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Cooperative Program with 2018 NCA “The
Strengthen NRA Functions for Vaccine Regulation”

No Charge / No Registration /
Co-Host by - Research Project Group of National

Capacity: _BD seats Institute of Infectious Diseases (NIID), and Japan

Eng lish International Cooperation Agency (JICA)
Cooperator : Japan Association of Vaccine
Industries (JAVT)

Date :Wednesday, 31 January, 2018 9:30-12:20
Venue: National Institute of Infectious Diseases (NIID)
Toyama, Main Conference Room,

Vaccine, Its Quality, Safety,
Efficacy and International Cooperation

Opening 9:30-9:35
Session 1 9:35-10:30
View points from NCL and matters what Japan can learn.
National Lot Release System of Japan and Regulatory Cooperation in the World
Atsushi Kato (Director, NIID)

= View points from WHO Western Pacific Regional Office
WHO's support for and cooperation with Member States

in assuring the quality, safety and efficacy of vaccines
Jinho Shin (WHO WPRO, Medical Officer)

Break 10:30-10:40

Session 2 10:40-12:15

= View points from manufacture, International cooperation case 1
Over 25-year Cooperation for Vaccine Manufacturing in Indonesia
Hiroyuki Fujita (Biken, Assistant Director/Quality , Safety and Regulatory Affairs Division,
Division Manager )

= View points from manufacture, International cooperation case 2
Technology Transfer for Vaccine production in Vietnam
Tomio Lee (Kitasato Daiichi Sankyo Vaccine Co., LTD
JICA Wietnam Project Deputy Manager)

= \iew points from the promoter for international cooperation
Global vaccination action plan and JICA's effort

Tomoya Yoshida (Japan international Cooperation Agency (JICA), Director, Health Team3)

Closing 12:15-12:20
. & -
: ) Hea/
Y-
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VACCINE, ITS QUALITY, SAFETY, EFFICACY
AND INTERNATONAL COOPERATION:

WHO's Support for and Cooperation with
Member States in assuring the Quality, Safety
and Efficacy of Vaccines

A Joint Program with JICA International Training Course
on “Strengthening National Regulatory Authorities (NRA)
for Quality and Safety of Vaccines”

30-31 January 2018, NIID, Tokyo, Japan

Jinho Shin
Regulatory Systems Strengthening (RSS)

Essential Medicines & Health Technolegies (EMT)
Division of Health Systems (DHS)

OUTLINE

1. WHO working as one at 3 levels
. Health in global development agenda
. Global update

. Regional update

g A W N

. Information tool - email feed, mobile app, SNS
(FaceBook, Twitter, etc), WHO expert group sharepoint
site

| (", i

e bocte S

WHO WORKING AS ONE AT 3
LEVELS

WHO: decentralized but working as one

WHO Director Generals

MG GueMabder  CriiNasaira  UedM
Castan [ g Qnod
2

Terrofcs  Taw o oficx Nesmry

T odo¥ee  1UTSTRE 160800
3531973 19482550

| envision a world in which
everyone can live healthy,
productive lives, regardiess
of who they are or where
they live.

D Tadhos Adhanom
Grebreyesis, Etioga
Juty 24T

HEALTH IN GLOBAL
DEVELOPMENT AGENDA
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UNGA, WHA Resolutions on SDGs
2016 WHA

® SDG 2030 agenda
- United Nations General Assembly Resolution 70/1 (2015) -
“Transforming our world: the 2030 Agenda for Sustainable
Development”
~ WHA Resolution: WHAS9.11 - Health in the 2030 Agenda for

SUSTAINANLE
OEVILOMNT

SDG 3: Ensure healthy lives and promote
wellbeing for all at all ages

3.1 Maternal mortality

3.2 Newborn & Child
mortality

33CD

3.4NCD

3.5 substance abuse

3.6 Road traffic injuries

3.7 Sexual & Reproductive
health

3.8UHC

3.9 Mortality from
environmental pollution

3.a tobacco control

3.b Development assistance
and vaccine coverage

3.c Health workforce

3.d National and global
health risks

506G 51 Gender Equaity
G0 & ncusive Lrowth and decern jobs
308 18 Inclaive secieties

Achieve Universal Health Coverage
Al people ard communities recelve the quality heals services they need,
wIAGSt Fnancisl hasdshp

Other Sectors fes. dscation,
Energy, Water, Agricuture, Tranipert,
Telecommunications, Urten panning)

Financing

Governance

Social,

General Scope of 13t GPW of WHO

Mission:
Promote health - keep the world safe — serve the vulnerable

Universal Health Coverage:
Financial risk protection, access to quality essential health care services, and access
to safe, effective, quality and afferdable essential medicines and vaccines for all

Health System Strengthening:
The means to achieve UHC and SOG

This ibutes Health and of

WHO Country Action Framework

COUNTRY t Partners consortium
jonal UHC road S W, G, GAV), Blateral/P te)
™ e > Activiti
] loint > Coordinationin CO, ROand HQ
UHC Country Support Working > Monitoring progress
Team » Resource allocation
» Technical support
i) Country 5, partner caordination
Office 5, Onsitetraiing
» Regional Action Framework
» Regional Forum
Regional 5 Dispaten experts
Office

Normative Function:
Reglonal Regulatory Harmonization

» Partner consortium

¥ High Level Meeting

Mead 3 Resource Mobiiza
IR

GLOBAL UPDATE
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New Cluster “Access to Medicines, Yaccines and Pharmaceuticals™
Assistant Director General: Dr. Mariingels Batists Galviso Simso — July 2017

T
Department of Essential Medicines and Health Products (EMP) |

Director: Suzanne HIll

J—\

Regulation of Medicines and other
Health Technologies (RHT)
Head: Emer Cooke

Innovation, Access and Use (lAU)
Cooardinator: Sarah Gasmer

I
*Inmovation f Research & Davelopmsant
« Intedlactual proparty,
- Evidanca-nased Selectian of Model List of
Essanlial Madiznas
= Pricing, Health lechralogy assessment (HTA)
* Procurement and supply chain management
= Improved wes of medcines and health producis.

Tachnolegies Standsrs and Merms [TEN)

Regulatory Systums Strengthening (RE3)

Froquaification Programme [POT]

Satety and Vigilance (SAY]

B WHD E:

Regulation of Medicines and other Health Technologies (RHT)
HMaoad:

ad: Emer Cooke

Fregualification Team Satoty and Vigilance

Technedogies Ssandards

Regulatory Sysiems

and Momes (TSN] Sirengthening (RES) (Pam) (58]
Coondinto: Coovdingter: Coordiaator: Coursinaror:
Frangois-Kavier Lory iy Pearg Daur Mubangisi Ciben Orar’

Estublizhiaintain Strengihen NRAs far Aasurs gusity, satety & | Resaord ta and minimis
inernatianal standards || canacity buiding and fficacyiperformance of | haalth fsks fom medical
Pramote un fied promate RAMMOAIZALGN, | heBNh pradics PR osgh

proacive, and-io-and

relianca, bast pracices & 3 X
actionable, smar salaly

ritegrale framevwar tar

Hvaczisay, dagnostics,
medicnes medcal devons.,
secior control products )

slandands, as woll &8
glabal nomanclature

new products aurvailance
— -~
+Antimicrobial resistance  +Environmental issues +Shortages
«Benchmarking tools +Local production «Substandard & falsifiad
+Data intagrity *Non-communicable diseases
+Emergency preparedness +Paediatric medicines
AN s
[ —— 2l

SAV - TSN

PQT RSS
fam

WHO norms and standards for biologicals

Total 91 docs (Recommendations/ Guidelines)
General docs that apply to both voccines & BTP: 9
General documents that apply to all vaccines: 12
Vaoccine specific: 62

BTP specific: B

'WHO COLLABORATING CENTERS IN THE AREA OF VACCINE RESEARCH AND STANDARDIZATION

WHO written standards:
ECBS 2016-2018

Written standards (eg, Guidelines, Recommendations) - Vaccines
+ Influenza vaccines for non-producing countries - new (ECBS 2016)
+ Maternal immunization - labelling of flu vaccines - new (ECBS 2016)
- Ebola vaccines - new (ECBS 2017)
= Clinical evaluation of vaccines - revision (ECBS 2016)
* Human Challenge Trials - new (ECBS 2016)

@ne=

Safe production of IPV - revision of TRS 926 (ECBS 2018)
Biosafety of flu voccines - revision (ECBS 2018)

Hepatitis E vaccine - new (ECBS 2018)

RSV vaccines -new guidelines (ECBS 2019)

168M10V2017 Dr vana Knazevic, TSNRHT/EMPAMHO, Update on ECBS
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SAV -

par _ss @

TSN

WHO NRA five step capacity building model

Rirsch Marking ) wl:mbmm Mnm':
ookt

e N - e

P

Rewnor ol

At B |I-y :_'w,m ol P Gl g it s manien

World Health
Organization

mmmnmnmmmm Ivedicines, Vaccines, Blood Products
BASED ON PRODUCT LIFECYCLE

FRE MARKETING

Production
& Quality
Control

Post-
Marketing

Marketing

Pre-clinical Clinlcal and sales

Furctions fyaccing]

HIS| EMP

POST MARRETING

WHO Global Benchmarking Tool
Structure/Hierarchy

SYSTEM FUNCTION

INDICATORS

—_—

AP @
QUESTIONNAIRE FOR OTHER
mmmm- st

.

_‘m st

WHO Global Benchmarking Tool
Structure/Hierarchy

SYSTEM FUNCTION

1. Regulatory System
2. Common Function

3. Mon Common Functions

INCEEETEETTIN  von camenon Functions |

HIS| EMP

Organization

H]

WHO Global Benchmarking Tool
Structure/Hierarchy

Indicators Categorization [eross cutting subjects)
SYSTEM FUNCTION

. INDICATORS

Cingaries enabie assessment af enass sectianal subjects (senss some
antfor ol functions] L

HER L Legal provisions, regulations and guidelines:
Organization and governance

Pulicy and serategic planning

Leadership and crisls management

Traruparency, sccountability and communi cation

c_mf-uu rivk manapemant yyster

Regulatory

Ressurres |HB. FR, Exparts, Infrastructure and Equipmeent

Monktering pragress snd assasing Impact

QUESTIONMAIRE F
PRODUCTS JACTIVIT

BRNRPEAEN
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WHO Global Benchmarking Tool

Structure/Hierarchy
Sub-indicators Categorization
SYSTEM FUNCTION

INDICATORS

QUESTIONNAIRE FOR OTHER

. SUB-INDICATORS
—

PRODUCTS fACTIVITIES P —
Functionality
1. cavel L Asdrraiing Mitusty Loves ©
I- Mty Levs: 2
3. Addreming Matusity Leve! 3
2. Won-erica e

% World Health
Organization

WHO GBT Performance Maturity Levels

2 S5

Evolving national Stable, well-
regulatory aystem | functioning and
‘that partially Intagratad

performs essential | regulatory systam

regulatory

functions

Can be consider aa functional i
rely on other regulators for some

& functiona

Target of WHA Advancedirafarance
[Resolution 67.20 | Regulatory Authorities

M =

SCORING/RATING SCALE @

sub-indicators scoring

NA: Nt applicatle, ihe acivity or indeator does nal apply accardng fo the systen
establshed in the country

KI: - Mot implamentad, ihans s ro evdence of the acliily in question
PAHO|% St e
amisting evidence of pariial resulls)
Pl Parlialy implamenied (documends prapared or aciivilies secanily implemanted for
‘whigh the NRA has soma resulis)
E Imgiemanted; there is avidance of e acihily, procadung or guideine,

WA Wot applicabie, the acivity o indicalor does not apply acsording 1o ihe syatem
esiablished in the countny
Yas:  Tha reigvant sub-ndicator is iy implamentad, It scores 100% in the

WH 0 computerized system
No: Thi feféeesant sub-irdicator is fuly pot imgkmanted, It seores 0% in ine
camputerized system.
Pantial:  The relevant subdndicator i panislly irgiementad. lack of satisfying
COCUMANCATON o HECHCH 8 A CAUSA fof scofing as paral,
ot available: Al he tima of assessment, 10 informason & avalabie 1o anasie he
amsessor's peoper scaring of the relevant subeindicator. 1t
scorms 0% in e computerized system with notason an the same for
Turther Salow up

(@)t

SAV TSN

PQT RSS

Purpose of WHO vaccines prequalification
programme

Aservice provided to UN purchasing agencies.

Provides independent opinion/advice on the quality, safety and
efficacy of vaccines for purchase

Ensures that candidate vaccines are suitable for the target
population and meet the needs of the programme:

Ensures continuing compliance with specifications and
established standards of quality

Principles

e

Meeting WHO requirements
and tender specifications

Reliance on NRA
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Pre-conditions for PQ evaluation

Reliance on the National Regulatory Authority (NRA) of the
exporting country

NRA must be assessed as functional as a result of successful
evaluation using the WHO NRA assessmant tool

NRA's functional status needs to be sustained over tima

Continued regulatery oversight by NRA is required as weall as
communication with WHO about potential problems with the
vaccine

Agreements are established with the NRAs for information exchange
when a vaccine is about to be prequalified

Pre- conditions for PQ evaluation

* Vaccine is licensed/registered by the responsible
NRA (Scientific opinion by EMA accepted)

*  WHO guidelines/recommendations approved by the
ECBS are available (published in the WHO Technical
Report Series)

« Listed in the vaccine priority list (low priority
vaccines may be postponed depending on workload
and no priority vaccines will not be reviewed)

TSN

& Organization

i, World Health
¥ Organization

e

Importance and status of vaccine

pharmacovigilance

Patrick Zuber
WHO Department of Essential Medicines and Health Products

Need for robust vaccine safety
surveillance system

s Counter fear and

misinformation with data and
transparency

WHNHISEMP | 21-23 March 2017

Global Vaccine Safety Blueprint

= To optimize the safety of vaccines through
effective use of pharmacovigilance principles
and methods

@ebal vaccine sately Buepoat

= Effective vaccine pharmacovigilance systems
are established in all countries.

WHOHISEMP | 21-23 March 2017
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Global Vaccine Safety Blueprint
Developed with and for low- and middle-countries

WHOHISEME | 21-23 Masch 2017

REGIONAL UPDATE

Regional Alliance for NRAs for Vaccines & Medicines
to strengthen NRA for quality oversight;
To promote convergence of regulatory framework through
benchmarking

Fiest NRA [Vacsine) first Shemring
workshop, Commitize
Mow- 2001, Se0ul, T"‘“c“:'::;r‘f""‘ meeting, Seoul, “wﬁ:‘"“"?é'n
Korea Austrana, Korea, Don2013 nila, Aug-
Mar-2012

*Carnept Paper = TOR, gewmrrancn
endorsed sinucture revised

WHO Vaccine Model: Minimum Requirement of Regulatory
Functions in Global Context

Source of EPI vaccines

UN agencies Qther countries Domestic I

Regulatory system
1. Markafing Autharization &

Licensing, Market Confrol
2. Postmarketing: AEFI

3. NRA Lot release

4, Laboralory access
5. Regulatory inspeciions

6. Authorization & monitoring
of CTs

Source: Vaccines, 5 £d (2013)

Regulatory Systems Strengthening
in the Western Pacific
(27 Member States)

Group I Grou, Group
Producing (5) Self-procuring (5) UN-procuring (17)

AUS, CHN,
Jrst KOR, S A
chkr EZ, PHL. 5G

V GO, FSM, FIIL, KIR, MHL, NRLY,

The status was changed in HIU, PLW, W5h, SLB, TON,
2015 after review of WHO-  (Ghibietd
UKICEF Joint Reporting Form
(MIF vaccine procuremeant
self-reparting by BOH)

Regional Progress in the Western
Pacific - Quality-Assured Vaccines

% population covered under the
NRA that meets WHO benchmark Fact

= All countries & areas are supplied
with quality-assured vaccines for
Wiet Nam posulation national immunization program
coveres in JOLS |5% = Manzgement and QA of vaccine
[, o toml WA supply chain including celd chain
are fragile in many LrMICs and
not directly under NRA's
supervision; Supply chain
management compliance of
LrviICs is still sub-optimal
aocording to EVM assessment
*  Since June-2015, 91% of regional
population is being supported by
the NRA that meets WHO
benchmark

175% af okl WHE)
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Joint validation of self-assessment of
NRA for Vaccine & Medicine & IDP
NRA benchmarking: Cambodia, Lao 208,
Mangelia, PNG

Berehenarking briefng warkshep: Viet Nam,
Malaysia, Corea

EPl vaccine registration implemented at NAA:
cambadia, Lac POR

OMS & AEFIFADR PV In-country tral
‘Lamiadia, Lao FOR, Mongaliz, Viet r\am, carea

Wageire sality infarmatien process: Caribedia,
Lae POR, Mongslia, Viet Nae

GLO/VI irajnings: Cold chain managemenn,
Product evaluatian, GCF, FY, GMP,

MNRA Benchmarking & IDP support

Financial & technical support from
Japan & Republic of Korea, WHD PIP PC
* MELW. Japan
- Finaneial sugpart for Stearing Commites
mesting 4or Reponal Alliance for NRAs for
Waesoe 2014}
= Annual traiing curricubam developmens
and imglementation in collakoration with
JiTA 2 phase, 2017:2013)
*  MEDS & KCDC, Korea
- Firs: phase, S-year multi bilateral aid to 5
WFR countries to supeort liceraing and
wvaluation of biomedicres | 2015 - 2020)
- Annual GLO Training fer EMP {sinee 2005)
& Lot Reliatse [staating from 2015)
*  WHOFPRC

= hegulstory capacity blding in 2 priorty
sountries since 201

5

Second Sympasium (Tokyo, lapan,
March 2015)

Waccne Lot Release System of China, Korea
and Japan.

Ressarches an Vaccines
Deweiaqmen of teomiinane ey
rrodn” [P, nes vl waciines (HTH,
EealafiEH] :

Diewedapmeeni of Hi anpen sandard for pandemic
rfus=aa vaze e’ (KK

e bt el scapkan for EVIL (9 VT
wacane’ |01

Study o= alanda
Test mathod in

= of wactina irvereasogasicity
|

Alternative Methods for the Quality Control
of Vaccine

NCL Collaboration for Vaccine & Biological
Research and Regulatory Science

Third on Research and
Quality Centrol of Vaceines (Beljing,
My 2017)

= Participated by China, Japan, Korea
WCLs staff, invited experts from
WHO EAP UK, Thailand)

= Info-sharing on risk-based NRA
wvaccine lot release

*  Wew vaccine research: HFMD-
preventable Enterowvirus-71
vaccines,

»  New vaccine quality, safety
evaluation method research:
preumococcal vacoines,
pseudovirus-based neutralization
titer assay and animal modal for
MERS-CoV, novel QC method for
pandemic flu

5

Laboratories for Vaceines and

\CL Collaboration for Vaccine & Biological
Research and Regulatory Science

Blologicals In the Western Pacific (Seoul, | Second Meeting {Seoul, Sept 2017)

Sept 2016)

= Participated by China, Japan,
Korea, Philippines, and Viet Nam
MCLs and anti-venom production
unit staff

= Sharing current status of research
fior OC of vaccine and blood
products and explore items for
collaberative studies

* Reviewed progress of and plan
fior collaborative studies on snake
venom and anti-venom

Participated by China, Japan, Malaysie,
Fhilippines, Republic of Korea, Viet
Mam, Health Canada [vicen)

FHla experts from Mational Institute for

{NIBSC), United Kingdem

lapan propased regional collabarative
study on the testing for anti-
comalement activity from aggregated
immunoglobulin.

Korea proposet cell-based JE vaecing
petency assay and called on volintary
participation of ather NCLs in a
collaborative study an the first Korean
Glaydius anti-venam standard

Advocated importance of AEFI
surveillance linking with the
concepts of Vaccines of Assured
Quality and MRA minimum
functions

Initiated establishment of Regional
Alliance for NAAs for Vaccinas,
regional validation of NRA self-
assessment, 2011~

Initiated regionzl implementation
of Global Waccine Safety Initiative in
LMICs

Promate close collaboration,
communication, info-shari
wiork-sharing between AEFI & ADR

A Strengthening Pharmacovigilance

Glabal Vacene Safey Iniatie

Theory of Change
m—, e o

a

Famnt
e
=
——

E=
-
Ee=n

Medicine and Vaccine Safety Data-

ICSR: Individual Case Safety Report

_sharing in the Western Pacific _

Full Member [1568) v
Full Member [2005) v
e— B v
e — LTI v
L Full Marmber [1999) v
O Fllmenmber 19721 v
I et oy
| ety v
frongata | Associate Member v
e Bl it A
e e
P — et ey v
ST Pt ey ¥
L — Full member [1953]
N P b (1990 v
=mw....um Cu s L0 e
Ty IEOE
!7!—

Improving AEFI reporting from countries and
linking with WHO global safety database

VAEIMS

Wactine Adverse Events Information
Management System {WAEIMS] s a sofware
1o trarmsler AEF data fram the peripheny of
thi haalth are systern, efficently and
effectively inta a central rational datzbase
Progased and deweloped under GVSI
Jainthy by WHO and V1 weith technizal
puldance from UME on E2B/CH for WHD
plabal database
Desktop based apolcation
- FasPra based programeing (= 10 M)
—  WHID AEF| reporting Parm/ custaimined
= Local database

Established in 5r Lanka, Iran, Chile

'WPRO roll-out

+ Cambeodia, Laos, Mongolia,
Viet Nam, Mongolia —
WAEIMS pilot in 2017
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Potential Communication Channel of VAEIMS

WP NRA Benchmarking Timeline — January 2018

TR tauncries X Resesment L
benchmarking [S8T) | of benchmarking
National Global plan
01 Australa mer Giotel vebdezon
AEF report @ Brurei Danssalam 013 SeF amestmant regional brietrg
[ Health Center Send £o AT By avery Send Mational @ Cerbodia WIS T Eegonalvaliacion Rapd]
raart Mationsl 5 of the month AEFI data by
NP AL report Fm ey 7ol Vigibase 04 China mi mie St vkdeton 2029 [slamrech okl ban
= hs meath ¥ o= {Ching) Wi ot et segsested for
2, = Horg g o
L - r o it sabdaTon
Brlvate Sectar ML s 6 lapan
PeCat Sther ALF - ;
P _m ! plobal database @@ LaaPDR NS AT Emgonslvabaasion Rupd]
- . T
BVE ff:-mﬂ. (‘E&ml\-:::l!n;:ﬁl‘ ara H 8 Malaysia mie agonal validation 2008 |plamnesh Mgional vabdation
_ - . ,m R P —
Existing ADR report e L Mew Zegland E i Sef-asumEment bredng
at PYC since 2013 o
Reporthararal ~ - 11 Papua Mew Guinea mae Sibal validation [Nagid)
AL repe loem
- Analysls 12 Phliopines s hegonal vaduticn 2008 [plamneh hagisal brising
P 13 Reprablic of Karea 3 SeFamestment reghnal briefrg 219 [plarnedy Glabal validation
PVC £~
<legends 14 Singapore 3 Se¥ assestment regonal biietrg
Propoged: =
Exitting; — — — 15 Vietham mas Sabal vabdaton 208 [lamned) Gicta vl catian

® WHO WPRO Division of Health Systems (DHS)

® WHO WPRO Essential Medicines & Health

Technologies (EMT)
® WHO HQ

= Dr lvana Knezevic and colleagues

— Dr Alireza Khadem and colleaguas
~ Ms Carmen Rodriguez and colleagues
— Dr Patrick Zuber and colleagues
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