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Frequently Asked Questions (FAQs) on the
ASEAN Mutual Recognition Arrangement (MRA) for Bioequivalence (BE)
Study Reports of Generic Medicinal Products

1. What is the ASEAN MRA for BE Study Reports of Generic Medicinal Products?

The ASEAN MRA for BE Study Reports of Generic Medicinal Products is an agreement signed by the
ASEAN Economic Ministers, which aims to facilitate the movement of generic medicinal products within
ASEAN through the mutual recognition of BE Study Reports issued by Listed BE Centres located in the
territory of Member States. The scope and coverage of the Sectoral MRA, the process for listing of a BE
Centre, a description of the mutual recognition obligations, terms of implementation, and mechanism for
dispute settlement are stipulated in the Agreement.

2. What was the background to the ASEAN MRA for BE Study Reports?

At the 8" ASEAN Consultative Committee for Standards and Quality - Pharmaceutical Product Working
Group (ACCSQ-PPWG) Meeting held in July 2004 in Bangkok, Thailand, it was decided and agreed to
develop MRAs for the ASEAN Pharmaceutical Sector, including that for BE study reports.

The first step to implement the ASEAN MRA for BE Study Reports was to develop the Framework for
ASEAN MRA for BE Study Reports. For this purpose, the ASEAN BA/BE Taskforce was established at
the 10" PPWG Meeting held in August 2005 in Singapore, consisting of appointed representatives from
all ASEAN Member States led by Indonesia and assisted by Malaysia. The Taskforce was mandated by
the ASEAN Member States to draft the Framework for Mutual Acceptance of BE Study Reports in ASEAN.
At the 15" PPWG Meeting held in July 2008 in Jerudong, Brunei Darussalam, the title of the framework
was changed to Framework for ASEAN MRA for BE Study Reports.

With the assistance of the European Union through the ASEAN Regional Integration Support from the EU
(ARISE) Program, in-person workshops on the development of the ASEAN MRA for BE Study Reports
were organised in October 2014 and August 2015 in Jakarta, Indonesia. In December 2015, the 4™ draft
of the MRA was finalised and endorsed by PPWG. This was followed by the MRA’s legal review/scrubbing
both at the ASEAN Member State level and at the ASEAN Secretariat Legal Services and Agreements
Division (LSAD), and its consequent submission to ACCSQ and the Senior Economic Officials Meeting
(SEOM) for endorsement.

The ASEAN MRA for BE Study Reports was eventually signed on 02 November 2017 in Manila,
Philippines by the ASEAN Economic Ministers. Full implementation of the MRA shall be five (5) years
after its entry into force.

3. What is the scope of the ASEAN MRA for BE Study Reports?

The ASEAN MRA for BE Study Reports currently applies to immediate-release oral solid dosage forms
with systemic action as defined in Annex A.

4. What benefits can ASEAN Member States gain by being a Party to the ASEAN MRA for BE Study
Reports?

Benefits would include:

a. Acceptance of the BE Study Reports issued by Listed BE Centres for review by the respective
National Drug Regulatory Authorities (NDRAS) that contribute to minimize country-specific
requirements, thereby avoiding repetitive conduct of BE studies in each AMS.

b. No need for other Parties of the MRA to re-audit / re-assess a Listed BE Centre located within the
territories of a Party to the MRA. This results in savings in terms of time and resources for both
regulators and industry.

Overall facilitation of access to generic medicinal products across the 10 ASEAN Member States.

Greater recognition and acceptance of Listed BE Centres by ASEAN Member States.

e. Improving the inspection of BE Centres and the review of BE Study Reports according to
internationally accepted standards.
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5. What are the criteria for inclusion as a Listed BE Centre under the ASEAN Sectoral MRA for BE
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Study Reports?

The general criteria for listing under the ASEAN MRA for BE Study Reports are as follows:
a. The BE Centre must be located within the jurisdiction of the ASEAN Member States,
b. The BE Centre should have at least one Clinical facility and one Bioanalytical facility located within
the jurisdiction of the ASEAN Member States,
c. The BE Centre should be inspected or assessed by the host Member State NDRA for suitability to
be listed,

6. What is the required Inspection Fee for the listing of a BE Centre?

An inspection fee of USD 500 per man-day, with a maximum of USD 2,500 per expert for a 5-day
inspection, will be incurred for each expert appointed to the Panel of Expert (POE) for the inspection. The
inspection fee will only be calculated based on the number of inspection day (s) excluding travelling days.
Payment shall be made directly to the PoE’s countries of origin according to the procedure specified in
Annex 2 of the : Manual for Application of Bioequivalence (BE) Centre to be Listed under the ASEAN
Mutual Recognition Arrangement (MRA) on BE Study Report.

7. Who is responsible for the funding of the Panel of Experts (PoE)?

The BE Centre shall be responsible for all inspection-related costs, i.e., airfare, daily subsistence
allowance, local transportation/transfers, travel insurance and other expenses incurred over the course of
the inspection by the appointed experts. Payment shall also be made directly to the country of origin of
the appointed PoE. Additional information on the inspection costs and payment procedures is listed in
Annex 2 of the MoA.

8. Who is responsible for the decision on the listing a BE Centre under the ASEAN MRA for BE
Study Reports?

The Joint Sectoral Committee (JSC) is responsible for making the decision on the listing of a BE Centre
based on the recommendations of the appointed PoOE who inspected the BE Centre.

9. Is the list of Listed BE Centres available for access?

Yes, the list of Listed BE Centres will be published on the ASEAN website. ASEAN Member States are
also encouraged to publish a list of their Listed BE Centres in their respective territories.

10. What are the criteria which will be used by the PoE as a guide during the inspection of a BE
Centre?

The criteria used by the PoE in determining acceptability of a BE Centre include the compliance of the
Clinical and Bioanalytical (including Pharmacokinetic and Statistical phases of the study) facilities to the
principles of Good Clinical Practice (GCP) and applicable principles of Good Laboratory Practice (GLP).

Details can be found in the Operation Manual on the PoE (OMOP) as well as in Annexes 3 to 6.

11. What are the obligations of the ASEAN Member States when the ASEAN MRA for BE Study
Reports enters into force?

According to Article 6 of the ASEAN MRA on BE, all ASEAN Member States shall accept the BE Study
Reports issued by the Listed BE Centres for review of their respective NDRASs.

Nevertheless, the technical review of these BE Study Reports and registration of said products remain
within the jurisdiction of each of the ASEAN Member States’ NDRA.

12. How can a BE Centre apply to be listed under the ASEAN Sectoral MRA?

The process for listing a Bioequivalence (BE) Centre under the ASEAN Sectoral MRA may refer to the

Manual for Application of Bioequivalence (BE) Centre to be Listed under the ASEAN Mutual Recognition
Arrangement (MRA) on BE Study Reports of Generic Medicinal Products.
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According to Article 8 of MRA on BE, an application for the listing of any BE Centre shall be submitted to
the JSC by an NDRA where the BE Centre is located.

The following are the general requirements and procedures:

a. The application for BE Centre Inspection shall be made by an applicant representing the company
using the application form as in Annex 1 of the MoA of BE Centre to be listed under the ASEAN
MRA for BE Study Reports.

b. The BE Centre shall appoint an Authorised Person to act as the liaison officer with the JSC for all
arrangements on the proposed inspection.

c. The completed application form should be submitted to the JSC through the NDRA of the host
country. The NDRA shall endorse the application before forwarding it to the JSC.

d. The listing of BE Centres is a voluntary scheme. Any BE Centre located in the territory of an
ASEAN Member State is eligible to apply for the BE Centre inspection.

e. Only one (1) clinical and one (1) bioanalytical site are allowed to be applied for listing in the first
inspection. Additional clinical and/or bioanalytical sites will be considered only if the BE Centre
has been successfully listed.

13. What is a Listed BE Centre?

According to Article 1 of the ASEAN MRA on BE, a Listed BE Centre is a BE Centre which has met the
criteria as stipulated in the ASEAN MRA for BE Study Reports and has been recognised by the JSC,
which is composed of the representatives from the NDRAs of the ASEAN Member States. A BE Study
Report issued by a Listed BE Centre shall be accepted by other ASEAN Member States for review by
their respective NDRA.

14. Who are the PoEs?

PoEs are appointed from a PoE Registry by the JSC upon receipt of the complete application form. This
PoE Registry is a list of experienced BE inspectors and/or who have extensive knowledge in BE study
report assessment and are familiar with international BE guidelines and standards. This list is endorsed
and approved by the JSC.

In each inspection, a minimum of three (3) and a maximum of four (4) experts shall be appointed from
three (3) different ASEAN Member States, if possible. The expert/s from the country where the BE Centre
will be inspected shall not be involved in the inspection.

The JSC may also appoint independent expert(s) when necessary to assist the PoE in the assessment
process. In addition to their technical credentials and experience, these independent expert(s) should also
be familiar with international BE guidelines and standards. These independent expert(s) play an advisory
role within the PoE or the JSC.

15. Does acceptance of the BE Study report from the Listed BE Centre for marketing authorisation
constitute to the approval of the BE Study report and subsequent marketing authorisation in other
ASEAN Member States?

The BE study report from the listed BE Centre for marketing authorisation application will be accepted for
review by other ASEAN Member States. However, according to Article 6 of the ASEAN BE MRA, the
review and assessment of the BE study report for marketing authorisation will remain within the jurisdiction
of the ASEAN Member States NDRAs, and the acceptance for review does not imply mutual marketing
authorisation in other ASEAN Member States.

16. Can a BE Centre based outside of the ASEAN Region apply for BE Centre listing?

As the ASEAN MRA for BE Study Reports applies to the Member States of ASEAN, BE Centre listing is
confined to BE Centres based in the territories of these ASEAN Member States.

17. Is there an ASEAN Comparator Product List?

Currently, there is no harmonised comparator product list among ASEAN Member States. That said, the
applicants may inquire about the individual ASEAN Member States’ comparator product listings and
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determine the commonalities in their identified comparator products to fully benefit from the ASEAN MRA
for BE Study Reports by minimising the repetition of BE studies required for marketing authorisation by
the NDRAs of ASEAN Member States, however the selection of comparator product should be based on
the selection criteria of ASEAN comparator product in Annex B ASEAN MRA on BE: ASEAN Guideline
for the Conduct ofa Bioequivalence Studies. For more information, kindly refer to the Q&A on
Implementation of BA/BE Guideline version 2.0 available on the ASEAN website.

18. Does the scope of the ASEAN MRA for BE Study Reports cover modified-release dosage
forms?

The ASEAN MRA for BE Study Reports currently only applies to immediate-release oral solid dosage
forms with systemic action.

19. Is there a specific format to the BE Study Reports to be submitted to ASEAN NDRAs?

Yes, the BE study report should be prepared in accordance with Appendix IV of the ASEAN Guideline for
the Conduct of Bioequivalence Studies.

20. What guidelines are used as references for the implementation of the ASEAN MRA on BE?

Under the ASEAN MRA on BE, its implementation is primarily guided by the ASEAN Guideline for the
Conduct of BE Studies, which serves as the key reference document.

21. How long is the validity period for a BE centre once it has been included in the ASEAN-listed
BE centres?

According to the Manual for Application of Bioequivalence (BE) Centre to be Listed under the ASEAN
Mutual Recognition Arrangement (MRA) on BE Study Reports of Generic Medicinal Products, once the
BE Centre has been recognised by the JSC, the BE Centre will be listed in ASEAN BE Centre List for
three years.

Relisting is required every three years. For BE Centres found to be unsatisfactory for listing or relisting,
the BE Centre may initiate the appeal process which is specified in Section 6 of the Manual for Application
of Bioequivalence (BE) Centre to be Listed.

22. Will there be a reinspection within three years following the listing, and if so, what is the
mechanism for such inspection?”

No, there will not be a reinspection within three years following the listing. Based on Article 7 of the ASEAN
Sectoral MRA on BE Study Reports states that the NDRA of each ASEAN Member State is responsible
for monitoring the performance of its respective Listed BE Centres and must notify the Joint Sectoral
Committee (JSC) of any observed non-compliance.

This means that the responsibility for ongoing monitoring lies with each NDRA, and the monitoring
mechanism — which may include inspections or other forms of oversight — is subject to the policy and
discretion of the respective NDRA.

It should be noted that there are inspections conducted by the PoE for the purpose of re-listing are
scheduled every three years.

Notes

This question focuses on the roles and responsibilities of a BE Centre after being designated as a Listed
BE Centre. This aims to provide clearer guidance on the expected obligations following listing under the
ASEAN MRA.



