify changes

The manufacturer can identify and document specific changes to the VDDCP specifications,
manufacturing, test methods and packaging that can impact the APl and/or DCP. See also 5.2.2 and 5.3.

Examples of specification changes include:

a) change(s) to the drug content, impurities, drug release/pharmacokinetics, or uniformity of drug
content (i.e. content uniformity), at batch release and over the shelf life of the DCP;

b) change(s) to the shelflife of the VDDCP;
c) change(s) to the retest date of the API (e.g. extend or reduce expiry date for raw material API);
d) change(s) to the DCP formulation.
NOTE1 A changein the APl is considered a new product.
NOTE 2  Specifications can be tightened, widened or changed altogether.
The list below is not an all-inclusive list.
Examples of manufacturing changes are:
a) change(s) to supplier(s) of DCP components:
— supplier of a critical component (e.g. API, matrix, solvent);

— supplier of a non-critical component (e.g. alcohol or sterile water) that does not come in direct
contact with the DCP;

b) change(s) to the manufacturing site for the DCP or VDDCP;
NOTE Change(s) to the DP that can affect the DCP or DCP interface can also be considered. For example,

a change to the metal stent surface processing site can affect the ability of a polymer interface coating to
adhere, and ultimately can affect the DCP properties.
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c) change(s) to manufacturing methods for the DCP or VDDCP such as process container material or
volume changes for the API-containing solution;

d) change(s) to process technology such as spray versus dip coating;
e) change(s) to sterilization process.

The list below is not an all-inclusive list.

Examples of test methods changes include:

a) replacement or elimination of a test method (e.g. UV-vis versus NMR for drug release profile testing,
or removal of a residual solvents test);

b) change(s) to testing frequency or sample size (e.g. for stability tests or for batch release);

c) modifications or refinement types of change(s) to testing procedures (e.g. add sample conditioning
such as simulated-use prior to particulate testing.

The list below is not an all-inclusive list.
Examples for packaging changes include:

a) change(s) to a component of the packaging system that is in contact with DCP, or can influence DCP,
such as changes to a protective tubing, sterile barrier, or a foil pouch to prevent light, or elimination
of an inner pouch;

b) change(s) to packaging methods that can influence DCP or VDDCP stability, such as the sealing
process;

c) change(s) in storage conditions, such as storage at 5 °C + 3 °C versus 25 °C at a 60 % relative
humidity (RH) versus 30 °C ata 75 % RH.

NOTE3  SeelISO 11607-1 for additional information for packaging.

The above types of changes have been incorporated into Table 2, as examples of changes that can have
different regulatory submission requirements, depending on the region where the application is being
made.

5.2.2 Risk evaluation

Whenever changes are made in materials, construction, configuration, application or processing
methods, an appropriate analysis of the potential impact of the change on the failure modes and
performance or functionality of the VDDCP can be conducted. Appropriate testing can be conducted as
deemed necessary (some examples are presented in Table 2).

For more information, ISO 14971 can be consulted during the evaluation of risk process.

5.2.3 Guidance for change evaluation

Whenever changes are determined to have a potential impact on failure modes and/or performance of
the VDDCP, the following tools can be appropriate for managing the effects of a change:

For supplier changes:

— For a new supplier of a VDDCP component, supplier agreements that are put in place can require
suppliers to inform the VDDCP manufacturer of any impending changes such as changes in
formulation specifications or manufacturing processes.
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— Ifan existing supplier of a VDDCP component makes or plans to make a change:

— the manufacturer of a VDDCP can choose to request documentation (such as validation testing)
to confirm compliance to applicable specifications prior to implementation of the change if
possible;

— consider performing confirmatory testing on the incoming component of the DCP or VDDCP.
For internal changes:

— change control activities such as routine review and update of standard operating procedures
(SOPs) can be sufficient;

— for training changes, such as training and retraining activities, documentation can be sufficient;

— additional verification/validation testing can be necessary.

5.2.4 Pre-market

If a manufacturer makes changes that can influence the DCP while the VDDCP is under consideration
by the local regulatory authority, the regulatory authority can be contacted to assess whether these
changes need to be submitted.

NOTE In some regulatory regions (e.g. USFDA), changes can be reported (via formal submission or via
email).

5.3 Interactions with region-specific regulatory authorities — Post-commercialization

If changes are made, there can be different regional regulatory requirements for pre-approval,
notification, or documentation prior to change implementation, depending on where the product is in
development or commercialization.

The information in Table 2, intended for guidance, was developed at the time this document was written
and can become outdated therefore it is not to be considered as prescriptive or exhaustive.

The regulatory environment for VDDCPs is evolving. The following information is intended to provide
an awareness of the types of submissions that can be appropriate across regional regulatory authorities.
Checking with the appropriate region-specific regulatory authorities for post-commercialization
changes will ensure that this information is still valid.

NOTE If a VDDCP manufacturer makes multiple changes, the type and degree of risk (see also 4.2.2) can
change, as well as the way the changes are evaluated. In addition, consideration can be given to whether a single
or multiple submissions are needed, and the related submission type(s).
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45]  1C H S4, Duration of chronic toxicity testing in animals (rodent and non rodent toxicity testing)

]

IC H S5(R2), Detection of toxicity to reproduction for medicinal products & toxicity to male fertility

1) Only given as examples, other ICH documents can also apply (see http://www.ICH.org).
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[50]
[51]

[52]

IC H S6(R1), Preclinical safety evaluation of biotechnology-derived pharmaceuticals
IC H S7A, Safety pharmacology studies for human pharmaceuticals

IC H S7B, The non-clinical evaluation of the potential for delayed ventricular repolarization (QT
interval prolongation) by human pharmaceuticals

IC H S8, Immunotoxicity studies for human pharmaceuticals

IC H M3(R2), Guidance on nonclinical safety studies for the conduct of human clinical trials and
marketing authorization for pharmaceuticals

ICH M4(R3) Organisation of the Common Technical Document for the registration of pharmaceuticals
for human use

Local standards — US standards

[53]
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ANSI/AAMI ST67, Sterilization of health care products — Requirements for products labeled
“sterile”

ASTM B117, Standard Practice for Operating Salt Spray (Fog) Apparatus
ASTM D638, Standard Test Method for Tensile Properties of Plastics

ASTM F746, Standard Test Method for Pitting or Crevice Corrosion of Metallic Surgical Implant
Materials

ASTM F2052, Standard Test Method for Measurement of Magnetically Induced Displacement Force
on Medical Devices in the Magnetic Resonance Environment

ASTM F2079, Standard Test Method for Measuring Intrinsic Elastic Recoil of Balloon-Expandable
Stents

ASTM F2081, Standard Guide for Characterization and Presentation of the Dimensional Attributes
of Vascular Stents

ASTM F2119, Standard Test Method for Evaluation of MR Image Artifacts from Passive Implants

ASTM F2129, Standard Test Method for Conducting Cyclic Potentiodynamic Polarization
Measurements to Determine the Corrosion Susceptibility of Small Implant Devices

ASTM F2182, Standard Test Method for Measurement of Radio Frequency Induced Heating Near
Passive Implants During Magnetic Resonance Imaging

ASTM F2213, Standard Test Method for Measurement of Magnetically Induced Torque on Medical
Devices in the Magnetic Resonance Environment

ASTM F2394, Standard Guide for Measuring Securement of Balloon Expandable Vascular Stent
Mounted on Delivery System

ASTM F2503, Standard Practice for Marking Medical Devices and Other Items for Safety in the
Magnetic Resonance Environment

ASTM G5, Standard Reference Test Method for Making Potentiostatic and Potentiodynamic Anodic
Polarization Measurements

ASTM G15, Standard Terminology Relating to Corrosion and Corrosion Testing

ASTM G61, Standard Test Method for Conducting Cyclic Potentiodynamic Polarization Measurements
for Localized Corrosion Susceptibility of Iron-, Nickel-, or Cobalt-Based Alloys

ASTM G102, Standard Practice for Calculation of Corrosion Rates and Related Information from
Electrochemical Measurements
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Local standards — European standard

[70] EN 556 (all parts), Sterilization of medical devices — Requirements for medical devices to be
designated “STERILE”

Local guidelines — US guidelines

[71] FDA 21 CFR Part 820, Current good manufacturing practice quality system regulations.., https://
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=820&showFR=1.

[72] FDA. Draft guidance for industry — Coronary drug-eluting stents — Nonclinical and clinical
studies. https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/
Guidances/UCMQ72196.pdf.

[73] The United States Pharmacopeia and the National Formulary, Rockville, MD, United States
Pharmacopeial Convention, Inc.

[74]  FDA Guideline for drug master files (September 1989)

[75] FDA 21 CFR Part 210, Current good manufacturing practice in manufacturing, processing, packing,
or holding of drugs. https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm
?CFRPart=210&showFR=1.

[76] FDA 21 CFR Part 211, Current good manufacturing practice for finished pharmaceuticals. https://
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=211&showFR=1.

[77] OxiDE Ethylene, CHLOROHYDRIN Ethylene, GLYcoL Ethylene, Proposed Maximum Residue Limits
and Maximum Levels of Exposure, Federal Register 43:122 (June 23, 1978), p. 27474

[78] FDA, Guidance for industry, estimating the maximum safe starting dose in initial clinical
trials for therapeutics in adult healthy volunteers. https://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatorylnformation/Guidances/ucm078932.pdf.

[79] FDA, Guidance for industry and FDA staff, general considerations for animal studies of
cardiovascular devices. https://www.fda.gov/downloads/MedicalDevices/DeviceRegulationan
dGuidance/GuidanceDocuments/UCM220772.pdf.

Local guidelines — Australian guidelines

[81] Australian Regulatory Guidelines for Medical Devices (ARGMD), V1.1, May 2011. https://www.tga
.gov.au/publication/australian-regulatory-guidelines-medical-devices-argmd.

Local guidelines — Chinese guidelines
[82] Pharmacopoeia of the People's Republic of China, Chemical Industry Press, Beijing

Local guidelines — European guidelines

[83] Ancillary medicinal substances: Regulatory and procedural guidance. http://www.ema
.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000160.jsp&mid=
WC0b01ac05800265cf.

[84] Council Directive 93/42/EEC concerning medical devices. https://eur-lex.europa.eu/LexUriServ/
LexUriServ.do?uri=CONSLEG:19931.0042:20071011:EN:PDF.

[85] MEDDEV 2.1/3 Borderline products, drug-delivery products and medical devices incorporating, as
integral part, an ancillary medicinal substance or an ancillary human blood derivative .https://ec
.europa.eu/consumers/sectors/medical-devices/files/meddev/2_1_3_rev_3-12_2009_en.pdf.

[86] MEDDEV 2.12/1, Guidelines on a medical devices vigilance system. https://ec.europa.eu/health/
home_en.
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https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM072196.pdf
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https://ec.europa.eu/consumers/sectors/medical-devices/files/meddev/2_1_3_rev_3-12_2009_en.pdf
https://ec.europa.eu/consumers/sectors/medical-devices/files/meddev/2_1_3_rev_3-12_2009_en.pdf
https://ec.europa.eu/health/home_en
https://ec.europa.eu/health/home_en
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MEDDEV 2.12/2, Guidelines on post market clinical follow-up. https://ec.europa.eu/health/
home_en.

MEDDEV 2.7.1, Clinical evaluation: a guide for manufacturers and notified bodies._https://ec
.europa.eu/health/home_en.

CouncIL DIRECTIVE. 2001/83/EC on the Community code relating to medicinal products for
human use. https://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0]:1.:2001:311:0067:0128:
EN:PDF.

European Pharmacopoeia (EP), European Directorate for the Quality of Medicines and
Healthcare, Council of Europe, Strasbourg

CPMP/QWP/609/96/Rev 2, Guideline on declaration of storage conditions: A: In the product
information of medicinal products, B: For active substances. https://www.ema.europa.eu/docs/en
GB/document_library/Scientific_guideline/2009/09/WC500003468.pdf

CPMP/QWP/159/01, Note for guidance on limitations to the use of ethylene oxide in the manufacture
of medicinal products .https://www.ema.europa.eu/docs/en_GB/document_library/Scientific
guideline/2009/09/WC500002915.pdf.

CPMP/QWP/227/02, Guideline on active substance master file procedure. https://www.ema
.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC50000281.pdf.

EMEA/CHMP/578661/2010, European Medicines Agency recommendation on the procedural
aspects and dossier requirements for the consultation to the European Medicines Agency by a notified
body on an ancillary medicinal substance or an ancillary human blood derivative incorporated in a
medical device or active implantable medical device. http://www.ema.europa.eu/ema/index.jsp
2curl=pages/regulation/q_and_a/q_and_a_detail 000160.jsp&mid=WC0b01ac05800265cf

EMEA/CHMP/EWP/110540/2007, Guideline on the clinical and non clinical evaluation during the
consultation procedure on medicinal substances contained in drug-eluting (medicinal substance-
eluting) coronary stents. https://www.ema.europa.eu/docs/en_GB/document_library/Scientific
guideline/2009/09/WC500003275.pdf.

NB-MED/ 2.5.2 /rec2 Reporting of design changes and changes of the quality system

DIRECTIVE 2011/62/EU OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL of 8 June
2011 amending Directive 2001/83/EC on the Community code relating to medicinal products
for human use, as regards the prevention of the entry into the legal supply chain of falsified
medicinal products

Local guidelines — Japanese guidelines

Guidance for the approval submission of coronary stents (in Japanese)
Guideline for the approval of PTCA balloon catheter (in Japanese)
The Pharmacopoeia of Japan (JP) XVI, Society of Japanese Pharmacopoeia, Tokyo

Guidance for the Shonin approval submission of combination products (in Japanese). https://
www.pmda.go.jp/files/000160604.pdf.

Local guidelines — Brazilian guidelines
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BRASIL, Lei n2 6360, de 23 de setembro de 1976

BRASIL, Decreto n2. 79094, de 5 de janeiro de 1977

BRASIL, ANVISA. Resolucgdo da Diretoria Colegiada - RDC n®. 14, de 5 de abril de 2011
BRASIL, ANVISA. Resolugdo da Diretoria Colegiada - RDC n®. 49, de 23 de novembro de 2010
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BRASIL, ANVISA. Resolugdo da Diretoria Colegiada - RDC n®. 49, de 6 de junho de 2008
BRASIL, ANVISA. Resolucgdo da Diretoria Colegiada - RDC n®. 56, de 6 de abril de 2001
BRASIL, ANVISA. Resolugdo da Diretoria Colegiada - RDC n2. 59, de 27 de junho de 2000
BRASIL, ANVISA. Resolugdo da Diretoria Colegiada - RDC n2. 185, de 22 de outubro de 2001

, Brasil. Farmacopeia Brasileira, volume 1 / Agéncia Nacional de Vigilancia Sanitaria. Brasilia.
Anvisa. 2010, 546 pp.1v [il]

, Brasil. Farmacopeia Brasileira, volume 2 / Agéncia Nacional de Vigilancia Sanitaria. Brasilia.
Anvisa. 2010, 904 pp.2v [il.]

Agéncia Brasileira de Desenvolvimento Industrial, Manual de registro e cadastramento de
materiais de uso em satide / ABDI. ABDI, Brasilia, 2011, 306 p.

Scientific papers
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CutLip D.E. et al.Academic Research Consortium, Clinical Endpoints in Coronary Stent Trials: A
Case for Standardized Definitions. Circulation. 2007, 115 pp. 2344-2351

RoCHA-SINGH K.J. et al., Performance Goals and Endpoint Assessments for Clinical Trials of
Femoropopliteal Bare Nitinol Stents in Patients with Symptomatic Peripheral Arterial Disease.
Catheter. Cardiovasc. Interv. 2007, 69 (6) pp. 910-919

, DEVINE AND McCoLLUM. Heparin Bonded Dacron or polytetrafluoroethylene for Femoro-
popliteal bypass grafting: A Multicenter Trial. ]J. Vasc. Surg. 2001, 33 (3) pp. 533-539

DIEHM N. et al,, Clinical Endpoints in Peripheral Endovascular Revascularization Trials: A Case
for Standardized Definitions. Eur. J. Vasc. Endovasc. Surg. 2008, 36 (4) pp. 409-419

GOODE J. et al.,, FDA Perspective on Clinical Trial Design for Femoropopliteal Stent Correction of
Peripheral Vascular Insufficiency Cardiovascular Devices. Catheteization. and Cardiovasvascular
Interventions. 2007, 69 (6) pp. 920-921

GRUBE E.etal., Drug-eluting Stents: Clinical Experiences and Perspectives. Minerva Cardioangiol.
2002, 50 (5) pp. 469-473

HALKIN A., Polymer-based Paclitaxel-eluting Stents in Percutaneous Coronary Intervention: A
Review of the TAXUS Trials. J. Interv. Cardiol. 2004, 17 (5) pp. 271-282

HAaMPSHIRE V.A. 2006). Elements of a Good Animal Study, Endovasc. Today, May 2006, pp. 87-89

HARDHAMMER P.A. et al,, Reduction in Thrombotic Events with Heparin Coated Palmaz-Schatz
Stents in Normal Porcine Arteries. Circulation. 1996, 93 (3) pp. 423-430

JAFF M. et al., Standard Evaluation and Reporting of Stent Fractures in Clinical Trials of
Noncoronary Devices. Catheter. Cardiovasc. Interv. 2007, 70 (3) pp. 460-462

KaMATH K.R. et al,, The Taxus Drug-eluting Stent: A New Paradigm in Controlled Drug Delivery.
Adv. Drug Deliv. Rev. 2006, 58 (3) pp- 412-436

LaLLy C. et al., Cardiovascular Stent Design and Vessel Stresses: A Finite Element Analysis. .
Biomech. 2005, 38 (8) pp. 1574-1581

MoHAMMED M.S. etal,, Thrombogenicity of Heparin and Non-Heparin Bound Arterial Prostheses:
An in vitro Evaluation. J. R. Coll. Surg. Edinb. 1998, 43 (3) pp- 155-157

NAkAzZAWA G. et al., The Significance of Preclinical Evaluation of Sirolimus-, Paclitaxel- and
Zotarolimus-Eluting Stents. Am. J. Cardiol. 2007, 100 (8B) pp. 36M-44M
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PIRES N.M.M. et al., Drug-eluting Stent Studies in Mice: Do We Need Atherosclerosis to Study
Restenosis? Vascul. Pharmacol. 2006, 44 (5) pp. 257-264

ScHWARTZ R.S. et al, Drug-eluting Stents in Preclinical Studies: Updated Consensus
Recommendations for Preclinical Evaluation. Circ. Cardiovasc. Interv. 2008, 1 pp. 143-153

SCHWARTZ R.S. et al., Preclinical Restenosis Models and Drug-eluting Stents: Still Important,
Still Much to Learn. ]J. Am. Coll. Cardiol. 2004, 44 (7) pp. 1373-1385

SERRUYS P.W. et al.,, Actinomycin-eluting Stent for Coronary Revascularization: A Randomized
Feasibility and Safety Study: The ACTION Trial. . Am. Coll. Cardiol. 2004, 44 (7) pp- 1363-1367

SaiA F. et al, Drug-eluting Stents: From Randomized Trials to the Real World. Minerva
Cardioangiol. 2004, 52 (5) pp. 349-363

SMoUSE H.R. et al. 2005). Biomechanical Forces in the Femoropopliteal Arterial Segment,
Endovasc. Today, June 2005, pp. 60-66

ToucHARD A.G. et al., Preclinical Restenosis Models: Challenges and Successes. Toxicol. Pathol.
2006, 34 (1) pp. 11-18

VIRMANI R. et al.,, Drug-eluting Stents: Are They Really Safe? Am. Heart Hosp. J. 2004, 2 (2)
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WAKSMAN R. et al, Drug-eluting Stents: From Bench to Bed. Cardiovasc. Radiat. Med. 2002,
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Australian regulatory guidelines for medical devices (ARGMD) Part 2-Pre-market. Version
1.1, May 2011. Australian Government Department of Health and Ageing. Therapeutic Goods
Administration.

http://www.hc-sc.gc.ca

https://ec.europa.eu/

https://cdsco.gov.in/opencms/opencms/en/Home/

https://www.pmda.go.jp/english/index.html
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https://www.cmde.org.cn/CL0112/7796.html

https://www.fda.gov/downloads/medicaldevices/deviceregulationandguidance/
guidancedocuments/ucm311176.pdf

https://www.fda.gov/

https://www.fda.gov/CombinationProducts/default.htm

https://www.fda.gov/Regulatorylnformation/Guidances/default.htm

https://www.fda.gov/regulatory-information/search-fda-guidance-documents

https://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/
ucm080235.htm

https://www.fda.gov/downloads/Regulatorylnformation/Guidances/UCM336230.pdf
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-135-day-premarket-approval-pma-supplements-and-75-day-humanitarian-device-exemption

Guidance for Industry Immediate Release Solid Oral Dosage Forms Scale-Up and Postapproval
Changes: Chemistry, Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo
Bioequivalence Documentation. Center for Drug Evaluation and Research (CDER). November

1995. https://www.govinfo.gov/content/pkg/FR-1995-11-30/html1/95-29218.htm
Ministerial Ordinance on GCP for medical device. https://www.pmda.go.jp. 2011.
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