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The 1*
Western Pacific Lab-Net Workshop

Date Sep.1(Thul~2(Fril Venus Hotel President, Seoul

Day 1 Thursday, September 1, 2016

09:20-09:40 Opening Remarks
Dr. Yeo-won Sehn, Director General, NIFDS, Korea
Introduction & Group photo

09:40-10:00 Objectives and Expected Outcomes

Dr. Jinho Shin, WPRO

Session A : Sharing Research Information (Chair: Or. Sang Ja Bar)

10:00-10:20 Current Status of Research for GC of Vaccine Products in NIFDS
Dr. Chulhyun Lee, NIFDS, Korea

10:20 - 10:40 Current Status of Research for OC of Blood Products in MIFDS

Dr. Kikyung Jung, NIFDS, Korea

10:40-11:00 Mational Standards for Bislogics in Korea

Jasok Kim, NIFDS, Korea

11:00-11:20 Coffee break

11:20-11:40 Guality Control of Vaccine in China
Prof. Xiao Ma, NIFDC, China

11:40-12:00 Current Status of Research for QC of Biologicals in HIID
Or. Masaki Ochiai, MIID, Japan

12:00-12:20 Vietnam Regulatory System and MICVB/NCL Lot Release and Laboratery

Access of Vaccine and Biological Products

Dr. Pham Van Hung, HICVE, Viet Mam

12:20-13:00 084

13:00-14:30 Luncheon

Session B : Snake venom & Anti-venom (Chair: Dr. Chiyoawng Ahn)

14:30-15:00 Anti-venoms Guideline and Website for NCL Meeting

Prof. David Williams, University of Melbourne, Australia

15:00-15:20 Current Trends of Snakebite Management in Korea
MD. Hyung Goo Kang, Hanyang University College of Medicine, Korea

15:20 - 15:40 Current Status of Research for QC of Biologicals in RITM

M=, Chari Jane Rosales, RITM, Philippines

15:40-16:00 Lot Release Testing on Anti-venom in MIID
Dr. Manabu Ato, NIID, Japan

16:00 - 16:20 Coffee break

13




16:20-16:40

Manufacturing Process for Kerea National Standard Candidate
Byung Hwa Les, Korea Vaccine co. ltd.. Korea

16:40-17:00

Overview of the International Collaberative Study for Establishment of
Venom 1 TD Potency
Dr. Kiwan Han_ MIFDS, Kores

17:00-17:20

Statistical Analysis of Dilution Assay
Prof. Yang Jin Kim, Sookmyung Women's University, Korea

17:20-18:00

0&A

Day 2 Friday,

September 2, 2016

Session C

: Proposal for Collaborative Study on Anti-venom iChair: Dr. Manasbu Al)

09:30-09:50

Proposed Replacement of Regional Reference for Anti-venom
Dr. Hokyung Oh, HIFDS, Korea

09:50-10:30

Discussion About Proposal for Regional Reference for Anti-venom

10:30-10:50

Coffee break

10:50-11:10

Proposed Anti-venom Potency Test Methed and Statistical Analysis
Dr. Kiwan Han, HIFDS, Korea

11:10-11:40

Discussion About Proposal for Test Method and Statistical Analysis

11:40-12:00 Key Considerations for the Preparation, Characterization and Establishment
of Biological Reference Standards
Dr. Jinho Shin, WPRO
12:00-13:30 Lunchesn
Session D : Proposal for Cell Substrate Characterization iChair: Kenlaro Hanada)
13:30-13:50

Vero Cells: Determination of the Genome Landscape and Its Application to QC
Dr. Kentaro Hanada, NIID, Japan

13:50-14:30

Discussion About Proposal for Collaberative Study

14:30-15:00

What is Mext International Collaborative Study?

Session E : The Path Forward : Western Pacific Laboratory Network (Chair: Dr. Jinha Shin)

15:00-146:00

Hetwork's Objective
What is Possible and Practical?
What are the Next Steps?

16:00-16:10

Closing Remarks

Dr. Chiyoung Ahn, NIFDS, Korea
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1 WHO

WHO Global Assessment Tool Mar 2016
National Regulatory System (NRS) and Functions (NRF)

1. Regulatory System
2. Common Functions

3. Non Common Functions '

01-NATIONAL REGULATORY SYSTEM 09-MRA LOT RELEASE
02-REGISTRATION AND MARKETING AUTHORIZATION

03-VIGILANCE

04-MARKET SURVEILLANCE AND CONTROL

05-LICENSING PREMISES

SRR el [ey (o] LB 06-REGULATORY INSPECTION

O7-LABORATORY ACCESS AND TESTING

08-CLINICAL TRIAL'S OVERSIGHT

INDICATORS

GUIDANCE FOR ASSESSMENT
Assessment Criteria + Standrad
References + Evidences For Review

# Organization

WHO
Updated Figures of the WHO GBT
Item Function NRS | RMA | PVL | MSC | LIC | INE | LAT | cTO okl
Number of Sub-Indicators 288
::'::r':;m'ﬂ’"’““““’ 4 5 4 0 2 3 3 2 2
Sub-ndicators measuring .

¥, World Health

¥ Organization
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Ministry of Health, Labour and Welfare Grant-in-Aid for Scientific Research Project

" Research on the National Lot Release System for Vaccine Quality Control **

Cooperative Program with 2016 JICA "The
No ChEI'EE f No Hegistratiun f Strengthen NRA Functions for Vaccine Regulation”
Co-Host by : Research Project Group of National

EEPHCIW: 80 seats Institute of Infectious Diseases (NIIDY), and Japan
E“g"Sh Intermational Cooperation Agency (JICA)
Cooperator : Japan Association of Vaccine
Industries (JAVI)

Date :Wednesday, 18 January, 2017 9:30-12:30

Venue: National Institute of Infectious Diseases (NIID)
Toyama, Main Conference Room,

Vaccine, Its Quality, Safety,
Efficacy and International Cooperation

= View paints from NCL and matters what Jopan can learn.
National Lot Release System of Japan and its future
Atsushi Kato (NID, Director)

= View paints from WHO Western Pocific Regional Office
international Quality and Regulation of Vaccines by WHO (TED)
Syed Shoh, (WHO WPRO, Consultant)

* View paints form WHO South East Asia Office

MNCL Network and International Quality of Vaccines
Martin Eisenhawer, (WHO SEARQ, Medical Officer)

* View paints from manufacture, international cooperation case 1
Over 25-year Cooperation for Vaccine Manufacturing in indonesia
Hiroyuki Fujito (BIKEN, Assistont Director/Business development division, Division Monoger)

* Wiew points from manufacture, International cooperation case 2
Technology Transfer for Vaccine production in Vietnam
Yasuhira Tsuchido (Kitasato Daiichi 3ankyo Vaccine Co., Ltd., Corporate business
management department, Senlor Director)

GMP Education in Technology Transfer for Vacecine production in Vietnam
Tsuguo Sasaki (Musashino University, Visiting Professar)

* Wiew points from the promoter for international cooperation
Global vaccination action plan and JICA's effort
Mitsuo lseno  (Jepan International Cooperation Agency (IICA), Senior Advisor on Health)

{Infarmation Desk) MIID, Department of Quality Assurance and

Radiological Protection
T. Uchida {uchida-t@niid.go jp} . Tel : 042-848-7111

23
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— Safe t}{};r
(79

“~Waccine 5

Safety perspective — Good
pharmacovigilance practice and role of
ADR & AEFI surveillance monitoring

|
|
N "‘)' A Drs. Jinho Shin and Syed F. Shah

WHO-WPRO (EMT/RSS)

Jaint JICA & MID Mini Symaosium on “Strengthening NRA
funitions for Vaccine Regulation™
17-16 Jarwary, Tokyo, Japan

MID = JICA
JaPEN

Presentation highlights

* Pharmacovigilance definition & objectives

* Pharmacovigilance system

* Good Pharmacovigilance Practices (GPV)

* Principles & elements of QMS in good
pharmacovigilance practices

* Risk Management Framework; risk based
approach in pharmacovigilanc

-

Question: Immunization safety which of the following statements is correct
(saveral answers possible)?

A. Immurization safety deals with .
ensuring and monitoring the safety
of waccings,

B. Immunization safaty deals with
safety aspecis of vacdne siorage.
C. Vaccine safety oeals with safaty
aspects of agminkstration and

Answers A, B, 0, E are correct.

Voccine safety Is concerned with
ensuring and monitoring the
safety of vaccine PRODUCT.

wiaste management.

= [ Immunizaticn safety deals with

safety aspects of vacdnes and
waccine handling.

E. Vaccine Safety deals with
ensuring and monitoring the safety
of vaccings,

= Immunization safety refers w

ensuring and monitoring the
safety of all aspects ot
immunization, Including vaccine
storage, handling,
administration and waste
management (SERVISE
DELIVERY).

http./feaccine-safety-troiningorg/slements/
- E—y

Pharmacovigilance (PV)

PV definition:

* Science and activities relating to the detection, assessment,
understanding and prevention of adverse effects or any other
medicine-related problem (WHO12).

PV aims and overall objectives:

= preventing harm from adverse reactions in humans arising from
pharmacovigilance system (FVS)

= promoting the safe and effective use of medicinal products
supporting public health programs by providing reliable,
balanced information for the effective assessment of the risk-
benefit profile of medicines.

= strengthen governance, M&E process to achieve and sustain
customer satisfaction.

Pharmacovigilance system

. A system usad by NRA to register all medical products &

service delivery. Through established system monitoring
the safety, quality and effectiveness of medicinal products

(including vaccines) and detect any change to their risk-
benefit balance.

. NRA continuously improve it's system to fulfil its legal

tasks and responsibilities in relation to pharmacovigilance
(regulatary over sight and implemeantation)

. Pharmacovigilance system master file (PSMF), a detailed

descripfion of the pharmacovigilance system used by the
marketing authorization holder with respect to one or
more authorized medical products monitor safety, quality
and effectiveness in the public health programs.

. PV database: PMS safety data mining

Good Pharmacovigilance Practices (GPV)

Good pharmacovigilance practice is the
minimum standard to register (zll
pharmaceutical products; produced domestic
& foreign) and regulate oversight & monitor
safety, quality and effectiveness of medical
products including vaccine.

Legal provisions and a set of guidelines for the
conduct of PV in a country, drawn by its
competent authority (i.e. NRA) in cooperation
with other interested parties described in
GBT2015 fact sheet).

24




" Vaccine and Immunization Safety Standards & Recourse

Imrmumication Sefety
e Rt

VACCIRE BRFETY
COHHURICATION

WHO-GlobalPublications

WHO-WPRO Mew Publications

Elements of QMS in good

pharmacovigilance practices

TARGET: ACCESS 0 ASEE DHUALITY WHCOHES CUSTOMER AND LEGAL
=
e s
- a :
. Sabny : ViLY
e 03|

Quality of a phar figil: (PV) system; The
organizational structure, responsibilities, procedures, processes and
resources of the PV systern as well as appropriate resource
management, compliance management and record management.

Quality, quality objectives, quality requirements and quality system
Is required to achleve good pharmacovigilance practices (GVP)
provides guidance on structures and processes of a PV system. The
quality of a PV system can be defined as all the characteristics of the
system which are considered to produce, according to estimated
likelihoods, outcomes relevant to the objectives of PV.

S Rt BSLITAERS AT L BMART red e

5 n A R T
L e M Arsveribe it Tty |
e, W AT, Fro e e oz wan

PVS: Transparency, Pharmacovigilance
acoountability &
communication

PV 2:
Organization &
Governance

|—|::n—m==m=|:'-<=n—lp-—|:nm==|

Event response
& AEFI case AEFI
Surveillance

management

|mnzh;:n|:-n;nm-u- -cx-a—n:--'u:nm:ll

PV performance & effectiveness monitoring;
system & it's processes management review

* Evaluating the effectiveness of actions

* Processes to monitor the performance

taken with medical products for the
purpose of minimizing risks and
supporting their safe and effective use
in patients.

and effectiveness of a PV system and
it's quality system showld include:
— reviews of the systems by those
responsible for manazement;
— Audits {intermnalfexternal);
— compliance menitoring;
— MEE inspections;

25




Principles for good

pharmacovigilance practices

= Patients needs; healthcare professionals and the publicin
relation ta the safety of medicines should be met

. should ide leadership in the
Implemmﬂlﬁ:m of the quality system and motivation for all

staff members in relation to the quality objectives

Management
A
“
= All persons (competent) involved with the entire
organization should engage in continuous quality
Competent improvement following the quality cycle (PDCA]).
staff A

= Resources and tasks should be arganized as structures and
processes in a manner that will support the proactive, risk=
propertionate, continuous and integrated conduct of PV

-
of medicinal products |
should be snught and all relevant aspects, which could
impact on the risk-benefit balance and the use of a product,
should be considered for dedision-making J

o Errbol , risk-b £ hal

Evidence
based

= Good cooperation, coordination and communication
should be fostered between interested parties in
accordance with the applicable legal provisions.

Quality cycle; The quality system shall be based
on all following “risk based activities”

quality planning: establishing organizational structures and

planning integrated and consistent proces

quality adherence |{do): carrying out tasks and
responsibilities in accordance with guality requirements

quality control and assurance {check): monitoring am:l
evaluating how effectively the structu d

have been established and how effecti

being carried out

quality improvements (Act): correcting and improving the

structures and processes where necessary.

Risk based approach in
pharmacovigilance practices

What is risk?

Risk; likelihood of chance or
probability of event

Rail Road Crossing Risks
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Purpose of Risk-based thinking in

Regulatory System including PV

The concept of risk in 1IS0 Benefits of using risk-based
9001-2015 makes it more  approach:
exg_ll'u:it by inbuilt in;:n « Improve Governance
:n t;emmanagemen * Establish a pro-active
¥s culture of improvements

Risk based thinking ) _ i
ensures risk is considered Assist with compliance

from the beginning and = Assure consistency of
throughout quality of products and

Risk based thinking makes senvices

preventive action part of Improves customer

strategic and operational conﬁder!ce and
planning satisfaction

RISK BASED PROCESS APPROACH

Process Analysis diagram (Tunle dingram)
W
(Crrpaaes b

: --

‘Continisal Improvement

[T ——— ™ | -
——
Fopgraces)

L Lagsiprovizn and puidetinm
(=)
2 Opaniration

QMS INTERACTION
Legal Requirements

1 Siratwgic pinsaing fiee )

A Tramparensy, soaimablry s
o marication fru-pu)

% OME Dsalty wrd ik maragemest syvien (e
al

© Ky oqubseon precea: [preces)
o r—
opeIITom

150 goo1 Standard Requirémént

.
Hazards and Risks

. MaRETASg prOgreLE 182 SR 0S5 1B
impact joes-meme}

Risk Perception

“People are disturbad, not by [Risks feared les=_|

things, but by the view they
take of themn.”

Rizks feared less

Judgements ragarding risk
fueled mare by fear than

.
facts

SRR

Risk perception: Public Vs Experts

“potential harm due to immunizztion: likelihood?”

The public sees risk in terms of:
* Voluntariness of exposure,

= Familiarity of risk,

= Control over risk,

= Catastrophic potential,

* Fatal outcomes,

= Unegual balance between risk & benefit,
= Unegqual distribution of risk.

Experts see risk in terms of:

= Morbidity and mortality levels

juct hack { inf )

Risk perception of experts

“potential harm due to immunization: likelihood?”

Death: 1 in 3,000 cases in high income
Measles industrialized countries as much as 1in 5 in
outbreaks in low- to middle-income courtries.

Diphtheria Death- 1in 20 cases.

Death: 25— 70 in 100 cases overall. 10—20in 100

cases with good intensive care management.

Measles Encephalitis or severe allergic reaction: 1in
vaccine 1,000,000

Continuous crying, then full recovery: 1 in 100

cases.

= Conwvulsions or shock, then full recovery: 1in
1750 cases.
= Acute encephalopathy: 0 —10.5 in 1,000,000

Risk Benefits

“potential harm due to immunization: likefhood?”

Contraindications versus Precautions

|

| CONTRAINDICATION

PRECAUTIONS
T + should b reviewed canafully

# condition that increases
tha <hance of & inriaus
[T

< Banafitiand sk far
administering 2 specific
L vateine thauid be cansdared

i the banefE of vaccination

s Baliauad 18 stwaigh tha

ris, the wacding shoukd be
askinistu

 Mvaceing should net ba
adrninitersd when 4 -
contraisdication ls sessant l

27




Changes/Variations

#ihat and when information on madicines is provided?

QR are— e

- s + e e

Risk Management Framework

[ strengthening vacsine resuistory sysmems |

The overall objective of a national
regulatory authority (MRA) for medical
products is to ensure that all medidnes,
biologicals (induding vaccines), and
medical devices that are marketed ina
country are of assured quality - assured
by compliance with WHO standards -
and are accompanied by appropriate
information to promote their rational

PMS; oree vaccines are liconsed for general use
and are agministered to large populations,
monitoring continues 1o identfy un-tommaon
adverse events following immunization (AEA )L
These events may occur after 3 long Eme, ar evert
may occur in specific sub-groups of the target
population.

Typically, monitaring of licensed vacrines is done
through spontaneous reporting systems whereby
BEF are reported to health authorities. Sometimes
such post-marketing surveillance [PMS] iz
conducted in more formal Phase [V clinical trials
ard sero-survey studies |pharmaco-epidemiclogy).

Waczine Begulation — modern framework

INESRATED APFROACH

TR

=S mﬁ"—

_” )
e

[ ]

Risk Management Framework

Risk Management (process)

=) 7w (=
@

* “The process involved
with identifying,
analyzing, and
responding to risk.

* The process includes
maximizing the results
of positive risks and
minimizing the
consequences of
negative events”

* Process can be
managed through using
PDCA cycle

i

Risk Structure
Risk register Risk categories and
“Event based info” subcatagories
il Techmice risk
Icentfeation

Manzzerinl

Risk

Mitigetion .

Fianning up:mqlul.i
rarcisi
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Risk assessment: Vaccination Safety
RCA of Serious AEFI Case Investigation

Immurization service
dalivery related

IMPUNIZATION SESSION IN
SERVIVE: “OBSERVATION"

Risk classification: AEF| related

reactions
- Adtivity: Immunization sy vy GTRTE0E bammben nBcTioe B TN 050
|AEFI related reactions) Irenritizarilated LEAT
Risk

= ¥accine Reaction
{inherent properties of
the vaczine)

— Non-sterile injecsion

— Incerrect pregaration

~ Injection in wrang side

= Wacrine frozen/ cold-
«chain

| Risk Predictions; Measies disease monitoring weekly curve

4 progaes for i
o anzsater

+ +

14 prapoasl for
vaccinaion

Fegartod Miasios Casns

150 3001-201%

o waccine safety, quality and eMmcy e gemraly dow 1o the us of veecies containing inpredints.
BT, Lo dubalances, |ifeuiiliic, Son- WHO PO wotlies of which havw utksown vt i,
Kaneifled wacrine related events sy COMS WHO

b Erepartion or

wifiits. Case Imeestigation BCA cam

| Immunization
emorrelated
reaction

- Imamaniza tion
anwiety-related
reaction
Coestre il
vl

Smramaus AEF| reparting reached NIP national headguarter |

PMS Surveillance M&E & follow-up actlons

“pro-; =|:t|w= mnnmr'ng o‘f H pur.='|t|=I harm du:wlm'nl.mzahnn""

ITITIEIIIXE ..1
y

SMART DB.I ECTIVES

ch

Minimal
| tandarcts |

a1 0 L ARl B SRR g

5 n A R T | [reverTTET

rere - B Artema Tore tmmand wia |
wisn, W, Fno v e e W L
iR, W e itveat

vy } |

Vaccine/ immunization safety issues are not limited
to one specific country or specific population or
one specific vaccine

Stopping the Spread of Japan's Antivaccing
Panic; Tekyo's indecisiveness in the face of
controversy has fusled unfounded doubts

about the safety of the HPV vaccing. - ae...

Timeline of Hep B Vaccine Event
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Safety Signals S T AEFI cases per 100,000 surviving infants, WPRO 2015
(Potential Risk] f 3 1 (Source: JRF reports as of 20 july 2015)

* New unlabeled adverse events

| “could this be 3 potential harm due to immunization; ielihood 2"

i

{previously not known| = L LRy L'
* New medical product: such as vaccine o - L i s
* Confusion about a product’s name, = = &

labeliing, packaging and use: product
specification characteristics (SPC)

1

L
A L LL 1l L

FF AR AS G LSS IS PTS S
e 24 22

* Concerns arising from vaccine product
safety and immunization delivery

Risk register

* Potental risks registration
* [Risk controls
= Opportunities

. . " . The minimum information considered for the risk
Importance of detecting and investigatin analysis should include following:

any adverse event following immunization + the number of marketing suthorizstions ir the

- t-;puc;fdmpmgisbmd

=  history of complisnce of the MAH: socording to
the in-house data

AEFI Surveillonce Monitoring & Evaluation (safety signal-pro active]

= gime of the MAH's presence on the markes

= if MAH has never operated a PV system before

*  emerzing safety issues relstec to the MAH

= drug withdrawals from the markes

= high number of products complaints reports

~  mergers/acquisitions of the other companies

= in-house or outsourced PV activities

= The number of safety signals tmely detected and
managed

«  personnel changes in the lazt 12/24 months

= previous ME&E inspection findings, 7 any.

+  Previous carrective setions [stztuz), if smy

Access to food: achieuing_ohjectives & targets

WHEN I% 1T SAFE TO INMUNIZET Conclusions on contraindications for vaccination
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el « Contraindications are very, very, very rare
[ Te——
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* Broast Feeding Farvors vasrination againgt risk of expesure to the

+ Premabere bitth nateral infectien

il © I the pareet sbaut the evestea rsks and

» Famiy history of 5 . i

waccine reaction
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Wzcrime sfety basic course elearning course
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30




National Control Laboratory (NCL)
Network

Dr Martin Eisenhawer
Scientist, FGL/IVD/VOM

A Wi -Sympesiuen, Toieys, 18 Jasusary 2017
[T A—————T

=T

Content

= Background

= Vision and mission

= Achievements

= Draft Maol)

= Draft TOR

= Ongoing and future activities
* Challenges

= Way forward

BCA Wi Sympesiuert’, Toieps, 18 Jasuary 217
D Whartin Elmeribamwer, Sctentist, EEARC

e

Background

In 2004, india, Indonesia and Thailand, together with the WHO,
establishad a network of NCLs
WHO HO, supported NCLs for the production of RWRS for the testing of
waccines, particularly when no IS for testing of regional priority vaccines
such as JE are available.
To address the growing number of vacrines and recognizing regional
needs, WHO HQO requested regions to take some of the responsibilities
£ meetings since 2004
Last meating in Thailand in 2016 being attended by the heads of the NCLs

Indonesiz

Japan,

Republic of Korea,

Thailand

Wietnam

[Chiina and India unable to sttend)

Vfision and mission of the network

= Vision: Immunization programs and therefore the infants
and children in the South-East Asia and Western Pacific
regions have access to vaccines and other biologicals of
assured guality

® Mission: To develop and strengthen collaboration,
cenvergence and reliance throughout the regions over shared
regulatory issues and challenges, that will build capacity and
will enable NCLs to fulfil their mandates and better safeguard
public health

T # L 1
1 I
Achievements Draft MoU
Collaborative studies were performed for + Objective to increase the effectiveness and quality
apertussis of testing of vaccines
= inactivated IE
+ llive attenuated chimeric JE = All members
= mOPV1 = Believe in the importance of biclogical medicines
RWRS were developed for * Recognise the importance of well characterised and
= aPertussis quality assured reference materials
= moPyV1 = Believe in the benefit of developing Regional Reference
= inactivated JE Materials for some biological medicines to streamline
Central storage facility for RWRS was inaugurated in secondary reference materials by eliminating the need for
December 2014 in Thailand national and in-house reference materials
Drafts for Mol and TOR established
B Wi -Sympesiv’, Toieps, 18 Jassary 2017 B Wi Sympesiven, Taips, 18 Jarary 2017
D Wiasin Ersenbaer, Sriertiel, EEARC v Wiastn Ersen s, Sctenting, SEARC

e

=
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Draft MoU

e The NCLs agree to the following activities:

— Preparation of RWRS for potency testing of vaccines

— All member countries” NCLs to participate in collaborative
studies

— Establishment of a PTS

— All member countries” NCLs to participate in above
mentioned PTS

— Exchange of Information, pertaining to but not limited to
preparation of RWRS and lot release for vaccines, among
the member countries” National Control Laboratories

Draft TOR

o Vision and mission defined

o The objectives of the network are:
# Establishment and use of RWRS for potency testing of vaccines and
related activities
= Information sharing: Create an enabling environment to enhance
communication and information sharing on issues pertaining to but
not limited to preparation of RWRS and lot release for vaccines,
among the member countries” Mational Control Laboratories
Systems strengthening: Facilitate and support regulatory capacity
development to enhance skills and competencies and strengthen
regulatory systems throughout the regions.
# Convergence: Promote convergence and alignment of testing of
vaccines and other biclogicals based on harmonization of standards
and procedures.

o Not excdlusive list

BCA M -Symeosium”, Tokps, 18 January 2017 » SCA Min-Eymeesium”, Toxys, 18 Jaruary 2017 »
Dv Marin Ementewer, Ecientinl, SEARD - v Martn Einenhaww, Scientist, EEARD L.
] ]
Draft TOR Ongoing and future technical activities
- continued
=« Members: NCLs from SEAR and WPR that have * Stability studies for inactivated IE RWRS
signed the Mol & Collaborative study for live attenuated IE vaccines, including
« Members: chimeric
« Appoint member of steering committee * Establishment of RWRS for live attenuated chimeric JE
* Appoint focal point ¢ Others
* Provide resources to fulfill commitments under Mol
* Governance
+ Secretariat
= Confidentiality
L * T Fl
1 1
Challenges Way forward
MNCLs:
= Network not yet formally endorsed by countries. > Dfficial response on the willingness to join the
> Dependence on individuals. network.
= Notyet established as official bi-regional network. = Provide name of member of steering committee and
* WHO resources for interim secretariat. focal point and deputies
» WHO efforts for establishment of bi-regional network WHO:
ongoing > establish network as official SEAR — WPR bi-regional
network, provide efficient interim secretariat
NCLs and WHO:
= MoUs and TORs to be finalized and signed
A Wi Sy s, Tokps, 18 Jarssry 547 & A Wik Sympesium’®, Tokps, 18 Janary 217
D Maarin Ersen tawer, Scientisg, SEARD - D Weartn Eimerbawr, Scientiel, SEARD
]

e
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C.
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HEP-flury RT-PCR
RV-N RV-M
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DNA sf9
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1% NP-40
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B
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B
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A. Replacement

NIH
5 2
SOP
4
9 5
3Rs
Reduction WHO
Refinement 4

37




B.
1
Challenge Virus Standard (CVS)

CVS
2
1ml
3 3 ddy
270
1
4 5
5 25 125 625
3125 1 2
1
25 LDsg
10 20
1 2
100
5)
10 10-°

10 12

LDso
Reed and Muench
6) 3

4 5

(EDSO) (LDso)
Reed and Muench

C.
1
1
4 5
6 7
270 1
2
6 7
20%
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15 20
10 270 1
15 20
2 15
2 15
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35

SOP 5

Takayama-1to M, Lim CK, Nakamichi K,
Kakiuchi S, Horiya M,
Posadas-Herrera G, Kurane 1, Saijo M.
Reduction of animal suffering in
rabies vaccine potency testing by
introduction of humane endpoints.
Biologicals.2016:5S1045-1056(16)301
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SLP

WG

Nojima K, Okuma K, Ochiai M,
Kuramitsu M, Tezuka K, Ishii M,
Ueda S, Miyamoto T, Kamimura K, Kou
E, Uchida S, Watanabe Y, Okada Y,
Hamaguchi 1, Establishment of a
reference material for
standardization of the
anti-complementary activity test in
intravenous immunoglobulin products
used in Japan: a collaborative study.

Biologicals. in press
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Second WHO Workshop on Implementation of Recommendations to Assure the Quality,

Safety and Efficacy of Recombinant Human Papilloma Virus-like Particle Vaccines

HPV
WHO
WHO
HPV HPV
in vitro WHO

in vitro National Control

Laboratory

HPV
A. Quality, Safety and Efficacy of
2006 WHO Recombinant Human Papilloma Virus-like
Particle Vaccines)
HPV 2016 WHO WHO
HPV

(Guidelines to Assure the Quality,
safety and Efficacy of Recombinant

Human Papillomavirus Virus-like
Particle Vaccines, TRS N0.962)
HPV
HPV
2015

ECBS (Expert Committee on
Biological Standardization)
(Recommendations to Assure the

Implementation Workshop
Workshop

HPV




2016 11 15 17
Xiamen The Second WHO
Workshop  on Implementation  of
Recommendations to Assure the Quality,
Safety and Efficacy of Recombinant
Human Papilloma Virus-like Particle

Vaccines
WHO HPV
HPV
HPV

C.
HPV
4  HPV

2 HPV

protocol review
protocol review testing

testing National Control
Laboratory(NCL) in vitro
WHO
Virus-like
particle HPV

invitro

NCL NCL
HPV
in vitro
VLP
HPV
phase 1
HPV
2016 4
HPV
protocol review in vitro
HPV
in vitro
MPL
case study invitro
invitro NCL  technical
transfer SLP

10
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cold chain inspection

D. HPV
HPV
L1
Virus-like particle: VLP

cold chain inspection

consistency
invivo
HPV E.
invitro
HPV
In vitro HPV
VLP
in vivo in vitro F.
1.
invitro 2.
VLP
G.
HPV 1.
HPV 2.
3.
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2nd WHO workshop on implementation of recommendations to
assure the quality, safety and efficacy of recombinant human
papillomavirus virus-like particle vaccines,
Xiamen, China, 15-17 November 2016

CONCLUSION OF THE WORKSHOP

The working Group

17 Nov 2016

Purpose of the workshop

To introduce NRAs, public health implementers, and
manufacturers to newly updated WHO technical
Recommendations for HPV vaccines (TRS N0.999,
Annex 4) with focus on quality evaluation aspects

To provide lectures, case study exercises for
participants to better understand and apply the
principles into practice

To provide interactive forum for participants to
exchange experience, information and share concerns
(challenges) with regard to HPV vaccine evaluation

To increase regulatory convergence in quality
evaluation of HPV vaccines

Conclusion and observations

1.1 (Challenge) HPV vaccine R&D and
licensure status vary among countries, for
instance, imported, domestically produced, at
different developmental stage (from pre-clinical
to Phase lll). Different production platforms are
being used.
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Conclusion and observations

1.2 NRAs/NCLs activities for lot release are in
different situations based on the national
regulations and the available resources.

» SP review/+/- cold chain inspection

+ SP review + selected testing (+/- potency test)

* SP review + full testing

Conclusions and observations

1.3 There is stated high compliance with WHO TRS
No. 999 by manufacturers and NRAs/NCLs regarding
QC and lot release in particular.

(challenge) NCLs may need more detailed
guidance/better understanding on product
characterization.

Conclusion and observations

1.4 Setting up the potency test(s) is one of the
challenges that NCLs are facing. Lack of
common standards and critical reagents adds to
the challenges. Training on the potency test was
also requested by some NCLs. (Manual or e-
learning was also discussed)
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Conclusion and observations

1.5 Different versions of PBNAs (with SEAP,
GFP, Luc, tri-color, etc) were developed for
evaluation of product potency (ED50), for serum
titers (animal and human) and for mAb
functional assessment. Efforts should be made
to unify on the same platform to enable better
cross comparison among different laboratories.
As regards to the in vitro potency assay, it is
essential that at least the detecting mAb to be
used in the sandwich ELISA has neutralizing
activity and is type specific.

Conclusion and observations

2.1. Better understanding on TRS 999 was
achieved by going over the specifics of
manufacturing and product characterization/lot
release procedures. In-depth product
characterization (e.g. range of tests), as part of
manufacturers’ responsibility, was explained,
which is helpful in manufacturer-NCL dialogue
as to which assay(s) need to be set up at NCLs.
As an example, product characterization such
as L1%, is expected to be performed by the
manufacturers.

Conclusion and observations

2.2. Comprehensive review of the published
papers showed a variety of L1 constructs (full
length L1 to C-terminal truncated L1) and
expression host cells. Different manufacturing
processes also showed significant impacts on
VLP guality and stability. Neutralizing epitopes
are tracked using various monoclonal
antibodies. This is the basis for in vitro potency
testing assay.
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Conclusion and observations

2.3. Case Study 1 was practiced in four different
groups on the replacement of the in vivo
potency assay by the in vitro testing method. All
groups picked up the key points that are need
to support the replacement. Minor differences
were reported among different participants.

Conclusion and observations

2.4. General acceptance of the in vitro potency
testing was observed, subject to meeting the
following prerequisites:

— Well characterized antigen

— Consistent and validated process
— Stability-indicating assay

— In vitro versus in vivo correlation

— Linked to ref std with demonstrated efficacy
during clinical trials

Conclusion and observations

2.5. Although there were many discussions on a
universal standard for antigen testing, due to
the variations in L1 length and sequence, a
cross-product universal reference (National or
international) for antigen or VLP testing is
unlikely to be available in the foreseeable
future.
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Conclusion and observations

2.6. The last mile of vaccine product delivery
was introduced. ECTC was introduced as a
framework for increasing the vaccine access in
resource-limited areas. Previous products with
CTC-label were from India. Now, Gardasil and
Cervarix were approved with ECTC to benefit
more people. With a regulatory framework in
place, more vaccines can be demonstrated with
required stability for taking advantage of the
increase flexibility and access to the low income
countries.

Conclusion and observations

3.1. The role of WHO ISs was explained. An
established IS is intended to be used for
calibrating the secondary reference materials,
which in turn can be used for calibrating the
tertiary reference or working standards. The
participants were informed about the currently
available HPV Ab and DNA ISs (for 16 and 18).
The plan for making ISs of additional HPV types
(DNA and Ab) was presented.

Conclusion and observations

3.2. Different assays for vaccine antigen (VLP),
for serum Ab and for viral DNA were
overviewed. HPV lab manual (2009) is a good
start point for a lab to set up HPV related
assays. A calibrator (e.g. a secondary reference
material) will improve the consistency of assay
results. Use of WHO ISs is highly encouraged.
ICP (minimal Ab level) was discussed and it is
not likely to be available any time soon.

59




Conclusion and observations

3.3. Case Study 2 is about the implementation
of release testing on a new HPV vaccine at a
NCL. The things need to be done at NCL and at
manufacturer are reviewed and discussed.
Assay transfer and assay validation are critical
steps in setting up the assays at NCLs.
Training, resources, and statistical supports are
important to ensure the assay transfer and
implementation at NCLs.

Discussion points

What are the needs for standards and
standardization in the context of quality
evaluation of HPV vaccines?

1. Labtesting for the purpose of lot release — assays,
reagents and testing protocols: what kind of assistance is
needed? In particular, potency testing is an issue.

2. What kind of assistance is needed for lot release by
protocol review (without lab testing)? Could information and
maybe work sharing among NRAs/ NCLs help?

3. What manufacturers may need for better characterization
and quality assessment of HPV vaccines?
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in vivo

61

in vitro
in-house ELISA kit
in vitro
A in vitro
invitro HBs HBs
in vivo HBs
in vitro 2
196G ELISA
invitro 20pg/mL HBs adw,
GenScript 202814
in vitro
B.
1 8 (No.1-8)
in vitro 8 C.
1 (No.2) 1 No.2 1
No.1 invitro
No.2-8 1 No.1 3-8




+ 28D

No.5-8 95 1
No.2 No.1-4
1

No.1

HBs 1

No.2-No.8 + 2SD
2 No.1
+ 2.55D
D.
in vivo
in vivo
in vitro
in vivo
in vitro
vitro 1 No.2
+ 2SD
in vivo
No.?2
No.1

62

HBs
20pg/mL HBs
+ 2.5SD No.2
No.1 + 2.55D
0.555~1.108 invitro

70.8%~141.3

in vitro

Dahanayaka NJ, Kiyohara T, Agampodi
SB, Samaraweera PK, Kulasooriya GK,
Ranasinghe JC, Semage SN, Yoshizaki
S, Wakita T, Ishii K. Clinical
Features and Transmission Pattern of
Hepatitis A: An Experience from a
Hepatitis A Outbreak Caused by Two



Cocirculating Genotypes in Sri Lanka.

Am J Trop Med Hyg. 2016 Jul 5. pii:
16-0221. [Epub ahead of print]

2.
1) 7
20
2016/7/23,24.
2)
HBs HBc HBs
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No.2

95%

No.1 0.670 0.598 0.751
No.2 1.000
No.3 0.891 0.796 0.997
No.4 0.827 0.738 0.925
No.5 0.908 0.811 1.016
No.6 0.923 0.824 1.033
No.7 0.918 0.820 1.027
No.8 1.062 0.949 1.189
GMT 0.878
GMT+ 2SD 0.663~1.164
GMT+ 2.5SD 0.618~1.249
2 HBs
95%
No.1 0.589 0.524 0.661
No.2 0.879 0.785 0.984
No.3 0.783 0.699 0.877
No.4 0.726 0.648 0.813
No.5 0.798 0.713 0.894
No.6 0.811 0.724  0.908
No.7 0.807 0.720  0.903
No.8 0.934 0.834 1.045
GMT 0.785
GMT+ 2SD 0.595~1.034
GMT+ 2.5SD 0.555~1.108
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SLP

GMP

NCL: National Control Laboratory
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16

1.5 4.5 81 421
3 151 269
2.3 1.8
3.5
15
3.0 3.0
2.7 2.8
3.4 D.
2
0 725
107 404
4
WHO

3

r =0.853, P <0.0001
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Minister of Health, Guidance for S
ponsors, Lot Release Program for S
chedule D (Biologic) Drugs, Canada

(http://www.hc-sc.gc.ca/dhp-mps/b

rgtherap/applic-demande/quides/lot

/qui _sponsors-dir promoteurs lot p

rogram-eng.php)

Australian Government, Department
of Health, Therapeutic Goods Admin
istration, Testing of biological m
edicines, etc., Australia (https:/
/www.tga.gov.au/book/export/html/7
12512)

World Health Organization, Guideli

nes for independent lot release of
vaccines by regulatory authoritie
s, Technical Report Series 978, An

nex 2 (http://www.who.int/biologic

als/areas/vaccines/lot release of

vaccines/en/)



~NTHBINyH Z-T

HA

Flu

10
11
12
13
14
15
16
17
18
19
20
21

22
23
24
25
26
27
28
29
30
31
32
33
34

35
36
37
38
39
40

4
42
43
44
45
46
47
48

49
50
51
52
53
54

72



73




(0-5) | (0-5)
1 2
5
3
1 A
O X3
5
3
2
1
5 4
3 2 3
1 1
5
3
2
DM X3
5. 1
55

74




(0-5)
1

(0-5)
2

Tt X3

ZToftt %3

Tt X3

75




LN WO

Tt X3

Vero

ZToftt %3

L W O, W U,

76




(0-5) | (0-5)
1 2
5
3 1
2 3
1 3
3
5
3
1
5
3
1
5 3
3
1
5 1
4 2
3 3-5
2 6-10
1 11
5- 1
5- 1

7




(0-5)
1

(0-5)
2

5%
1% 5%
1%

5%
1% 5%
1%

1%
0.2% 1%
0.2%

5%
1% 5%
1%

5%
1% 5%
1%

P W Ok W Ol W Ol W gk W gk W gk W Ok W gk W gk w O

78




(0-5) | (0-5)
1 2
5 1%
SLP 3 0.2% 1%
1 0.2%
1 5. 1
2 5.

79




80



1.46
1.30
1.29
0.79
1.60
1.44
1.78
1.67
1.45
1.68
1.54
1.20
1.26
1.06
1.64
1.24
1.24
1.31
1.24
1.45
1.54
1.84
1.49
1.45

1.26

1.32
1.30
1.43
1.44
1.65
0.92

3.5
3.3
2.8
2.6
3.3
3.1

3.0
2.8
2.7
2.9

3.1

3.3
3.3

3.0
2.9
2.8
2.8
2.3
2.8
2.6

2.4
3.5

2.7
2.3

2.7

2.6
3.1

2.9
2.8

3.4
2.9

4

2

4

3

2
2

3

3|34

31143

3134
3114

3|14

5
5

5
5

5

3|14|14]5]|3

5

3

5

SLP

81



10

10

82




(n=51)

16

14

12

10

(n=51)

18
16
14
12
10

o N OB Oy

83




SLP

SLP

SLP

84



Oh H, Shin J, Ato M, The First Meeting Osong 8(1) 91 2017
Ma X, Williams D, Han K, | of the National Public -
Kim YJ, Kang H, Jung K, Control Health Res 103
Hanada K, Ochiai M, Laboratories for Perspect
Hung PV, Park S, Ahn C Vaccines and

Biologicals in the

Western Pacific in

2016
Dahanayaka NJ, Clinical Features | Am J Trop | 95(4) 908 2016
Kiyohara T, and Transmission Med Hyg -
Agampodi SB, Pattern of Hepat 914
Samaraweera PK, itis A: An Experi
Kulasooriya GK, ence from a Hepa
Ranasinghe JC, titis A Outbreak
Semage SN, Caused by Two C
Yoshizaki S, ocirculating Genot
Wakita T, ypes in Sri Lank
Ishii K a.
Nojima K, Okuma K, Establishment of Biologicals 46 68 2017
Ochiai M, Kuramitsu M, a reference mater -
Tezuka K, Ishii M, ial for standardiz 73
Ueda S, Miyamoto T, ation of the anti-
Kamimura K, Kou E, complementary ac
Uchida S, Watanabe Y, tivity test in intr
Okada Y, Hamaguchi I avenous immunog

lobulin products u

sed in Japan: a ¢

ollaborative study.
Takayama-Ito M, Reduction of ani Biologicals 46 38 2017
Lim CK, Nakamichi K, mal suffering in r -
Kakiuchi S, Horiya M, abies vaccine pote 45

Posadas-Herrera G,
Kurane |,
Saijo M

ncy testing by int
roduction of hum
ane endpoints.

85




