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INTRQRULTIQN -

e What is Bioequivalence Study?

— To compare the rate & extent of absorption between test
& reference product

— Comparison of PK parameters
e Extend of absorption: AUC
e Rate of absorption: C__, T

max’ " max

e Based on drug concentrations in pIasma/serum/bIood/urlne

p
4 N\
Bioanalytical Pharmacokinetics &

Sl — Part Statistical Analysis
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ROADMAP

*Formation of
“National Working
Committee for BE
Studies”

*BE 15t List : 3
Compounds

ePublication of
“ASEAN Guidelines
For The Conduct of
Bioavailability and
Bioequivalence
Studies”

ePublication of

“Malaysian Guidelines
for the Conduct of
Bioavailability and
Bioequivalence Studies”

8(3/2017

*BE 9t List
*BE for “All Generics,
immediate release,

oral solid dosage form

containing Scheduled

Poison” — 15t Jan 2012

*Publication of
“Malaysian
Guideline for
Bioequivalence
Inspection, 1° Ed.
2014”

ZaN

N> N~

*Publication of
“Guidelines for Good
Clinical Practice
Inspection, 1°t Ed. 2010”

eLocal and Foreign BE
Centre inspection &
accreditation

*Establishment of Foreign
BE Centre Inspection




GUIDELINES

Firs! Edifion

Malaysian Guideline

Sfor

Bioequivalence
Inspection

Natienal Pharmaceutical Control Bureau
). Minishy of Heolth Malaysia

National Pharmaceutical Control Bureau
Ministry of Health

Malaysia e b e

s
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Overview of Compliance Programme

Local BE Center Foreign BE Center
Application Form PKPB/300/521 PKPB/300/531
Application process RM 1,000 RM 5,000
RM 1
Inspection Fee ’.O 00 . RM 20,000
(Documentation review)
Flight ticket, accommodation and
Ins lon Cost RM 1000/inspector/ other associated expenses (such
' working day as ground transport, allowances,
visa and etc.)
Duration of Inspection 3 inspectors, 5 working days for 1 Clinical site and 1 Bio-

analytical site

Inspection conducted based on:-
Malaysian Guideline for Bioequivalence Inspection, 1st Ed. 2014
Good Clinical Practice (GCP) for the clinical site
Good Laboratory Practice (GLP) for the bio-analytical site
EMA & US FDA Guidelines — Method Validation

Certificate of Compliance Programme valid for 3 years from the date of issuance



Framework of Compliance Programme

J
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Local BE Centre

#« Form PKPBROWNZ2T
|/' « After the BE Centre is

| Submission of Application Form

-

MNomally 1 month to 2
weeks before the
Inspection date

-

Made in CINF Meeting
for GCP, BE and
IEC/IRB Compliance

ready for Inspection by
! NPCB
N # Date of imspection depend
Announcement of Inspection | on the availability of

inspectors and BE Centre
¥ personnel

| Conduct of Inspection {\\

-

Mormally, one clinical site
\ & one bicanalytical site: 3
LS inspectors for § days

1 Classification of Inspection Observations |

1% CAPA: 45 working
days from the date of
inspection report

2™ 3™ caPA: 30
working days from the
date of response letter

-

30 working days from the
last date of inspecticn

¥
| Issuance of Inspection Report |/

I

Corrective Action &
Preventive Action (CAPA)

¥ Unsatisfactory

Is further

30 working days from
the date NPCB receive
the CAPA

-

HNormally the meeting
is scheduled once a
mointh

CAFA

‘-| Evaluation of CAPA
required?

Satisfactory
¥

Presentation in CINF Meeting for GCP,
1 BE and IEC/IRE Compliance

k4
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Satisfactory

Recommendation to
Director of NFCB

Unsatisfactory

Issuance of Certificate of BE
Programme &
Inspection Closing Letter

Issuance of Inspection Closing
Letter

Listed in BE Programme

! sy

PUSAT KAJIAN PRODUK BARU g
CENTRE FOR INVESTIGATIONAL NEW PRODUCT

AGENS| REGULATORI FARMASI NEGARA
NATIONAL PHARMACEUTICAL REGULATORY AGENCY

KEMENTERIAN KESIHATAN MALAYSIA
MINISTRY OF HEALTH MALAYSIA

PERMOHONAN PEMERIKSAAN UNTUK PROGRAM
KOMPLIANS NPRA BAGI PUSAT KAJIAN BIOEKUIVALENS
(DALAM NEGARA)

INSPECTION APPLICATION FOR NPRA BIOEQUIVALENCE
CENTRE COMPLIANCE PROGRAMMIE (LOCAL)

semeLum W

P dan beimimng) sahae dite s

» Pengush, Agras Segulstor Farmani Negas,
2, 48200 Petalng Joys, Mulepsin (u 5. Temd simn

ian Guideine for Bomquhatents bipecton vl
Mariian Guteine fo Boege

ence Inspacrion

Payment for:-

Application processing
fee

Evaluation of document

Inspection fee
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Fee for Local BE Centre Inspection

(Effective from 15t January 2016)

Evaluation of documents (Pre-
2 inspection, corrective and preventive 1,000
action documents)

n Additional site inspection 1,000/ inspector/ working day
n Triggered inspection 1,000/ inspector/ working day

Maximum of RM 10,000 per inspection including the application process and
documentation review.




Foreign BE Centre

« Form PKPE/300/201 | |’|

Submission of Application Form

Inspection Cost
Terms and Conditions

/

» Momally NPCB will issue
the documents 14 days
after NPCE receive the
application form

I

MOH Trust Fund Meeting

4

I

» Momally 1 month to 2
weeks before the

nspection date

Announcement of Inspection |

* Twice 3 year-
> Aprl & October

= Mormally, one clinical site
& one bicanalytical site: 3
inspectors for 5 days

=+ For annli o=

L]

Conduct of Inspection

f

C/IIRBE Compliance

l

» Made in CIMP Meeting |
fior GCP, BE and

Classification of Inspection Observations |

l

inspection

Issuance of Inspection Report

o April Mesting —
nspection is schedule
between August in the
same year fo January in
the following year

o October Meeting -
nspection is schedule
between February to
July in the following year

I

s 1™ CAPA: 45 working
days from the date of
inspection report

» YR 3T CAPA 3D

« 30 working days from
the last date of \

Corrective Action &
Preventive Action (CAPA)

working days from the
date of response letter

Evaluation of CAPA

30 working days from
the date NPCE receive

Satisfactory l

oy

PUSAT KAJIAN PRODUK BARU
CENTRE FORINVESTIGATIONAL NEW PRODUCT

AGENSI REGULATORI FARMASI NEGARA
NATIONAL PHARMACEUTICAL REGULATORY AGENCY

KEMENTERIAN KESIHATAN MALAYSIA
MINISTRY OF HEALTH MALAYSIA

PERMOHONAN PEMERIKSAAN PROGRAM KOMPLIANS NPRA
BAGI PUSAT KAJIAN BIOEKUIVALENS (LUAR NEGARA)

INSPECTION APPLICATION FOR NPRA BIOEQUIVALENCE CENTRE
COMPLIANCE PROGRAMME (FOREIGN)

Sla bacs arwhan. beciut 18belum mengsi borang.
Pasieresd e foleuing Artnrens befors compltag th form

ndildeh dboat melwici syt ywrg berdwhe & Msispis yang disnth sleh puset

& Boctey parmohanan hendsinh fta G 6tk wim ks &4 ot Sepen den beiskang
Ap#icetes Jorminal ba tysed and prnted o4 Bath sides uting maite Ad siss poser
0 TN leaghay hendukish dhanty bepade Peagwns

Agensi Regulstori Farmani N
Ketuton Malaysa, Lot 34, Jeden U - osin

45200 Petaling burs, Mstsysia. (4.5 Tembainn

45 pertama, wntuh makduemet et
o st egitiam for mare infarmanion

Payment for:-

the CAPA Presentation jn CINP Meeting for GCP

e Application processing fee
Cost of Inspection: At least

BE and IECARE Compliance

l [

L]

Mormally fhe meeting
s scheduled once a

R N

month S cror o NPCE 1 month before the Trust
b ' Lo Fund meeting.
Esuance of CoEReT BE Issuance of Inspection Closing H k
naperrgrammed Leter * Fee of Inspection™*: At least

l 1 week before inspection

8/3/2(|)17 Listed in BE Programme 13




Fee for Foreign BE Centre Inspection

No.

(Effective from 1%t January 2016)

Activity
Application process

Inspection fee

Inspection cost

Fee (RM)
5,000
20,000

Flight ticket
Accommodation
Allowances

Ground transport

Visa (If required)

Other associated expenses
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Categories of Inspection

Full
~Inspection

.,
.

Surveillance
Inspection

A\
Extra

Ordinary
Inspection

s

N

4 )
First inspection involves Clinical,
Bioanalytical, Pharmacokinetics and

| Statistical Analysis Part
I\ J
\
Subsequent inspections involve
covering the Clinical, Bioanalytical,
Pharmacokinetics and Statistical
Analysis Part
_/
4 Other inspection:- R
Requested by CPR
Study Specific Inspection
Verification inspection
\_ Significant Changes in the BE Centre )

15
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Area of Inspection

Clinical Part

Bioanalytical Part




Clinical Part

~ |
Organisational Aspects |

e Implementation of the BE Studies at the clinical site
e Facilities and equipment

e Management of biological samples

e QOrganisation of the documentation

e Monitoring and auditing

e Use of computerised

8/3/2017
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Clinical Part

Informed Consent of Subjects J

Process of informed consent taken

The signed and self-dated consent form actually
used and approved by the IEC/IRB

The information sheet used for BE Study

The centre practice for giving a copy of the
informed consent to the patient

Consent for access to medical records by the
authorities



Clinical Part

p |
Review of the Subject’s Data |

e Characteristics of the subjects included in the BE
study

e Subjects’ visits calendar

e Efficacy and safety assessment data

e Source document and Case Report Form

e Concomitant therapy and intercurrent illness

8/3/2017
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Clinical Part

Management of the Investigational Products J

Instructions for handling of IP and study related
materials

Shipping records for IP and study related material.
Receipt date(s) of product delivery and quantity.
Documentation regarding allocation of treatment,
randomisation and code breaking

IP accountability at site



Bioanalytical Part

General Organisation of Site J

Py

e Activity

 Personnel

e (Quality Assurance System

e Facility and equipment

e Archiving of documentation



Bioanalytical Part

Sample Tracking J

e Receipt - Information during receipt of samples
e Storage
O BE study samples and Method Validation
samples (Usage Log)
O Assessment of the risk of confusion between
samples
O |dentification of the freezer(s) used
O Temperature records of the freezer - Alarms
 Destruction

87372017
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Bioanalytical Part

Sample analysis — Method validation & Assays

e Bioanalytical method used
O Method description
O Equipment
O Reagents
O Reference substances
O Calibration, control samples
O Development of the method
O Method validation
e Assays — Subject Sample Analysis



Bioanalytical Part

Pharmacokinetics & Statistics J

e Quality system in place

e (Qualification and job description of the personnel

e Software used and validation

e Practicalities and control of data entry

e Sampling times used

e Method used for calculation of pharmacokinetic
parameters

e Consistency of the raw data with the study report

8/3/2017
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Number of Bioequivalence Inspection for
Local & Foreign BE Center
(2010-2017)

N \) \C
eC ((\;\0‘6 ‘0«\’6 et o
e o e 8
J ‘1\ (jﬂeix\NQXBx\ 26‘<a
J N 2\ 3(((\
RO a®"
J O Sexxa °
0 4 4
J ™
1
. 0 0 0

2010 2011 2012 2013 2014 2015 2016 2017 (Until
July)

B Local Bioequivalence Centre B Foreign Bioequivalence Centre
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BE Centre Listed in

NPRA BE Centre Compliance Programme

&
=
w
=
(]
=

PROFESSIONAL

8/B/2017

Official Portal

@ NP1 /A NATIONAL PHARMACEUTICAL REGULATORY AGENCY

MAL AYS[ o Formerly known as National Pharmaceutical Control Bureau ( BPFK )
BAHAGIAN REGULATORI FARMASI NEGARA | KEMENTERIAN KESIHATAN MALAYSIA

HOME ABOUT US RECENT UPDATES GUIDELINES CENTRAL CONTACT US FAQ QUEST3+

Bioequivalence (BE)

f Share Twitter G+ Share

Information on BE Guidelines Generic Product List For BE Studies BE Studies Centres Biowaivers

BE Centres that are listed in Bioequivalence Centre Compliance Programme, National Pharmaceutical Regulatory Agency, Ministry of Health, Malaysia as of 1 Jun
2017.

MALAYSIA LOCAL BE CENTRES

o Bioxis Sdn Bhd

o Borneo Kinetics Sdn. Bhd.

o Info Kinetics Sdn Bhd.

o Pusat Kajian Bioekuivalens (BE), Pharmacy-Attest Research Sdn Bhd (ARSE) BA/BE Centre, Pusat Pengajian Sains Farmasi, Universiti Sains Malaysia (USM)

© Pusat Pengajian Sains Farmasi, Universiti Sains Malaysia (USM)

FOREIGN BE CENTRES

o Lotus Labs Pvt. Ltd., India

@ Accutest Research Laboratories (1) Pvt. Ltd., India

26



THANK YOU

Website for further reference:-
http://npra.moh.gov.my/index.php/regulatory-

information/bioequivalence-be
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