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1. WHO H5iii8it 7' 11 'S L OB

1 . WHO Hii223E 70 7' 5 LR

Introduction to Prequalification Programme

WHO 7 7 F 2 HRiaRatidfr] F—L) —&X—
FIV X « @ RY A A Carmen RODRIGUEZ

Outline of the presentation ouine

« Why PQ?
» status of national regulatory systems
Briefing workshop for » WHO’s response — PQ and RSS

Japanese manufacturers on ) N .
WHO prequalification for » PQ’s contribution to MDGs, SDGs and UHC

medicines and vaccines +* PQ process:
12 & 13 February 2020 — » Full assessment
Tokyo, Japan > abridged procedure - reliance on SRAs/WLAS and PIC/S
Introduction to WHO » Number of prequalified products
PQ program % Facilitating access to prequalified products via CRP -

reliance on PQ
“» WHO-PQ: Looking to the future

12-13 February

2020 » Expansion of scope
» Expansion of mechanisms
Deus Mubangizi Head PQ <« Summary and take home messages

Carmen Rodriguez team lead
vaccines PQ (presenter)

AFVSR FFREICETI2EBRED MY TNy TE5IE. BRREO 7O ADEETY, B
B—EFEHDIEEBLLESTHYET, SHWHO | 5F A A H. F fz. MDGs (Millennium Development
DEERTVWB AV N—IF, BAEEIOTOCALERIC | Goals: = L Z7 LMK BE) © SDGs (Sustainable
ZAL—RICEGEIICBAE LTHYET, 5k | Development Goals : Kt AJ s A B FE B 4Z ). UHC
d—JiE. BEHIERDOETEZSLDICHEETETT | (Universal Health Coverage) ICEBAL TWB T EHE
DT, ETHABLAFEBEICAYET, BHRTEF—LDO | WTHYVET, 7OCRICDODNTIE FITELIBEL
My TTHBLNYFIORDYICA T L LY AEETE | TE2FECY. 7OCRIIF Lty arvddbsd e
TWlZEEY, A>THEYVET, e FRINAD 7O RADEH %,
ELIIRATEZTENTE. AYITHEBELCE->TE | INDSEAEALITTVWELVWEEZTHEVET,
DEY, AEERITREDIESEHLD THEDTI H.
EFEMEF TV IR MIBRBEHRLETTEVEES
mtl?%%ﬂxh%%utbF%T@ﬁbT%Ui
T, HEDALAHOSHEIICLTWRRE BLIES
BUVET, LT, ﬂt%ﬁAb@ﬁ%Hot@@ju
TILIEDWVWT. TOXDICEBAEETAICTRBEYT
PHAEETEH LI EEBLLESTHEVET, B0
HOTOCRZRBELTHEIVREOTHEIEITH £D
KO LIESmMBEEHBALT. co7Od>Lx&l
RBELTWK TENTERDNEVWSERIATES

= U
CeERLCBITBYET, D0F VT HEMBIETH. YO~ BNV F

N—F 7% FE>T. ERERD/INT #—I VA EMHA
LNIWERA>TWEY, LT 770—F%Z4D0DL
NIWERFTWVWET, TLANIL 3] ITHITEFELTHE
LLEWERBWET, TNV 3] 1. SREORHEED
ZEL. RENE7 7O0—FZR>TVWET, LT
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R/ RGEGRHEZRHEOTNET, BRNEOEGZH
fed A—H—H D7 TO—F TCREZGHRIZRL
EES

Efe. TNV 4] HENGTRELNEEREINTL
BLNIWELTEELTVET,

Structure of the Prequalification Team

EHIFREEF —LDAVN—HERTY, by THWVT,
ZOTICERAT ) —RIDF—LHERHVET,
el T — Lo, BMEF—LDHYET, n/ltﬁ;i?-—
Lig. 2018 EASREEN. TDEICHARTRED DD
REBWTWEY, . BEF—LLHYET. N7
2—2 bA—)bF—LlE &, FEEREEF — Ll
BAY L& LT

°* WHO responded to the need of procurement agencies 223(9;;“3

- Member States for quality-assured health products, by creating and
applying quality-assurance mechanisms

s oo conca]
Q Origin: Q Origin: Q Origin: Q Origin:

Request by Request by Substandard WHOPES set up in

UNICEF and WHO MS to performance of 1960 for evaluation

PAHOto | | assess the HIV assays in of pesticides for

evaluate quality, safety sub-Saharan public health. In

quality, safety and efficacy of Africa 2015, WHO initiated

and efficacy of low-cost and > Response: reforms to foster

vaccines in the new FDCs HIV Test Kit innovation, improve

context of HIV/AIDS Evaluation efficiency, assure

national generic Programme (1988) quality and align

immunization medicines in » For initiation with other PQ

programmes response to & monitoring programmes

MDG 4,586 Tx

Q PQ Q PQ Q PQ inni Q PQ

1987 2001 2010 2017

=E M7 h —_ A~
WHO (%, FE%ZELT /B>, MEED=—X%

ETH/LILEDDY LY., Bai6LE. BHRICHTS
WHO DR L IBIET 22 L TEXT,

B, )7 TR MHUNICEF & PAHO (Pan American
Health Organization) h5&FE5NE Lfce 77 F 2D
BReMP. BMEICET 2B kOoNE LT,
ZNH 1987 F£TY ., TNLEIE. EESEHD 2001 F, 32
BrERAN 2010 &£, BEIRETIENI 22— bO—)UH 2017
FIC, BREEINRHRLIEEVW I RG> TEYET,

* WHO-PQ contributed to the
Millennium Development
Goals (MDGs):

« Eight international
development goals that 192
United Nations member states
and at least 23 international
organizations have agreed to
achieve by the year 2015

4. Reduce child mortality

5. Improve maternal Health

6. Combat HIV/AIDs, Malaria

and other diseases

C

s

TBESDAZA TR DI FVEEERITOVWTE
RZEHTTCVWEY, WHO ERIEREEIE. MDGs (CH#R L
TWEY, Fic. BED4, 5. 6ZEEZHLTVET,
INSOEREZTNTN. FELDRTXRZRRT S
& HERDBRZHET HZEHVIAR-IZUT
ZTOMDEREENRT 5 EZBELTVET,

WHO F7iER6EE. B2 TENRL. BREDEWVEE
max AFAgElc L, SDGs &1 Z/N\—=H)b « ANJVR - AN
Ly Y DEFEMICEMLTWEY, SDGs DEIZ 3 % 2030
FETICEHT B EICEMLTVE T, FETROER
P, FRHATREGERBDBD. EIEICET ENIVATTE
PR—PLTVET L. HBEEXRZPT I FICEALT.
RETEMD OREDRVE DA, FHEGME TRMT
BHTEICEFNLTVET, AfcbIidRBZRET 51
HIT, BRI Z P> THBVET, oo HRORES
BIEHLLTVET, HFICBELLTVLWBRALRITELELD
T, BRIGREEEWVWS 7OV S LDMESNTEH Y. FFIER
MAESZZAATELEHRTOCLRAAEINTVET,

RE. HFEIOFVAIVRICEDBREENRELTL
£9, b RRMES T EIcHE B BB L TDFF
e, AREZRWB LT ZEEZ. T CICHROTEYE
T mEMRIEINEY TR v VEERE AFOIREL
HDICT BfedlT. MFHETR— b ETO>TNEDT
9, Flee 70— /VUIGEE LT, KEHLFET BEFC
WHO OERIFRFEDN 7 OT 5 LEHTITASL51CLT



WET, BIEELODBBEE LD —RICHIST B
TEEBENELTVET, B, BRBERICEEDNT
WA AL ICHREICHEGEERSD B & 51, BHIRE
DTOLREFTO>TVEY, FHEORKIATIF U E
BEEFHTZT0FUADT 7R, BEFICH
TREICHOTVET,

PQ will contribute to the 13" General Programme of Work

2 (GPW 2019-2023)

Q “The Organization will continue to support the availability of quality-assured
generic products for procurement by global agencies and countries through
the WHO prequalification Programme, which will evolve to meet the
changing health needs of countries.”

Q PQ through the EUL will contribute to:
= “ensure that populations affected by emergencies have rapid access to essential

life-saving health services.”
= “Ensure that populations affected by health emergencies have access to
essential life-saving health services and public health interventions;”

Q PQ will contribute to the Heath priorities:
= Women, children and adolescent health

» Reduce maternal deaths (maternal mortality ratio) by 50% (RH)

» Reduce the rate of under-five child deaths by 30% (D, Vx, Dx)

> Increase degree to which contraceptive demand is satisfied through modern
methods by 10% (RH)

Increase coverage of cervical cancer vaccine by 40 percentage points (SBP)

v

HEHLSY21X—TTHEO>TVBREN DV ET

FROOFVAIVAITK > T ERT ENTEHEIC
g AENTHIMMTVET, BRENEL. FHEL.
EHISERCORETEENSTETT, BAA. Th
WS ERIEREEDFHME S IERIDED T H. Blle kS EHE
TEEXROFERHFAIZHLTWET, e, EERET
EERTAHIE. SEABRORCEERK TSI E. F
BENADT IV F U HRETH L. BEEOFER R
fedcEimES, 7O LICEHTVET,

- Prequalification workflow
For each type of product, prequali ion includes a comp ve dossier
> assessment and a manufacturing site inspection, as well as other product-
specific elements of evaluation

Expression of Dossier
interest (EOI) issi
NRAvuncnonamy
Programmaﬂcsui!ab\lwy
Follow-up
mspecmn
Assessment Lab Inspection
] Follow-u
\. Higr

Prequalification decision

- Maintenance and monitoring {7 -
B Collaborative registration _ Ha

ERIEREEDT —7 70—, I& C&HIZ EOI(Expression
of Interest) TV —2 7 O—H\BAtaE N BB55E4E (Dossier)
MRHEENE T, RV U—Z V7 HhTbhn. BEZED
FHEETONE T, ZL T DI FDFEICIE. ﬁk;
DEREZTVWET, T LT, BFZHEOTEE. RS
E@E%%%%L\ME%E%HV$T0$ﬁ%ﬁ?%
FEY B EWDRITE LIRS, MEMICEZ2 ) T %7
WY, 77FVDBEIE. EZ2) 2V TFEEZTL. 5
AERHENTEHNBRTHEINTWA T L ZMRLE T,

1. WHO H5iii8it 7' 11 'S L OB

PREQUALIFIED PRODUCTS

Diagnostics Medicines Vaccines Vector Control
In vitro diagnostics (IVD) || Finished pharmaceutialprocut || Vaccines (Vx), Immurizaton VC Products:
& male circumcision (FPP), active pham ingredient device (ImD) & cold chain FPPs & APls
device (MCD) (API), qualty control lab (QCL) equipment (CCE)
¥ HIV/AIDS v HIVIAIDS /24 priority diseases, ¥ Larvicides
v HepB ¥ Malaria covering all vaccines ¥ Long-lasting
v HepC ¥ Tuberculosis required for routine insecticidal nets
v HPV v Diarthoea ¥, HePB || immunization ¥ Indoor residual
v Malaria v Influenza 7 HeP C || Eigibiity criteria for spraying products
¥ G6PD ¥ Reproductive Health evaluation includes + Space spraying
v Cholera v Neglected tropical NRA functionality & products
+ Syphilis diseases (NTDs) programmatic suitabilty

73 VCPs

‘ 80 IVDs ‘ ‘ 2MCDs
(70

‘527FPP5‘ ‘139APIS‘ ‘ 144 Vx ‘

‘ 49 QCLs ‘ ‘ 348 ImDs/CCEs ‘

ENRICROSNRBEFLHTRRLTVE
T DI TYA PERTVER L. EBEOBRIE >
THVET.

PQ measures to reduce manufacturer time, and total
time to prequalification
- PQ provides advice at any stage before, or after submission (F2F-meetings, TC, e-
mails, speclﬁc pre-submission meetings) — PQ is accessible.

Pre-submission meetings now mandatory for all new applicants since late 2017

- Strict response timelines for manufacturers introduced — 30, 60 or 90 days
depending on the deficiencies — since late 2017

- Common Deficiencies in FPP Dossiers — additional guidance to manufacturers - Feb
2018

Annual Quality workshop for manufacturers: 1t in July 2018 and 2 in July 2019.
- PQ develops/updates product-specific guidance, on an ongoing basis, e.g. BE
study design, Q&As (ZnSO4, MgS04, RH products, HVAC, TSS, TGS,...).
- PQreviews final draft BE study protocols, before study start.
- PQ does an in-depth screening of dossiers, to ensure that dossiers are complete
before start of full assessment. This feedback is provided to the applicant. The
screening checklist is on the PQ website.

- Model dossier in CTD format to guide applicants (2016) and for IVDs
- Alternative lab performance evaluation for PQ of IVDs
- Expansion of the expert pool — annual clearance

TEETELHRERD T &K > T EHRRETEEL.
RN T COEZRERI ST L 2BIELTWL
£9., BRGREIDERBIEZHILT L OGHFEHEZR
HIBDIEHKETT, AHIF. BRODEHBDHFLER
ZAREFM>THBIET, X—hH—Ild. FBRRAOERE
BEEBERIGEETBITNIEVTEEA, ZLT. EBA
CHFEERERLT L. EEAARERDA—H—ICHL
TLEHLNHAMNTE Y. BRDA—H—DRGEH. Fhfc
S0 THA MBS EITEYET,

Tlee D0 FURIFTHL EXRICBLTE. Ffl
FREHEISLTB Y TS, A1 R T v 7EFE>TVET,
e, EMEFNESFEOTO N I—IVEE>TEYE T,
A—=H—ICT7 FNA ADREETo>THEVET, #hfeb
d&. INTOT—REBELIEHEIC. RIEWGHEE
HLET, TLT o RESRDONT +—< 2V AFF
MmETVET, TOVOHFEREREO 7OEXIE. D
KON TEATVELT,
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Fast track to prequalification

Good quality prompt, complete, gooo’l
. quality responses to PQ’s
dossier at + )
o questions, throughout the
submission
process.
BOSVHFEZEIE. FVRBRVEFREIDO 70X

HBHRWVET, BEOBETICMAT. ARTELRE.
A—H5DEFFREDERICH T 2EDRVEEDAF
ENBHTET. BHGEINAIREICAEY £T,

13 Benefits for stakeholders

> WHO prequalification serves as a guarantee of good quality for
health products, is a reference in terms of internal technical
expertise and has the power to convene external expertise

v Access to quality-assured products, adapted to their specific needs
v_Accurate prevention, diagnosis, and treatment

WHO Member States & NRAs
v Reduced burden for regulatory approval

v Increased regulatory capacity & harmonization of regulatory practices in WHO MS

v Implementation of specifically developed and road-tested international guidelines

v Access to quality-assured products

Donors, procurers and UN agencies
List of prequalified products

Increased availability of quality-assured products

Monitoring quality of prequalified products

Healthy market: diversity and affordability of products

ANENENEN

BRIEEICK DT BETADLANILHOSEZNIL,
BOBWRIEEENEEMAFICEC EWVWDI T LT,
T-RIERE DD REENZ LEVSTETT. &
EnZ/Eho RN, BaEREEEFDUAMDHBT L
IC&2>T ARICEETACRZESH B ENTEET,
BFEICEAD DB/ S RNE. BOSVWERHAFH
BBHEVSTETY, MHENSRZ L. BEDTO
TABERLTZHENDTETT,

BEIC

14 Benefits for stakeholders

2 WHO prequalification serves as a guarantee of good quality for
health products, is a reference in terms of internal technical
expertise and has the power to convene external expertise

Manufacturers

v Access to donor-sponsored tenders

v Faster regulatory approval

v Timely assessment of variations and changes

v International quality-assured product status (improved image)

v Recognition of GMP status, beyond prequalified products

v Increased capacity in quality management systems

v Target Product Profiles

v Harmonization of regulatory practices within WHO Member States
v Reduced operating and manufacturing costs

v International recognition of prequalified QCLs
¥ Technical assistance and scientific advice

A=AH=—D5ENE LYEBWT 72X E W<DOD
DEALZTELERDEONSLEVSTLICBYET, B

AIEREEIC K o C. BERICEHARICFHMEALZ T 5N,

DEVWEROERNEER *?%bh%c‘:b@té:'é‘@%

GMP (Good Manufacturing Practice : FE & &% U EZER

NBDBEEERUOREBEDOEE) | DRAHE S

GEEWDTETYT, Fe. MEBEDIRICBEVNTE X

Jw bBBYET, FHREICOVTIERIFESEFELLET,
’ The collaborative procedure enables NRASC;ICIJab;?(;Zleer;;ed;;;;

registration of prequalified products so that they can enter local
markets more quickly

» WHO PQ shares the reports that served as the basis for the prequalification
decision, so that NRAs do not conduct assessment and inspections

> National registration based on PQT evaluation

« Voluntary for both applicant and NRA

« Product and registration dossier in
countries are ‘the same' as prequalified
by WHO.

« Shared confidential information to support

NRA decision making in exchange for
accelerated registration process

Principles of CRP

Days

« 'Harmonized product status' is
monitored and maintained

WHO-PQT: Looking to the future

Gradually expand scope of PQ to cover more products on the EML through:
+ prioritisation and gradual scope expansion
— NCDs (Cancer/SBP pilot, Diabetes/Insulin, Hypertension, Antibiotics to combat AMR, etc.)
« Public consultation on expansion of PQ of IVDs ~ approved by SAGE IVD:

1. Leishmaniasis
2. Tuberculosis
3. Zika virus disease

6. Cryptococcal meningitis 14
7. Gonorrhoea 4
8. Chlamydia 14
9. Schistosomiasis 13
10. African trypanosomiasis 13

4. Dengue fever
5. Measles

— Gradually expand the mechanisms for PQ through:
« Expand the abridged assessment of products approved by WHO Listed Authorities assessed
using the GBT + evaluation of performance.
* Reliance on quality assured regional-network-joint-assessments.
— Expand mechanisms to evaluate new products developed with special focus on
LMICs and emergencies (PQT, EU Art.58, Swiss MAPGHP)
— Expand risk based approaches like ERP, ERPD and other mechanisms - Snake
anti-venoms and other products on the EML.

TRTCDEFERIAEDLEFELITTOEWVEEZ T
£9. ATA FICUXFENTWVWEDIE. TNDBIEK
DIHRICIZZBEHEETT, TOURME. ThhS5BIEK
LTWEEFT, RESROFHMICEHLE T, Bristele
RIFEEHEDICOVTIE, RRGEEEZTOLDICLTV
XY, TNHSE. URIR—ROT7 TO—FITDOWT
FIFEBFLLE LA YN\FLUEm7 7 ) AIBNT
b, EERAMEIALTVWEET,

Why expand the scope of Prequalification?
QO The regulatory systems of 75% of the member states are below
maturity level 3 — unable to assure their population of quality
assured medical products

O THEREFORE:
= GPW13 (2019-2023) recognizes the role of PQ in contributing to
access to quality assured health products.

» “The Organization will continue to support the availability of
quality-assured generic products for procurement by global
agencies and countries through the WHO prequalification
Programme, which will evolve to meet the changing health needs of
countries.”

= The WHO's five-year plan ‘Delivering Quality-assured Medical

Products for All 2019-2023’:

» Strengthen and expand WHO prequalification

019/WHO_ActionPlanWeb.pdf?ua=1)

(https://www.who.ir

BEINZHBLARLTWDEWD & BELETHHEE



Take home messages

v PQ responded to needs of members states and contributed to
objectives and targets of MDGs and SDGs

v The WHO 13t GPW (2019 — 2013) recognises continued
need for PQ which will evolve

v PQ has been recognized as a stamp of quality and a point of
reference for QA for UN, International, regional and national
procurement

v PQ has been instrumental in building national capacity for the
manufacture, regulation and monitoring of medicines —
promoting harmonization and convergence

¥ PQ has put in place measures to improve sustainability and
transparency

v PQ is evolving and adapting to the needs of the time and
future

19 Contacts

Prequalification team
Deus Mubangizi
PQT Coordinator

mubangizid@who.int

Diagnostics Medicines Vaccines Vector control
Carmen
Irena Prat Matthias Stahl Rodriguez Hernandez Marion Law
.int int int int
Inspections Technical assistance & Collaborative
laboratories Registration Procedure
Johanna Gouws Rutendo Kuwana Luther Gwaza
int int int

PQT: Procedures and websites (1/2)

+ PQmedicines:
> Procedure: Annex10.pdf
> Website: https://extranetwho.in
> PQlist FPP:
> PQlist API:
+ PQBTPs/SBPs Pilot:

> Procedure:

pilot BIPs June2018.pdf2uo=

> Website: oroducts/en,
> PQlist: PQ.List v2

+ PQVaccines:
> Procedure:

wality/TRS 978 61st report Annex 6 PQ_vaccine

2ua=1
> Website: quality/va_index/en
> PQlist: htos:/Jextranet.who.int/aavi/PQ_Web/

+ PQ Diagnostics:
> Procedure:

> Website:
> Palist: listfen,

1. WHO H5iii8it 7' 11 'S L OB

Bz, ZTLTRARBEIFSELTWEHTY, ZL PQT: Procedures and websites (2/2)
TH@IEE LT, BaiEtabidREDIFEEL L THRIIEN * PQ Vector control products:
TWET, FEOHBICOVWTEHZ ST,

> Procedure: 071 001 procedt fPuas:

> PQlist:
+ PQImmunization devices:
> Procedure: http: h auality/pas
> Website: uality/pas
> PQlist: bt b
+ PQ Quality Control Laboratories
> Procedure: annex3.pdf
> Website:
> PQlist:
+ PQInspections:
> P d website (Mx):
> Procedure (DX):
+ PQHuman Insulin Pilot>
> Procedure:
> Website:
> PQlist:

auality/pas type=device

21

THRELNSENIE, TO5WVWofcETAIcOVEY M
o TLIEEY, oo BEGBHRIZTDY X MFTAN
THOTHBVEIDT., TERIEEWL, HUHLEST
TWE LTz

ERFEHI BETOF v\ T A ZIALTVWEET,
BhE. EFORH LER. TNODFMENE - ez
EHTWELT, £fc. HOWBZFRTHAANRMEZX
ELTVETY, BAME EIFTOWEE Y, BaiEREEIE.
Z5 LIEEBAIPSIND 5L EBEAEILALTVNEET,
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WHO H[RF ik Ti &

The Collaborative Registration Procedures

AIWVRAY

WESR

T7IA4Y TP TIAVERLET, EERODE
FIEREE COFHMEZEE L TVE T, FbSld. FETY
H BEEICDOWTHFEL LK D EBWET, Collaborative
Registration Procedure (CRP) (7 #—HRX%&EHT. 2D
DIN—MRIFTERELLET, AEEZROFmZ L
TEVEITDTERERD CRP ICDWVWTHFEL L. ZDE.
TIFYDCRPICOVTEFELLET, EETALTEL
D& EERETIF UG MimE LTOEELEN
FITDT. TNTNOBPFIEETCOEHE L ZETE T
EET,

T TELDBEIFENETA DD ETH, FEE,
ZE—TU—IVRAY THBEATHEENE LIk, B
ICiTEE L. TLETRELD, fldZa—Y—
Y ROABETIDT, Ja1x—TEETIEHY ETITH.
ELRICVTTICES>TTLEICED > THEEE
Ko LE LTz, BEIE. 701V 5 Y FICEEHIRRE
MERDE LT, ZESLDDTY, GHEIDFEZL
TLBEHEVNSE, TNIEFETITHINDA A =I5
TY. BIhDFEZT BB, EAGLTEIWNTGELDIE,
HITESDTORMHEWVNSTETY, FIZIE. THOEE
DEERFICEDTDRIME. TAIVT Y FDZEFICED
TOENEIESDIFTY, BRARARFICE D TIRVE
BEofeh 7AIVS Y FARFICE>TEZE S TIEG
DofcEWVWDTETY, TITDT. fTNIcE. WAWAT
EZRPIEATVNBENS T EEBFELLET,

WHO [ 358 ity B R A
7Y Bh=Z— <+ T 1A% AntonyFAKE
WHO 7 7 F > B
e RYXA A Carmen RODRIGUEZ

What is Success?

Prequalification:

To prequalify quality products as quickly as possible.

Manufacturer:

Registering the PQ'd product as quickly as possible in as
many countries as possible

FHI0EE (PQ) ICBWVWTH. X —H—LFTcE WHO
BIDWRHDA A —DIFESDE LNEEA, BIZIE F
ICEZERICE L TOEBERIFRE TR, AcBOMIhEE S
DIF. TEBRIFEPHNCEZ L DEDDEFIELZT %
ZETT, TNHRCBDRET, HREZRILTPO
TVWET, —A A—=HA—ICE>TDOEMEES> NS E
DTL&ID. BRIEREDTHDLIT TIERDY A,
ZNLIRIC, BBICRRZERT I EHNFENTLS DI
TY. FBEALEDZA. A—H—HEFIEREEZIRY . &R
FTCEBRLDICEBICIE. RFETHEDLBITAREIN
TWEITNEWTEEA, TIDT, fhificbDETAT
DTOLADBRLIEDZERVEVNSI T ETRHIVET
B A=A—ITE2TUE ZTNLURICZTDETRIFAN
SNTHIHZICHT ETAETRTODLEIFNIEEWVIFEN
DIFTT, BEETADERTEZDN *—H—&LT
ENFRWFIANEMASNZDRE. WAWALI L%
ZABTITNEIWNTEE A,



2. WHO JLJn] e Tt &

feBE, 3DDTENFEIFOSNET, 1 Dld. WHO HFEF

Questions #t= (Collaborative Procedure) EEHNTVLBEDTTY,

1. What is the highest number of country submissions you 2': E‘ %E E’% _5 t’— (9% TC fC ;‘\‘E i _a_" 22 E "3:‘ Stringent

have made for a specifc product? Regulatory Authority (SRA) DFHEFHETT. SRA I
. What is the sh i ion ti u havi g~ = =

© encounerear e meyouhave EXRICBLUTREDMAT. EESHEERR. 7

TFVEVEEERAITEVD T EEBNGEWV TV R

Our solution: Collaborative Registration Procedures :ETCL‘& == L\ij Egﬁ 5.(_9._ 35 E LE!: i’@iEJZ’C(D

FHBETY . THIEABDOFETIERRMACZY TTH #

B COHEICRE L Tld. WHO 1371V — T5HEAE1T> T L

¥9., BHROEICH L T—EICFHEYT 5. ARFHEE L

A—A—ICELTEZRIFNIEWFEWT EELT, | 2TETY,

2DODTENBHYET, £T. 1 DORGET. RATH
HEICHBEEZARET BT ENTERHTT, BHETAD
KFDOEFETIEFWOHHTL &L DD 20 AE. 30 AE.
HZBZWE 1 AERIFTTD, 2 DBIE. TOEDEREE
BN2%ET. RECEDSCSVDEBE>TehTY, FA
febDETATEFRAEE TEDRIFTAE—T 14 —IC
PorlLTH. RERICHEDONBETDEIRE TORHE
MIFEELD D> TLESTEEHYET, TNILREET
Yo ZTOETOERHTUGWRY, HAEFEETAD
FITESTWEWD T ETT Ly A—H—DRFEEEH
ETERVWEWVWS T EEEKRLET, TI T\ fhfeb &
LTEZTWVWBDIE. CRP TOEFINE. 7S AMHIHT
RFE9 AL CORBTY,

Applicable guidelines for CRP

Applicable guidelines for CRP

3/1/20 Title of the presentation

WHO collaborative registration
procedures £9. 1 DED WHO HEF#HEICELTTIH. AT

RS A YBD T4 FTABThTVET, ZhH5,
mmmmmmmmmmmm - : FHOZAI - LE— b EVNSEDEBIET,

Facilitated pathways to “transfer”
regulatory information & knowledge

+ Sharing information (assessment, inspection and testing results) that
serve as basis for national decisions — avoiding duplication
PRINCIPLES . vojuntary participation — reference authorities, participating authorities
and manufacturers/sponsors

WHO collaborative “SRA” collaborative Regjonal networks
procedure Project
Vaccines: 2004 AEou N
Medi rted in 2012 Project (AMRH)
Di Pilot 2019 g S,
Vector control: Pilot 2020 Medicines and Healthcare gk

Products Regulatory 25 4’}"-,
Agency (MHRA) =
20 African NRAs

CRP TOEHIFEEE HIZ CIRFTI 2 E COREZE X

EFR R ER Y 2 — 2020 4 2 H 11



Facilitated pathways to “transfer”
regulatory information & knowledge

* Sharing Informatlan (assessment, inspection and testing results) that
serve as basis for national decisions — avoiding duplication.

+  Voluntary participation — reference authorities, participating authorities

and manufacturers/sponsors

“SRA” collaborative
procedure African

'WHO collaborative
procedure
Vaccines: 2004
Medicines: Started in 2012
Diagnostics: Pilot 2019
Vector control: Pilot 2020

egional networks
ines  ASEAN SIAHR Project

Initiated in 2015
European Medicines
Agency (EMA)
Medicines and Healthcare
Products Regulatory
Agency (MHRA)

20 African NRAs

Typical application procedure

Applicant
l Submission

NRA

Marketing

D Authorisation

AHEHCDOWVWTHEFELLET, —MBIEFHRE T
BEEDA—A—HEOHRBICERPHFEITVET, B
ADZEIF. HBRIEEEREEKFRLSHEE (PMDA)
TY, BEIND &, AN GMPERE L. HEE L.
BEZ LT, TEREDFIZH LET,

WHO collaborative procedure

Applicant
WHO PQT / } | |Submission
o NRA

—
PQ Product

Marketing

D Authorisation

INH WHO HEFHEICE S E HEBEIZRCTI N

A TEFIEREF — L (Prequalification Team : PQT) H
FELEYT, BFENASRRFZ L. ERLEVEZD
ERIRAERITE T, INDERBICEETY, BHFEIL
EFIARICEWT, B DOFHMEREECERREE L
BEZSREYIT7THILEIBVET,

Voluntary

Product and
registration dossier in
countries are 'the
same' as prequalified
by WHO”.

Shared confidential
information to support
NRA decision making
in exchange for
accelerated
registration process

'Harmonized product
status' is monitored
and maintained

KEY Principles of
Facilitated Pathways

BEIERIF. COFREICBVTAREEET S L
ERRLGINEGY EEA. BRI 0 BEHNBIE
TY, FEICRVTY, TLTEEEEDEETENR
BEFED WHO ITERHFZ L ¢ thiicBhREZHFL
BHEEHBLEY, LT ERIKELT EEZHRED
S5DEDLSHENEDEICE WHO IFBBEALET, &
BZRARICHLEBTALET, TOPYERVICE>T. &E
HEH 90 AUR TRRZRET 2ENSIEDTT, A5

RIETOLVITNICLTH, BRIFOBATHSKDIC
BYET, TTTHHITNIE. HHBRFTDERANES A
BT EICBYET, INFBEENGERDHRETTH S,
BEITIED Y T, BEEHBICHLEHEIILTVE A,
AERREZHZHETEIRTOTHNIL, BRI
BRER—@MTEITNEVTEVEVSDOHREAITY,
BED, MEFROGREL/ LI T 7IBHTLIBYE
Y. TORDY, KELH/ELSARBEENZIFSND K
DITIEVEY, HEEICE DT Win-win DRERERZER
W&,

Win-win outcomes for all stakeholders

Manufacturers
« Harmonized data for PQ and national registration
« Facilitated interaction with NRAs in assessment, inspections

< A d and more predictable r
« Easier post-registration maintenance

Procurers

+ Time, assurance, availability

A—H—|lcE>TEELELDIZ. RLCEBFEEE (Dossier)



Z, BHOETEAZLVWDOILTY, HFESHEDE
Ja1—Ib3 4 51 ALEDEFEVET, BRETD
HEHO K VEAB CEXE T, e, BEFEZT S4L
BIZIET 7 F B8 L TIE UNICEF G E IRz LTIcBEE S
BITEWTH, miERFEE CORBIELEVSFIRD
HIET,

Win-win outcomes for all stakeholders

NRAs
 Having data well organized in line with PQ requirements

« Availability of unredacted WHO assessment and inspection outcomes
to support national decisions and save internal capacities

« Having assurance about registration of 'the same' product as is
prequalified

WHO
« Prequalified products are more quickly available to patients
« Feed-back on WHO prequalification outcomes

%@%%%'J%)%LCEEL‘CL:& EBREEBEEINIHE
BEAZITIRAZENTELT, HFVREBHNGEVWES
’(\\EE)\ EEGFTMMBEELRLTENTEXFIOTC. #F
BHIRICRD LD TEET,
ZTNHHSEDVEDEELGDIE. BKEREBIAICET
BLENTESREWVWDTETY, FRIFRELITER->TH
ZOREATHBICHEITNIE. HEDBERNTSHTEIET
EFLRVDT. EDFRNDEREHIERICEETY,

WHO collaborative procedure for
Medicines

Progress so far...

42 NRAs and one REC

Armenia

Ethiopia

Pakistan

Azerbaijan Georgia Philippines
B Ghana Rwanda
elarus Seneqal
Botswana Kt SierragLeone
Burkina Faso Kenya C
Kyrgyzstan South Africa
Bhutan "
Lao PDR Sri Lanka
Burundi
*Caribbean Community Malaysia Thatang
(CARICOM) Malawi
Mali Uganda
Comoros M bi Ukraine
Cote d'Ivoire 0zambique st
Dem. Rep. Congo Namibia ng%': an
Eritrea Nigeria .
Zanzibar
Zimbabwe

* CARICOM

As at 24 Jan 2020

RELFTOEHICTOVWTHELLEY, 2 AEHDOEHF

HDHEBFHREICEMLTEY EI,

FVELEDT,

77 ) H RIS
77V AREEDHZNTI DN

7ITIC

2. WHO JLJn] e Tt &

HEEDOTEVET, 7
%%ADT%TBUiﬁ'O

CEBI3—Ow/N, IBYE

Registrations by therapeutic
area

Tuberculosis
22%

HIV/AIDS Reproductive
50% Health
9%

Malaria

4%

Total registrations: 494
(As at 24 Jan 2020)

BERINEREONREABAEIEHECRET T & HV/ T
A ZXDESLSWVTYT, WHO DREDVEEEWD T & T
ZDEITREBEDBHFDEIEGHHYET,

Registrations by country

Phiippines ~ me— 29
Bolowin’, me— 2

Malawi
Ukraine

—— 7
Namibia - se— 22
—_————

No products registered or under
review yet: Azerbaijan, Belarus,
Bhutan, Comores, Georgia,
Kazakhstan, Malaysia, Pakistan,
Rwanda, Sierra Leone, South Africa,
Sri Lanka, Uzbekistan, Zanzibar,

As at 24 Jan 2020

20 30 40 50 60

Elc_c‘:d)ﬂﬁ%’:"ﬁkb\tt‘?i"d'c‘: 7 hEER
WFTIEEL. RERERET YT %T“ﬁbh?b\iﬁ'o
'7754?‘%35’)?3'0 CDELSICHRAFREF, 2
RTEDNBLSICBEOTEET, PR ELEERT
FIFBICHHLTVET,

Nu.mbel_' of 494
registrations
Median time 92
(days) (IQR 47 - 185)
Registrations
timelines . N .
Proportion within 50%

90-day target

NB: Timelines are inclusive of manufacturers time *significant delays in
addressing jons from NRAS.

CESRETHEELATARTY, HED SRR
EFCOHBEOHRREIF. 0 HEELLZO>TVEY, A
eb5D% =5y FNEIFER L DDH B EWND T &Iy

FE SRR 2 — 2020 4E 2 H 13
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£, A—H—DARHFELCREBVWETHA 28LL
DT &lE. —EDEICEWTIEBREDEEMEICLEXT
10BLELGZODTWVWEREWVWSTETT, DX VEREE 10
PDINNCTRECEBDRTEIBNET, A—H—IT&>TIH
BICBHDHZTOTSLIEERVET, ThhH WHO
BFHETT,

Facilitated pathways to “transfer”
regulatory information & knowledge

© Sharngmiorman
PRINCIPLES . o

(mgre ults) that
ccccc
uthorities, partic ptg uthoritie

“SRA” collaborative
procedure
Initiated in 2015
European Medicines
Agency (EMA)
Medicines and Healthcare
Products Regulatory
Agency (MHRA)
20 African NRAs

WHO collaborative
procedure
i 04

2DBDOFrEIE. SRA HFEFHTE (Stringent Regulatory
Authority Collaborative Procedure) EMHENTWNEEHDT
¥, SRAIE. ERRI—BBELIZFHETT.

“SRA” collaborative procedure

Applicant
/ i Submission
SRA UK MHRA
NRA

<———
—

Marketing

D ‘ Authorisation

BEE. SEER. 2 LT —FN\—T 1 —DEi&%
HEIZHE (SRA) HBW2DH. SRAHEBFHEICEYE
¥, SRA ELTIE FIZIEAF1) XD MHRA (Medicines
and Healthcare Products Regulatory Agency : & 3 & -
EEEGIBEIT). H 50N EMA (European Medicines

Agency : BRMNEZERT) TEHZELET,

- Innovative and generic
medicines

+ Products approved by special
routes e.g., US FDA tentative

Scope of products for approval, EU Article 58, Swiss
SRA collaborative Marketing Application for
procedure Global Health Products, etc.

- General principles of operation
similar to CRP

- Decision to apply the process
for specific medicines resides
with respective NRAs

WHO HEFHELRALCTOL AL REELFTHL SRA
TYTITEREIN TV 2mBZERMEDS 2 MDEIT L
THFZT H5AIC. SRAHRAFHREZEDENTER
¥, SRA LHFEDE CIEREHB T HNIHRBENE T,

- Facilitator role:

+ WHO may actively facilitate information
exchange among involved refe rence SRAs and
NRAs for i
highly therapeutically relevant for WHO-
supported treatment programs.

« Collects information about the performance of

ROle of the Procedure.
« Posts lists of participating NRAs and
reference SRAs (including reference SRA
W H 0 conditions with information sharing) on its

website

« Posts list of products approved through this
route

-+ General principles and tools can also be used
by NRAs without active involvement of WHO:
model for reliance

BEGRAVMELT. WHO T 7o T—2—4¢Tx
DEY, DY, 1BHR%E WHO TEHTH T EIELEYE
ho FHREICBVWTIREEDBFHREREFICHY R— b
LEY., SEDHEBICE. TERDEFLHNIEX. T
BEEODZENEFLHY ET, FIZF. FHbREEZSTE
EOYU/MEScE LET, AfeBHATR—FLT 7
OEARRL—=XITHENAELDICLE T, ZEEHBTHE
DERED D o IHEIIE. R BHBRICEIF TTR—
FLET, TORR. BRFRENMRENE T, e
BlEREmETIGICHT T TERRICT ST ENBETT,
INH SRA HEFHETT,

EEMOBFELICBEL T Yz v IEERIC
HZERO>TVET, LHELGEHS. FHEHREICTEL
TEFSTEDTESFHRELLEZO>TVEY, Zo50L0
LB T, SHICK > TEIRRDED B ELHBTL &
S, ZE5LBENGELDTHY . HWRAOEHY LA,
WhaE5REEE LT SRAZREE/HNR TS LT
AHN EIFEDWHO HEFHEDTOT S LEIFED &
ZATY,



20 Participating NRAs in the pilot

SRA procedure
Botswana Ghana Senegal
Burkina Faso Kenya Sierra Leone
Burundi Malawi Tanzania
Cameroon Mali Uganda
Cote d'lvoire Mozambique Zambia
Dem. Rep. Congo Namibia Zimbabwe
Ethiopia Nigeria

Participating SRAs:
1. European Medicines Agency (EMA)

2. UK Medicines and Healthcare products
Regulatory Agency (MHRA)

**Rwanda & Madagascar participated in one of the
meetings/procedures (as an observer)

Median time to registration for the
pilot

*Including regulatory time and applicant time

Median Time (days) to Registration

2015 (n=4) 2016 2017 2018 (n=4) All (1=40)
(=17)  (n=15)

RE. 20 HED SRA HEFHEICSMLTWET, B
BFHOORMKREE COBEIZ. BRIF WHO HEFHiE
ERLC 0 BTN KIERAEETHRENSITET, HR
fEld WHO HEFHELWRWTT, LHL, taFEofid
DM EWD T EBEEZ D EHGLERVET,

EX@IcEBLT. mhcBrEbSYELIES. UK
IFHNFTLIEEW, DT LEVIETNTERDUET,
BWT. DO FVOBERICOVWTHEEEZWLERWE
BO&ET,

For further questions
please do not hesitate to
contact:

Dr Luther Gwaza

gwazal@who.int

2. WHO JLJn] e Tt &

CRP for
prequalified

vaccines

moIF

ORYTR TUFOEFEREEICHITS CRPICDWNT
BELLET, ELBHITEELISHFEL LEVWERVE
T, EQOKSITTVIFUOFMBAD T 7 ) T—a vk
FoTERDD. TDAZA RICZEVWTHYET,

£I. 2004 EHSTIF VD CRPIFHRE>TVET,
2004 ~ 2005 FEICWHO DRFE7 I 74 71 Ah 5. F
AIEREEEH DT 7 F 2 DERZRET HKDICEV VT
ArDHYELIe, £LT. FAEBEHCEDILC MV X
HIEEVELfc, EESRD CRP HIRE S LIFTD 2011 ~
202 ENSIMEL>TVWET, FfeBIFRAICEDNTH
mOBEZRELE L, RREEHLH . TN
IEHIGTHEVWDCETRELGMBEZEBRLE L, 35
BRI EBEREAD AT LIZDT. AREAI—AARDT I F
VEWDTET, 77 HDRTHIBOERICE ST
FUEREL. TNEFBASELSICTBHDOTOLR
HREAAM TR T LE Lz, 2012 FEIT CRP DFHirEBMEDH
DL TRAREN, FABELDITEVE LI 2011 4
ICHREENHETVET,

TOESGB 77— a0k, BESHBUAMIC
TOWVWDeTEEPITENWEWVWSIBNEENRH S EHT
DOTWVWET, BRERH/EE. HEHELAD. HEER
BT IFUEEREL LTVBESICIE. CRP EEL
9, TOFIEHNEXRRICEERATHD I EHDHUE
LIcDT. KB &lcFEE L, HBAAEERE
TUFIERLCTIEH Y FEAD. FIZIK. WEBILEH

RSP ER© 2 - — 2020 £ 2 H
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BAEREFERI AL, O bO—ILDEAHRLCE
SBEDNDEHVET,
BERMICIGEEIAIES WS LRV ET, 4
ZIE N\EVRODBEIAICIE. ZTOEEITAZBE
TRRODEBENNBELEWNS T IRV EYT, ZhH
ETY, LELBHS. TVFVIFEBRERS » AT
LTEVET, ZOMBICFESLEVWSIBEEHVET,
TIDT. BT F U HREDRBEEERIZ. K
FCESEEATVEY, %Y. EERITKREDHS
BETAERETZD—H. TVFVIERERGREP AT
BICEEBIHENDSELETANESIDTY, ThT. 5
BEIETO5WVWS77O—F&FES. BDOBEITIET S
W57 7O—F&ES NS KD ERICHET ST &
IZHZE2>TVWET,

2015 FITHK & 1F CRP &{ELN 2016 FITEREINE LT,
BEMREZERTIVIF U OEBIREVE LI, £ LT,
KRIERDKSICHEY F LT

87.40Easyfive-TT 10 Vials
Eupenta Carton of 1 dose

S 8.5x3.8x4.5
LG Chem Ltd Ethiopia

Panacea Biotec Ltd

imer
304.10cm]

20/Deci17

Eupel ton of
Dimensions 8.5x3.8x:
304.10cm]

Vaccine

" LeChemLu DRC 23/Mar/18
s

registrations

LG Chem Ltd Ethiopia
Eupenta carton of 10 vials LG Chem Ltd DRC
(100 doses) with

dimensions 11.6 x 4.7 x 5.3

20/Deci17
23/Mar/18

om
Euvichol-Plus (Cholera) 50 EuBiologics Co., Ltd.  CARICOM

336.1095¢
Euvichol-Plus (Cholera) 50 EuBiologics o, Ltd.  Nigeria

336.10905°

12/Apr/18

6lJun/18

INETICERLILmETY,

Number of
registrations
Median time (days)
Nos of products
within 90-day target

7

184

Registrations

timelines

+ NB: Timelines are inclusive of manufacturers time “significant
delays in it i ifications from
NRAs.

BRODZALTAVTY, BRALIEWRA Y FTIH
FrebE LTE FlEZEDL Y, BFREEHFDT T F
DfHDIN1OY FEAETTOTVWET, DFWU. F
BIEREEEH DTV F DA —A—ICED T, ETHE
BREKEZFOERVET,

BZIE NTIvIA4VTIVI VY, HBHWNETL

YTV IT0FUIEE VHTIERT EZHEDDH
&I 77 AICBIZT7 7Y T— 32 %1751céd.
ROEEHZBAELTVET,

B HEERICEEZEWVNTE Y. KICEFIEEE
IcH1F % SRAPZDMDYFEDHBEFRZEEHEL T
WEY., TRSTHIMBDT 7 FUZFIEITETH. 7
TFDTAEADNMTONTE cbh T 7)Y T—
VarveEFVWE L, IRV TFEBHL. KET
BABESICT BRI, BT 7V T—3>D
‘EZRLE L, £fc. EMADEEGRRBIZRL.
EMA. WHO. 77 ADEELBMFHLE L, Z£L
THtEg Ry T =0 DN BaOFHEICHAILE LT,

IITHDTLEYZRDYICLEY, HaDsiiz
HBRICITO2EVWDITETY, BERBEREVITVA+
FICHOTHVEY, IVRRICHENMEZADLDICE
B&5lc. ABRBAHALTVWEY, TERSHYEL
OBIFESRIFLIEVWERVET,



L[| 2 | HERSEMRTT 1 AHyay

Ag (BE) ZTNhTR 5 CRRVIELELEL2
DOTLEYT—2avIcDELELT. TEMEBZS
LIcWERBWE T, CERIDHSHIEEFELELL
L&,

BEE1 741 7%&ED WHO HEBFHE
Procedure). ZNH'5 SRA DHEFEIFHFHENH Y £ LIzHN
TNZNUIEDLSICRLVDTLE DD, 7T—X2D
TS LITEVTIE. EBE5RRBVDTLE DD, fl
ZIE 7 T7VATIEOHAHLTL & DD, ZNENDFHE
EDN ESWVSAY Y MHHHT. EDKDITENTVLS
D BATWERITETITLEDD,

(Collaboratwe

749 S5DOTERMIE Collaborative Registration
Procedure (CRP) UEDEDHH Y £ 1, BRT—4
HEIINIE. BRIEREEHETET B XX T 1 v MEHE
By £IH. CRPIFRAIMNICIEETIEE N EEA. B
AIESEEICRIL Tl EIFERL EIFT-RBFREORD )
AbEFEVEY, RUADTIVFEZ5TY., 57
5&E. TUFVOBEKRAENBETTDT. EETZN
ERELTW T EIKBYET, T RITHEN
TERANMEZGWVETIE TERVWEELrHVET,
ARPOMBEZRL LD EWVSHEIF. EXERIE SRA
DHEFHEICHEY T DT, WHO ORIMTERFIICHEE
LW EITTLL DD,
Article58 EWSFHREAI—Ov/NITIEHVE T, ¥
NS LUEDT 7 ABEICEWT 7T —X3ICA
%@T%h&ﬁm@@ﬁf%ﬁkﬁbT\t®iva
BARZ—ADHZDH. ESVWSIHREL ZDH>TH
CDIEFRWERWE T, ZLT. ZOERHBEARNICE
SV BEINS Z2Dh B L TWZWT. SRA H
FAFEHETETVET, HROEHIMALZERET S L
WO FIEICEY £,

BRE 2 WHO OERIEREETIE. I1SO ZIE L. 4L
ERRIBICHRES T &I TVWETH. BRI NS
JAMDESBEEDIEHBDTL & 5D EHERMERICD
WT. KVBGER >TEDBWMEEEHDH ST —42H
HTLK AT ELEECTE S L D GEEBRERD ) X MMEdH
BDTL&EDD,

7149 RELGUVAMDESBLEDREHY A, 5T

FEAILAY (ARUFTR) BERBALE LD 77 F
VITELTIE. BaisRaED&EMAIE NRA TERAITAN
FRWHIFTY, BERZ LT, BYICERINEI LD
BERTENERWVWHOIFITYT, BoLr o2fc & DEHEERD
DR MEdYETA, WHO IZEFETES L TAEED
£9, bEAARELIEVERBICELVET, £ES50o
TABAIMEEE L TLBDHICE KW ET,

EHNCEALTEVET &L IFEAETY XU v IIED
WP >THYET. BERNICIE. EMFEHNRFED
HEZPO>TWET, EEARD CRO (Contract Research
Organization : Z5EMAZEHED) IFETHRVLDELD K
SHERIFLELA, L L. H25EE L TERED
EEVWSKSIGERYR—MIVITYA M ETREEL
FY, HRCEICERAELETDT. TNHBE[LFED
CRO fz&lFBoiEn T fcEn

BIZITEMFHNRFHEDORRZIT O DI, GigLTc
RO HNIEBRICTEL IO HEREBEREVSDIFT
l&H Y FHA. CROEWVSDIE. EMEHNEFMDRER
HEEMICPO>TVWRETAEVSIERTEDTVET,
HADO&E %A ASEAN BBEHICFT Y W E WD IHE. il
DBy bT—=7TITOT. 1 AERTERZ TN,
ZOMD I AETERSKERINDEEZOSNKT,

HHMERDDBHENCH DT, REEFBLLE. DFY
ERMAESEINE SN EWVND T EThHNIE, BB
iEhEh. BIRAIEZANEZTREERNZSESHE
W2 ZEIFBESEVWTT &R, ZTDETANKRET
T, BEIFERICTOVTTITDH,

HHE 2
—(“_9’_0

Rm. VI7F v BERER. ENcOVTh

749 TiE EFNOWTEHLLEFETH, &HEED
ELLITbN L&V S 2 ETHNIE, FhfeBIc
EDTRTREDTY ., VAMGEERBY A,

e MlcWhHDHBTLL IO,
NTIERREDH 2A. HUHhESTE

LAHELWCL&DD £
TWELf,

FEIFRERR RN X ) — 2020 4 2 A

17



18

o WA HET YIS F5U 2 I A

Critical Success Factors for Diagnostics Companies

Competing in Low and Middle-Income Markets
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CRITICAL SUCCESS FACTORS FOR
DIAGNOSTICS COMPANIES
COMPETING IN LOW- AND MIDDLE-
INCOME MARKETS

INVTFLR 7YY T—y flRE /8= —
IvF—+ L—5 ¢ — Mickey URDEA

Outline

0 Background on Halteres
0 Why do diagnostics companies fail?
0 Insights from business modeling

National Center for Global Health and
Medicine, Japan Seminar, Tokyo, Japan

February 12, 2020

Mickey Urdea, Founder and Partner
Halteres Associates
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A—714— FAWEE3IDODTEEHFELLIEWERWE T, 1DBIT. NV TLAEHARE S WS 2HEDOHE BN
LET, 2 D8I, GERHEBROSHDNEIBLTLES>DN. ESLESHIhTEZOLERFELLET, ZLT
3DBIC. EYRIXETINCDOWTHELLIEWERBLET,

Halteres Associates

00O OoD

Founded 2002

4 employees and over 150 associates (independent consultants)
In last 4 yrs, conducted 102 projects with 37 different consultants
Mostly diagnostics, some devices and therapeutics

Client types:

e Start-ups, over 175 to date

e Multi-national companies

o Not-for-profit Global Health

We do whatever they need

e Research, product development, manufacturing, regulatory,
reimbursement, marketing, business and impact modeling, raise capital

We are ‘Connectors’ and ‘Mavens’
e Based on Malcolm Gladwell’s ‘Tipping Point’

© 2018 Halteres Associates LLC
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Diagnostic Company Capability Assessment: BMGF Project

0 We evaluated 28 diagnostic companies (and others not shown)
Companies were assessed/scored by how well each did or are doing

QO The results were organized by phase of product development (growth
phases) in accordance with the definitions created with the BMGF Dx
team (2014)

a We defined three types of companies:

e Successes based upon reaching and maintaining sustainability at
least 3 years

e Zombies were identified based on their continued struggle to become
sustainable; in our collective opinion they were likely to ultimately fail

o Failures that are out of business or sold off for little

a For Failures and Zombies we identified specific events that we believe
triggered the eventual or probable failures

a We reviewed and modified our assessments with input from the industry
expert interviews to ensure objectivity, some of whom had direct inside
knowledge

a We are not at liberty to show the companies by name

(m]
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FhfeBld. FITV VERE KBERICOWTHERZREL. ESTNEHNT D0 ZBESMNc L TWEE L.
ZLT K ERDALBICHBALTWIEEE LT, RER. ERE. BERA N\ L M#EZEFOALBIC
WAWBEBHDLTWEEE Lc, HARICEALT. SRIFHEL EITFEEA,

Growth Phases 0 and 1

Q Phase 0: Design or Concept Phase.
e In the planning phase, no actual research or development activity is taking place,
and generally no funds are being raised.
e The intended use of the technology is defined here (use cases; voice of customer).
e The market size, the competitive and intellectual property landscape and a price
that warrants further investment.
e A target product profile (TPP) is developed at this time (i.e., market
requirements; technology agnostic).
e The design or concept phase usually begins before a company is formally
established or personnel are hired.
QO Phase 1: Feasibility and Planning.
e In this phase product requirements that satisfy the unmet need are developed
(technology specific).
e The process of finding and building the team is implemented.

e Much effort is dedicated to creating or tuning the technology, reagents and/or
software to meet target requirements.

At the end of the phase, a prototype product is available.
Ideally, there is a backup plan in place

Page 5
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ICHRNCIWBEGREND Y T 5D EINITTIEHD D TVEY, RED TR TOEEHIRE BRIERFETI D\
CDERMETI—AT—R (Use cases) ZEHRLE T, FEAER. RENBLGEZFMICRTVWELT, ZOKRTH
BOKEE, BiEft, AERRLEDELTVDOL P FIWE) OR— T4 A GEZROET, BEFELT
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71—X1]1 (& FIRATGEMEFTEDRE T, RFICTRTHREZIBDET, TOBRBEOIY M) —KRA > M,
FTRMDTAMRATTY, KEORIDLSGELDTIFEL, EXRGHEIFEAGHOOGERNGZEDT, ING
52FWNKRABSENDIEDTY, ZLDEEIF, TBGOREY, I TRELET,

Growth Phases 2-4

Q Phase 2: Design and Development.

e Formal product development is conducted under design control

o Manufacturability is developed during this phase

e The major risks of product design have been addressed and minimized

o At the end of this phase, the product is ready for commercial manufacture.
QO Phase 3: Validation and Launch Readiness.

e The manufacturing process is finalized

o Clinical studies are started to support regulatory, payment/reimbursement and
medical community acceptance

e The marketing strategy and detailing of the customer targets are determined.
Q Phase 4: Commercialization.
e Operations are stabilized
e Plans for payment/reimbursement and commercial positioning are completed
o Key partners are identified.
e Firms must ensure they have a plan for sufficient capital to support operations as
they move to sustain or sell their business.
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Useful Scoring of the Companies Studied:
Most Zombies Have Passed On

« A majority of failures
occurred in Phase 0-1
+ Successes and Failures <:|
were retrospectively
determined
» Zombies were
prospectively rated
+ Between 12/2015 and
7/2019 6 of the 8 Zombies
are no longer in the Dx
business
* 4 of the 6 shuttered their
doors <:|
Study conducted with John Peabody, MD PhD, Trever Burgon, PhD, David Paculdo, MPH,

Othman Ouenes, Eric de Belen, MD of Qure, SF, CA
© 2018 Halteres Associates LLC
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Questions To Address When Evaluating Companies: General

QO Does the team have a thorough understanding of the customer(s), stakeholders and the
unmet need the product/technology will satisfy?
e [f so, how do they know someone will buy it and at what price? What alternatives exist?

Q In a start-up there is no time to teach anybody a new job. Does the team have
successful diagnostic company experience? (not tools, not pharma, not biotech)
e If not, what is the plan to develop a team with the requisite skills in key roles of responsibility
QO Does the team have plans to implement design control and do they have direct
experience in developing products under this system?
e If not, do they plan to bring in this expertise or partner with others who are expert?

0 Does the team have experience and intentions to partner with others for skills or
competencies that are needed for success?

Q Does the product development plan include processes to design for manufacturing?

a Does the team have realistic and detailed assessment of the timeline to feasibility,
product development, manufacturing and commercial launch?

Q Does the company understand the full ecosystem into which they will introduce the
product and all the pain points for the users that must be overcome?

Q What is the projected return on investment for each type of investor? Is this sufficient to
attract the required investment to commercialize the product?
o If not, what provisions need to be made to ensure all stakeholders have attractive returns to offset
the development/commercialization risks?

Page 10
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Questions To Address When Evaluating Companies: Phases

0 Phase 0 — Concept
e s the intended use statement clear?
e |Is there a clear intervention action informed by the use of the test?
e Has the voice of the customer been incorporated as part of the initial feasibility assessment?
e |s there a clear unmet need that could be addressed by the invention?

0 Phase 1 — Feasibility and Planning

e Will all inventions required to initiate product development under design control be finalized at the
end of this stage?

e Does the company have back up plans in the event of failure with this product design?
e Does the initial feasibility data continue to support the intended use in a demonstrable way?

a Phase 2 — Design and Development
e Does the company have a robust development and quality plan in place?
e |s the product designed for manufacturing at the scale required in the business plan?
e Are cost of good targets likely to be met?
e Have all elements of the supply chain been identified, and are plans in place to secure all critical
rare reagents and other key materials?
e Has all intellectual property (IP) been filed?
e |Is there freedom to operate?

Page 11
© 2018 Halteres Associates LLC

Questions To Address When Evaluating Companies

0 Phase 3 — Validation and Launch Readiness
e Have all manufacturing and design control processes been finalized?
e Has manufacturing at scale been achieved?
e s the company using the final manufactured product in its clinical validation studies
(NOT PROTOTYPES!)?
e |s an actionable clinical study plan in place that addresses regulatory and reimbursement
requirements?
e Have marketing/pre-clinical studies been developed with involvement of representative
intended users?
a Phase 4 — Commercialization
e |s the commercial launch plan complete and achievable?
e |s the reimbursement plan complete and achievable?
e Are the company operations robust and reliable?

e Can the market bear the initial COGS while the company increases manufacturing volumes
and market shares or do sufficient market interventions exist to off-set any gaps?

e Does the company have sufficient cash or plans to acquire it to fund ongoing operations until
self-sustainability (or a liquidation event) is achieved?

Page 12
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Expert Interview Findings: What Are The Keys To Success?

0 Most important success factor is an experienced leadership team
e Have they done it before?
e Have they done it in diagnostics, not tools, not pharma, not biotech?

0 Quality systems must be in place early
e Don't take shortcuts, it will ultimately cost you time and may cost you the business

a Companies must have the ability and desire to partner with others with
requisite expertise

0 There must be realistic projection for time to market following feasibility
e 5-7 years for successful new biomarkers or new platforms
e 3-5 years for successful test menu additions to existing platforms

0 Companies must have a very deep understanding of the customer
e Who will use it
e How will they use it
o What alternatives exist
e What does the entire ecosystem look like
e What are the pain points that must be dealt with in addition to introducing the new product

0 Products must be designed for manufacturing (scale, COGS, quality)
a There must be attractive ROIs for all parties

Page 13
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Ebola Test Use Case 1 of 10 for Grand Challenges Canada
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Ebola Test Use Case 4 of 10 for Grand Challenges Canada

[ ]

© 2018 Halteres Associates LLC

ZELIEEMTY ., REZEET BTHICHMERFTEE. WAWLWAGREIANSRTVWEEL L&D, FcbHiAF4
T OHERDKRIEIECY, TRSHMADEZDHEVDIDHDTT, 5. FHEIASTVAIVAHKRITLTL
T BEEADKREGRZLILBEDTOVETH, BREOTIRIICEALTE BEZ LTLBRERRZLE D LESRLWWDOD
SHEWEVNSRRICHY & LT, £T T RfcBIFMRELE L

TRSDZHERIE 10BESHVET ., TDOIED3DZEEF L THWERWVWET, ROMEDEHAZ R TV LE
FTE T A=V ET =R DEN TR DRITHOEAREN D 2 EWVDITETT, TORRTES LS &Y,
R BTCRETHEA LD THL TUIWTER A, AIZIE. BREDED AP, EBGREZRDHDEFEER
TRINDETY, BRMTGHRMEICEL T TORIE—EDBETII BN >fchbliF TT, ZTIZIDRETHNIER
WEWS T EDThIFTY, fcfdl. CORBETTESRAETHRITNEWFED o2& WS T ETY, PPEF#AR%E
BACVWETOT, BEBOBKDRE CREVDTY, oo TRIICEZAZELDTIEEIFNEWNTENENSTETT,
MM ZZEZCVEYT, INDIFBICEETY, AR BEEDHOSRELGILICBIET, —BRGELTE
EZDTY, 2014 FRFINZEZTCVLEL DT, RIFFEALGVEVNSIEDHBYE LT, LH L. EDDFERAR
BOHDT, BABSEDIHEOEDBLHIET, 25T 5L ERICEREENMIFIC SLHNIE. LWDEES
RWETAIDTETCERASDTLITE2ETZADDTL LD,

Ebola Test Use Case 8 of 10 for Grand Challenges Canada
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3DBICELTIE. . BEOADHELTVETITNES, 109D8EVDITETT, WAWASKBEY T T THIBH

RSP ERt 2 - — 2020 £ 2 H 25



26

ENTVETDT, FATWRERWERWE Y, ERIFZHIE. v TREDOH. X—IVTIVITAIVABOL,. T
RGO EBMILE LIcH. ThEFEMBERS Y ELRATL, L L. TNENDIRET. RFGEHERLTEITN
BWFERATL I, ITRIICNTZRELFEMNESALEGZIFNENIFEONEWND AL FEBICHE L,
ATY,

Use Cases 3, 4, and 5 Story Boards:
CHW Tests Patient at Home TB POC for BMGF

© 2018 Halteres Associates LLC

ZLT. Ab=U—R=FEEVE LI BEDELIITHRTRIEWVNDITETT, TNITK>T. FRDIRIC. IRHT
EDRZBIINUEWNFEODD DDV E T, 7L ETHREERE: (POCT : Point of Care Test) [CDWWTP2>TWVET,
ZOREFY FERITIFOTITOIKIE. 3DPUADLHBIETREGATVET, T3 NV I/ TICANT. HWT
/5. HEWVIETRD. HEVE/N\A I TRDENDITETYT, THAVOBELNHZHE LNE A FIZEK. /\v
TNV I TESTRBESBEDTHBEVNSTEIE. ZHUFEREVEDTIEWFENWEWSTETY, TIHS. B
BOESWVSHBE T ESWVSRAICESDHODIERBICEELSfcEWDTETY, KT, BEE LEITNEWITEOA
K7 70—F&LT. REZLET, ZOHELESITHOMNE ZDAITIETTERVEDLGEDH. FHo>TRSEITFNIK
WFEWDDNBEES DOVEEERRLTVWE T, 2202k TEHEBALEEZTHREF Y MR LEITNEWNTEEA.

Use Case 7 Story Board:
CHW Tests Patient at Other Permanent Health Facility

MDY FIATY, BUREGDTID, BETADNTIZvIIFKEVWSIBETT, FFEETEZLDADLFLT

WET, CCTRAEZLET, TR BRCTRET Y MERED TEHTEHNTELT, HRERRTHIAR. <
DT EHEZABITNETV R A



Target Product Profile
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Q Target product profile (TPP): description of key product attributes, such as
assay performance requirements, required for a Use Case or set of Use

Cases

e Usually given as
— Minimal
- Optimal
e Minimal means that if all the minimum criteria are met, the product will be
acceptable for the application
e Optimal means that if any of the criteria are met, the product would be
more better in some way (e.g., lower cost, better performance)

specification to be met?
— Additional target, species ID, quantification
Q The TPP is technology independent
e |t describes what the product needs to do
e |t does not describe what the technology is to do it
e |t can be used to compare and contrast existing technologies and products
e Itis used to determine the product specifications for specific technologies

© 2018 Halteres Associates LLC

When is it time to begin product development versus waiting for an unmet

Target Product Profile (TPP : BZR&TO7 741 )L) DEE LET, TR TIEFAHNBELZDHEWND T ETTH
2D0ATIV—HHVET, REFUED TNELRBLESADTY, RIEXRGFIE RERINEZE L TONIE
BRELTIEET S WS TETY, RIERINEBLEIGHITNUENTEVWEWS T ETY, HEGEHIL. &
BEHDELTIEINTHY . INLHLINETHB] EVWSTETT, RERHICT S X1 DORBEGEHNE
feEhid, WRELTHERISETLED, ¥RDRBREEZITHDE BEALZOREBVETH. PIEUBREE
BOEMNICEZH S, REFGRIFTTESTLEZARRWEASEVWSEANHDLEBRVET., RARE TIEHAT

DBEODI T,

ZNH 5. TPPIEEAMAIICIRI L TOEITNEWFEWEWS T EBDTY, TIDT. ZORMTELTEDDH
ZREINEWVITE R, BEDANY 7 EWIDIFTRIEVDTT, BiifEtNEDDEHNS5TY,

TPP for Cryptosporidium POC Diagnostic Test (4 of 4)

Cryptosporidium Di: ics T

L Review

Target Product Profile (TPP):
Cryptosporidium POC DX Test

Halteres Recommendation

Characteristic

[ Minimal Requirement

Optimal Requirement

Performance and Functionality

Test Operation

I 5 operator steps (e.g., simple sample dilution)

I< 3 operator steps

[Reference Method(s)

ature of the Result (Qual/Quant)

Qualitative

[Semi-quantitative

(Cryptosporidium gold standard TBD

[Same

IAnalytical Sensitivity

f only treating clinical diarrhea, then 10 Cryptosp
loocytes/gram; if also treating subclinical, sensitivity would need

to be higher (more studies required to determine level)

lAnalytical Specificity

[same; sensitivities for other pathogens TBD

0 cross-reactivity with other gut pathogens, gut commensals or
non-targeted Cryptosporidium species

jor non-targeted Cr

INo cross-reactivity among other gut pathogens, gut commensals

species

[Clinical Sensitivity

P 80% for Cryptosporidium (vs. IFA)

TBD

P 95% for Cryptosporidium (vs. IFA); sensitivities for other

[Clinical Specificity

P 90% for Cryptosporidium (vs. IFA)

P 98% for Cryptosporidium (vs. IFA); specificities for other

Precision

B 90% correct call on replicate samples in the 10 - 10
ICryptosporidium oocytes/gram range

pathogens TBD

B> 95% correct call on replicate samples in the 10 - 10
[Cryptosporidium oocytes/gram range; precision of other

IAccuracy

b 90% (vs. gold standard) for Cryptosporidiam

18D

b 95% (vs. gold standard) for Cryptosporidium; accuracy for other

[Reportable Range

Limit of detection (LOD) = 100 oocytes/gram for Cryptosporidium

[Same; LOD for other pathogens TBD; (Note: Minimum and
Optimal requirements will probably differ for Level O tests)

Linearity A IN/A
Interfering Substances o affect by treatments expected to be used in the target same
ountries for other of the gut.
[TBD [TBD
[Time to result 1 hour [15 minutes
Quality Control nternal run controls Same

Cost

[Target Cost Per Result

EI.SO per test for Cryptosporidium only (may be difficult for
ucleic acid test)

[61.00 per test for Cryptosporidium only (may be difficult for
inucleic acid test); higher target cost for pathogen panel

[Target Instrument System Cost 8D [rBD
o o
Product Registration Path Jce Mark [WHO PQ; FDA clearance; CE Mark

© 2018 Halteres Associates LLC

AZARIE VT RRARI I T LDBET A D TPP T, RIBEBREREFFEERNENMTUVET, EROM
BIcOWT, ThZh, Bl ¥EENEHVET., BELEVETT, 80%X B%ICHEO>TWVWET, TPPEDL 3
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80%7%GMDH. 85%GDH%E. BRDTITITVET,
ZTNOSSHDT =723y TTERELLEDEB>TWS, BERBEETIVEREDIAFLETT, ThICEL>T &
BNIRHREREZESTENZROBIENTELY, FRICEEKRNPYATY, V=723 v TICTBMTEVA

& Dz T7H A MCEERD B T DT,
BGOH 15 DHEDHEENDIHYIET,

TEICGEOTHTLIEEY, TNICE > THRERTNREAR. FAIZIE 18

Risk and Mitigation Plan: Examples

Risk

Mitigation

Management team has sufficient Dx
experience

Ensure CEO, VP R&D and head of commercial have 5+ years of
successful product development experience in related diagnostics
field. Replace members who don't.

Essential quality systems are in place
or properly planned for

Ensure experienced product development head has expertise
in design control

The team has experience to know
when to partner/how to partner with
experts (development/regulatory/
manufacturing, etc) to introduce
appropriate products to market.

Put in place a plan to bring in appropriate advisors well in
advance of needing their help (e.g., OEM, clinical trial design,
regulatory affairs). Assure that the company does not hire too
many expensive people that are only needed part time at the
current stage.

Development and regulatory timelines
realistic

Require detailed development, clinical and commercial plans
well in advance of funding each stage; check with experts

Detailed analysis of customer and key
stakeholder needs in place and a full
understanding of what they will buy
and who will pay

Require thorough market research that provides factual input
as to who the customer is and what they will buy. Ensure clear
path to reimbt it (e.g., tech 1t, coding) or other
forms of payment (e.g., self pay) is understood.

Medium

The product has been designed for
quality and scalable manufacturing.

Prepare detailed plans to get to prototype, first products, and
scale including investments, skills needed and timing

There is a return on investment for
each stakeholder sufficient to justify
the risk

Develop agreements to ensure each party will be able to
access funding, achieve ongoing operations scale,
partnerships, cash flow and sustainability

Page 21
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DRIFHETT . 2HMASA FDHVET, RHDASA RIFTE5TIH. FIAE. BENGZPYAETIH UX

VT CRERZEFHhLEY,
I3REEF I S B NEZETY, TIDN
DTS WFEE Ao

mEEE RHOZALTAVEFHELET., VAWV RAVERREVNDIZLETYT, Tn
TEFHEL SN T ENZNK S TID WRELICE CCEHElZE LT

Risk and Mitigation Plan: Examples

Risk

2Q18 |3Q18 |4Q18

experience

Management team has sufficient Dx

or properly planned for

Essential quality systems are in place

The team has experience to know

when to partner/how to partner with
experts (development/regulatory/
manufacturing, etc) to introduce
appropriate products to market.

Development and regulatory timelines
realistic

Detailed analysis of customer and key
stakeholder needs in place and a full
understanding of what they will buy
and who will pay

Medium

The product has been designed for
quality and scalable manufacturing.

the risk

There is a return on investment for
each stakeholder sufficient to justify

Page 22
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TTDRIFTESDAZA FTT. TNTNDEETIH. HIZIE 2018 FHE—M¥H (1Q) T, HE (Low) ] HYe
WTWETH BEHDEDERRHEDYET ., LURLBNERVDTIH. Z5TIEBWVEELHVET, TH5
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INSIGHTS FROM BUSINESS and modeling work
MODELING OF DX PRODUCTS: * Thanks to CHAI for critical review of market modeling inputs, results
HIV SELF TESTING and implications
. . * HIV VL, EID and self-testing data in this presentation is used with the
Rich Thayer —Managing Partner permission from UNITAID and CIFF
Mickey Urdea — Founder and Partner

« Several HIV-ST and other diagnostic companies provided
confidential input of many of the values ranges used by Halteres

* However, none of the data presented represents any specific
company; it's fictitious

Halteres Associates, Emeryville, CA
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FEEZEZC PMEOEIVXXETIVIEDVWTHEFEL LIEWERBWE T, FIND (Foundation for Innovative
New Diagnostics). EJV& X 1) > & - 54V EFE (BMGF : Bill & Melinda Gates Foundation). UNITAID, CIFF (The
Children's Investment Fund Foundation) 7 EARR LIBEFRABEMITOE I XXETIVTY, F/NMEETIEFT DK
ST EIETEF A, ABEK. FERBICEFREERITOTOI S LHEE>TVWBDT. BEFFFEERITHIEL
£9, ZTTCIDEIBEIRRETIV AP >TVET,

CHAI (Clinton Health Access Initiative) £3EBICERTLz, AeBEERLCEDBEDER>TWT. HV DT AL
2P, BRSOV S LEET. BEEREDT —2EANTVE T, HVOBESHEFY FEETETVET,
1 DDOREDEDEHLTVWADTIFGL, BELTEIRRETIVEDLY BARALTVWET,

Halteres Has Applied its Business Modeling Approach to Many
Programs

Partial list of examples:
= BMGF Point of Care Initiative

Cost = UNITAID HIV Viral Load and Early Infant
Effectiveness Diagnostics

of Digital )

X-Rays = HIV Self Testing
= HIV Professional Testing
« Malaria testing
- TBID and DST
- Digital chest x-rays

Partner » Therapeutic cell processing and
Self- bioprocessing

Testing
= Oncology Dx Products
= Cardiac Testing

« Internal market and financial modeling for
. several diagnostic companies
Improving . . .
Clinic « Other diagnostic platforms (NAT, IA, clinical
Workflows chemistry, flow cytometry), applications and
settings in LMIC and HIC regions

Page 25
© 2018 Halteres Associates LLC

BMGF @ POCT, UNITAID ® HIV BE2&&EF Y b, IZVU7 - &G EDEFZH. FHNGELDGE, TEEF
ERATDTY /AT —DREEHH D EHDD > TWRIFTBERVET,
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Leveraging Business Models for Stakeholder Engagement

Business Modeling Applications
» Create a common “language” to

= Quantify assumptions — cornerstone for alignment

- Engage diverse stakeholders

- Clarify and quantify stakeholder roles and responsibilities
» Establish benchmarks for performance and impact

= Understand development and commercialization options,
implications and potential need for market interventions

- Support test volume estimates with realistic market scenarios
- Establish sustainability requirements
- Quantify realistic opportunities for multiple competing VS Minute Clinic Encounter
companies in the same market
Remember, no matter how much global good companies
may want to do, they must satisfy their investors
- Great companies make money to achieve their objectives

Peru Corea Health Center IV, Peru

Muhima Hospital, Rwanda

©2018 Halteres Associates LLC Page 26

EVRXRAETIVEES LI HBEFEZFHIEZBNELTVET, DFY IRXRTIAVIRF-—LDFEEZT S
RrOHBEETY ., FIZIE. REZILT. ThHREERNICESEDO>TL B0 Ffee XY FI—FTICK>TN
TH—RVARAVINI b ERBTLETERLDITHELOTVEY, ENRIFTA—/NBREETH O ELTH.
RERZHBEEEDIEHBEICHENET, TETELERERDNEETELERBRZR OCVEYT, TNTHBTE
BZODZDETIVTCY, TLT RBES LOREIE, EBALFIRZEH L. BMZERLTVET., 49 LEBEHNI—
IVRIZTIE D) EE A,

Halteres Modeling Approach: Common Critical Outputs

* Total Addressable Market (TAM)

= TAM represents the total addressable demand that could
occur without constraints or competitive factors

= Based on demographics and epidemiology

= Helpful for comparing opportunities by rough orders
of magnitude but otherwise not very useful

* Served Available Market (SAM)
= The % of TAM that can be served over time based on

the competitive offerings, geographical reach and
competencies of companies

- At one end of the spectrum, can be applied to an entire market involving all companies
or, on the other end, to an individual company

= This is the most difficult component of modeling; critical for scenario analysis
* Scenario Analyses

- Critical for go-to-market planning and resource planning

= Of high interest to companies and funding organizations

© 2018 Halteres Associates LLC Page 27

EIYXRETIVO7 7O—F TIH. £ Total Addressable Market (TAM) EFMEATWRIAVE T EABYET,
—REAE 7T, AOMEH. ZLTRENET—2ICEDCEDT. BEPERZLICE>THIToNSHER
DIV ERZEDTT,

ZHUTH LT, Serviceable Available Market (SAM) EWS V€T MHAHBVET, TL—V—DEHDEF. H5
WIHERIDEER—XT, TAMDEIEZRSEWVNSEDTT, BENICZTNHAEDKSICELL TV KDL ERET,
TAM . WhW3 by TH 7Y DOEFT. —BRILVERHLSHOE T, I SAMIE. RELT Y TOHFT. B4
DODEERT. ZOED/N\—F)b, BE7OLR, BATEHD/N\—F)b. BEDKRT. DXV HIHBORYAH%RIR
FTHROICHLWEBDODNAERDSIMOTVELT,

Ffe. YFTVFADMEETELEETY, HETERAERIFTCHELLET,
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Getting Started: Overview of Modeling Factors to Consider

* Understanding the interrelationship of model inputs is critical when preparing
high value, actionable outputs. Example factors include:

Model Input Examples Model Output Examples

© 2018 Halteres Associates LLC Page 28

A4 ROEQITA > Ty FTESETIVHAEWTH Y 9, FIZIEAOEE, BF. FARE. A b—1—KR—FK,
BE/R TPP OERFEIE, JR M FABERBEGENM Ty FELTEBVWTHYEYT, el BEREDIR MIDWVTIE.
BEZSAVOARMEENTTITAVET,

A4 FOEAICE. 77Ty FOETIVAZEVNTHYE T, TAM & SAM, B#HUNICBEL TWSHRE. 15
BANDT T4 HIVINZA, IN—R)b, TIBBADZA I VT OZEM. BERE. EEEEOR2A IV PRELE
DI Z—RBEEDBHVET, BOEFEN SR LERICARNGZRBEL VAT ST ENAETY, THEOM VT 1
TIEDWTE, HETHELLET., ZLTHREEWSTI NSy MHABUE T,

BFFAEEICBIT2HRZRBELTLEITENKLKHYET, FIKEZDBZEITIE. 255 FESWVEIICET 71 F
1D GeneXpert Y A7 LHBAL. REOHHBEIEBICHRLTVWET, LWhpSLMEHELYEEBOMHBDS
PN Z L5 T KIICE2cEWVNDTETY, DFY. REMHOAD. FHEEHELGDEVIBRHIEELT
WET, KE2EHS3BCHVDRELNHYET, 10B55WNESELETAEHVET,

ZDRAZA RIE, BERICHEEDMT MR TY, Thid. REBREF Y B0 L, HREETEO>TWE
¥, TLC TIAR—bENTVYIGEI—Ty bOUEBZE LTWEY, FA4ITUT7 DAVE TZ7T. D
EOBREGEVHHTVE T, N—RIINEDLEETT ., BETIIHY A, MRDENNIHZDTIH. BET
BEWEWS T EEBALTHEVERVET,
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The Market From the Perspective of the Needs of the
Manufacturer: Gross Margins* (GM) Acceptable to Investors

Q The best in class diagnostics companies achieve gross margins of 60-75% or greater with mature
products; this keeps them alive
e The gross margin range can be ~10% to greater than ~90%; high margin products are mostly
sold in high income regions
e It is not uncommon for companies to accept 40% or less “blended gross margins”; however,
based upon history and Halteres’ business modeling experience with several companies, the
long term viability of these companies is suspect

0 Cepheid accepted a low gross margin for its TB test in South Africa, but benefitted greatly from
the reduced COGS across all of its products since they use the same cartridge and
instrumentation

e Cepheid reported a 49% GM overall in its last SEC filings prior to merging with Danaher (9
mos ending Sep 2016)

e In the merger filing projections, the company expected to increase GMs to 55% by 2017 and
later to 60% based on new higher margin product releases in developed markets (oncology,
HAI and other indications)

0 Some HIV-ST companies have additional products on the market or in development using largely
the same product components, but the potential blended gross margin impact is not yet known;
none of their products at this time are near the volumes projected for HIV-ST products
e This could be a significant problem for many companies

*GM = (Rev-COGS)/Rev, expressed as %
Rev = $1.1; COGS = $1; GM = 10%
Rev = $2.0; COGS = $1; GM = 50%
Rev = $10 ; COGS = $1; GM = 90%

Page 30
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CESDAZA FliE. BRZEM IS LETEECTYT, REBMBHAEELGES NELEVET, HFEVEITAFIEFER
ShEVHE LNEBA. IEHSEMM (COGS : cost of goods sold) #F|IWTWET, Z LT, WP B RM=R
HERLTWET, BZEERDO COGS A1 RILDBEIC. 1 RIL 10> b TEDE 10% DT LBHIRER[ETEHNTER
9, COGS A1 RILT, 10 FILTERFE LTIEEICIE. FE EFIESIE 0%V E T, AHAEELWLD & BLXDRH
ICEDTEXRTER 747@&%%&@74ZtV/3/b%$L§? Wh S EEKEDZEIEA—H—IF. 60%
D5 75% DT ERFRERE T, =7 T4 7%FT5T LB FRREDLCBTESE, BEIEZOLAN)VTHNE
AlEECY . —ERO/NE TR, FTLEEFIRIE. WhPSEBONREZGHOEOREEFSEZEAE T, 7731/~
FENT )y IDR—7y bERE LR ERBED 40% TAH Y r—EWSETHEHYET, LHLENS. REAIC
D> TEEEMIFTIBCLIIBETIEH YT, TDLNIVTIE. =T T4 V7 IRET B EEHTERWLDHLS
TY, el FRRHAENTETF LA, TNEKELEBETY,

HIFERL LT 74 FHHE oK SADHEBD ST R— b EE 5 > TRERDOZEERZ 8EiRE LIe2 TN
Fo LRI 10% EFERITED OT2TT . LH L, TETELR/ETHEDH— M) v IPREEFER L CREEER
LE LT L LGEAS. REBMICIEEHEE LTRVEBEENO ST ENTEEXFHATLI, 2016 FRFRT. TLEK
FEIF 49% T LTz BAEDNEDDHZBFATORFTP. MEFOBVHBORER. HEVETZAN—FI—7 v A
DEEETVE Lic, BRPIDTEBFIRIEHEVEL, EDDEEICERNTH—EAREFTNEWNSTET, €771
RFiEHE VAR BV ELEAT LI, ZOBRFLOWTIEATERVEWS TE T RIKMITIFBINENE LT,

HIV-ST Cost of Goods Projections: The Importance of Volume

$2.50 12.000
10000 =
$2.00 E
” $1.55 $1.50 $1.50 8000 2
8 $1.50 s
= S
@B 6.000
Q ?
8 s1.00 il
4000 5
E}
2
$0.50 2.000 é

$0.00 -
2017 2018 2019 2020 2021 2022 2023 2024 2025

= COGS/Test

Annual Test Volume (MM)

0 In this example, COGS decrease with volume and reach a plateau at about 10MM
units

0 In this model there is unlikely to be another significant decrease until >50MM are sold,
which is larger than the total estimated market size (HIV-ST only)

0 Additional decreases in COGS could be recognized by product redesign
e E.g., packaging and labeling redesign

Page 31
© 2018 Halteres Associates LLC

TESDATA RE. R 1—LOEEMZBRFLTCVET, KICCOGS ZTFEO2ATEETTY, #RAILLT.



3. WA RS O KPR IS 351 2 IR

e TADERER, KEADRBEZRTEX LA COGS ETiF2, TNIFREMICTA>TVWET, HEBEAAR
)1 —LISRRENICHD > TWEET, TLTI100A.ZLTHELZ 500 5.2 LT 1,000 5. ZLTENEZBAET &
ERERTDEIITHELGE2>TVWEEY, TLT 1,000 5 FILEVSDH T DDIBIRELGODTVWET, TLTHVDE
PN ICEVWTHYEY ., EMBEATA T, BRAGERI S EARFMBSIENTEET., £DLIICIDE
IRXRAET IV ZESDEVD T EICELTTY,

Example: Path to Sustainability for a Model HIV-ST Competitor

0 Assumes 25%
HIV-ST market
share for a 2nd
competitor

1 Achieving
financial goals
is unlikely in
the early years
without some
form of market
intervention

Launch Yr

0 In the first few years, the cumulative operational cash flow (OCF) reaches a total of negative $12MM, but by
2021 the gray line crosses from negative to positive; that is, more money is coming in than going out from the
company

=}

Even though average annual revenue from the OCF grows, this is not equal to profit. At a ~40% GM all of the
OCF must go back into the operations of the company, e.g., expand sales in first countries, gain approval to sell
in new countries expand sales to new countries. In this scenario there is no new product development and very
little marketing expense (both unlikely situations for long term success)

o

Since there is no actual profit, there is no means to pay back for-profit investors who would have put the original
$12MM into the business to reach positive OCF. As a result, for-profit investors are unlikely to invest in low GM
businesses; they are looking for GM of 60-75% for better (less risky) opportunities.
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Examples of Scenario Comparisons with Sensitivity Analyses

* Detailed descriptions of individual SAM applications are necessary to
complete sensitivity analyses (HIV VL and EID POC assay examples)

* Instructive for informing highest potential returns from market dev. efforts

Rank Order of
HIV POC Application Impact on 5-Year Total HIV VL POC Tests Across All 10 Selected Impact on 5-

Area Countries Based on Sensitivity Analyses Year Total
POC Test Vol

* Every 5% increase in the size of the target POC population =

1. Improve Access 2.75MM additional POC #
« Basing this number on the country-specific percentages of women
2 w;/r;gegnant with EID coverage rather than on the % who are enrolled in PMTCT #2
programs would result in a decrease of 2.1MM HIV EID tests
0y H n
3. Confirmatory Tests « Every 5% change increases or decreases the number of potential #4

POC tests by 275,000 tests.
. « Every 5% net change in the LTFU % modeled = approximately
4. LTFU Reinstated 19,000 POC tests; not a large POC volume driver #8
* Two variables could be changed.
1. Every 5% decrease in the # of Adolescents <15 on ART

5. Pediatrics <15 on tested with POC = 242,000 tests (assuming the 10% growth #3
ART rate is retained).
2. Reducing the 10% annual growth rate to 5% would result in a
decrease = 500,000 tests.
6. Observed ART * Every 5% increase in the total percentage of Observed ART Failures #5
Failures who could use an HIV VL POC = 103,000 tests.
2018 Halteres Associates LLC Page 33
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6 DDFERKEEZE LI BB HBHEDHLH Y& LT FIAIE. T 7L ADHETY, FIZIETHRAODAH/N\—% 5%
RECLET, &fee HVBHOIERITH L TITWET, TL T 15 RUT\DEEDERZ1TO VI ERELHY
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Impact of Increasing Number of Competitors in HIV-ST

Estimated HIVST Market Growth Scenarios Estimated Market Share by Type and
Total Units per Year (millions, combined blood and oral) Manufacturer
100 91 100%
90 81 53 %
o 79 77 7 20%  9MM
80% Blood,
ZS o 45% 10% MM Others
Player 4
50 3 42 44 60% 15%  7Mm Y
40 34 37 Player 3
0o 2 = 1 0 a2 40% 25% 1IMM  2nd Oral
20 13 — Oral
10 / Fluid, Orasure
20% 55%
0 13MM
2019 2020 2021 2022 2023 2024 2025 30%
—8— Halteres Aspirational HIVST === Halteres Moderate HIV-ST 0%
Halteres HIV RDT (Aspirational) Type Company

Q If procurers want to maintain competition between blood-based and oral-fluid-based tests it would
be possible to maintain about 4 total companies with ~10MM units sold each

0 However, typically in most markets, without some form of control, at maturity only 1-2 players
would command the majority of the market

0 If the market at maturity is more like the lower total sales estimate (~20MM units), it is likely that
the maximum number of players would not exceed 2 without continuous subsidization

0 Note that the HIV RDT manufacturers maintain a sig unit volume advantage across all years

Page 34
© 2018 Halteres Associates LLC

REDAZARTY, EIRAETIVZRIDORHAE T EEF L TEATVE T, HEREEDRBZHRT 5L
DTY., ZLDEEIF. HVOEESREFY FZRELTWVWE T, FARZECERLHVET, 2FXY, &nk
\TDOEENZDHHTMAS I EDNTEDDHEHMY FcLDTY, FIZIE 1,000 51=y bERERTT 5 &, Fifie
ALV SERL S TALFRLEBFBIIEOSNZDEENSSVWEDH L LETT, e BEKEEFY Ml M
BR—ZADEDEFBRN—=ZADHLDD2DIHH I E LT BEIEESS5ZERNTHDHEVNDITETT, 54
505t 50 ([CTZBDTIFGWVDOLEEDONE LIch . ALY a7 HhBERTEZRIE L T, mRN—XDHAITEDLN
BT IV E LT

—ERDEZIF 1,000 F1Z Y MMIBERETEGRVDTIFEWD T ET. RBIFAHDEERLIDTIREEZAET LT
Z LTEBNG I LI, ZLDEENRBEIEY X AZHETH2DHEETIEEWOEWDIRRITEY F Lz, KIC NPO
ZH LT FEBIENMERREZERLET., —BOEEITNERITANS I EOBEEBVETH. TN TRE
FELTHEmLEEA, BEDOHRICIE, FABICTS LIARZ L TELVWEERBL CERLERLHDV & L, ¥—
T b EHRFLDD. EVXAZFHERRGEN LB TLTVWERWEE>TWE LT, TIDT. REFTBHEND
DET, REREBRDBAD/\Y E—ILBENDLSICRELEITNEWNNTEBA, DELCELBRZMET BT
DAEEREIC LEITNUEWNTE A, BFIC. BETADSRZROEITNREESHENEVSFRBITHB LAV EWT
BOHSTT, HUNESTEVFE LI, BREZZIFEVWERVET,



3. | HRWEKRUOT A ANy ay

A& (HH) ZThTlR. CERZSZIFLEVEERN
9. TERDYHZHRBEFEEMNNLEY,

BHREE1 U7 MRRYITLED TPP (Target Product
Profile : BIERGTOT 7 1)b) HHEEBWVWETH &
DOKRETEHZDTL LI, FHICHERET LIS
BEBREESCEDNHEHDTL & DH. WHO IFZH|
TEICTPP A HBHEBVETH. EDKDICTPP DE
BIERESEICTEZERLVDTLL DD, BREREY
e THTHBT H2DEFREBVETHN 5001
THAXZT B LT, ENHENTVLEHLEZ TWF
FITTL&LOD,

A—7F4— ZThiEEaEIMNcEBERNET, WHO
HEENEDZEVCDOHOHLTWOWET L. Hit VLT
LAf) &HLTWET, BEDOAIE. 2RINZED
ZRT. HEROUEEHELE. BHTIEVET LS T
T, TNHSHBTOEIT AV MIEhET. ettt
DIRAEEEBEZ T FANSDELSTT, TPP ZE#ZFE >
TWABEHEHBEIFEBNEITH. WRICKVIFUEE
BOET, AIZIEHEIE. EXRERLMATHER
LIeTERBYETDT, BMRODANY IO SBEFES
TEETEDELERVET, AL TRALOEHLHZDT
L&2D%

BRE1 BRERERFLTIDOT. WAWLWAXTPP
HhdpdEBVET L. ZTNEEBEICLTVABDTIH,
WA WA HBIDIEEED S TPP AEENTWLB DT, &
HENTWBREDHHBONMELHH Y ET, fhfcb
ELTIE WHODEDERWTEBEICLTOVE I H
NA M7 =L LTHEETNTWADOTHNIE, HY
feWhERBWE Lz,

A—-7T4— PREYZNEREZLIZLDICKYIFYE
l@\b\g_a_o
FE 3L ROBESZ,

BEE2 C)L&XUVE - T YBMBEICBELTTI N
EFEEELHBBL TS OL»2DTLE DD,

d—F 14— NPO &—H#EIc®>TWL 5 &L ROl (Return

On Investment : I &EF|#3) ([CRUOELZRNS &
BOEY, BEMSICHT 2&/OREIX b, HEIH
LB BT DMBMR. EIRAETIVEE, TFE
FERRICEOTEZIONSEBVET, BIRMEEE R
I TENEBRISEELH D EBOET,

F9. BEIL&AUVE - S YEBEID. RIS IR
LT, REICREIREET ZHEADHVET, RDHBR
Ny J&mRDOT, REICKRETSHEVNDITETT, 71
TRARDITLED TPP I R FeBHEIL & XV VA
TAYVHREICHL, A—A—ICThZETESHTELT
55T EERELIEDTY, HRAMEOBEZIE. Fi3
FREEEEECHRELE T, SHIFFRICBTALEE
ATLIEDN WA T4 TOEEHFDH Y £,

HIV DE2EtkeR 3. TIZE AR, MEMD Y. BExh
Mix2 RILTLTz e EIV& AU VA - 51 YEIE
BED. TOEDEIL>TVE Lz, EEENDEITN
&, HEFRTEETLIETCENZEETEHLEVOET
T, TNHESBTHBARITTC. TOFELEME. T4&
DEFRMMEE TV DOETHIET DL ZRTVEET,
THBEHNTNT. EEEMEZ TREVE, EIRX
ELTESELWVDBEWVWEWS T LBV ET, T4V
BfE. UNICEF 7z & DEE BB OFIEEDEARDIRE.
HLIBBESHEETBEVNSTETY, ZDEICTPP
EROTHELE BEILGHDEWVWDITETYT, INTH
BAZICES>TVWETTLEL DD,

BRE 2 FEFDKRER. HHVERF—H &lich<
BABNHZEPT DI, —BRHEEEZLTERLL
EVWSDORFLRDTTH. ZTDREVHHTL L DD

A—FT 14— HEICZOVSREIHTLSZDIFTIH
SELTICHALLEIT 2 &0 RUAITHEAREZ T2 IR
TEBHLERVET, AIZRRETREZREL T, HER
VERPED SBLERMICIRBE L TH LB E MRERDE
RITIEWAWALERDH S EBVET, NGO 5t
WIBTLy Y v—HHEHEHYETH. ThUEFTH
S5FWEWVNSERIZHBDIFTT, IV EDLEWNESE)
MEGETRET S LHEVWERWNET, TS50
LHVEBLERVET,

BRE 3 TEBDE | (TOWTTIN. —BEKT 5 &,
—REMICIEZFDREITIIR> TEREVDTLEOD, Z

FEIFRERR RN X ) — 2020 4 2 A

35



36

NEBHENZERTHFRIT BDTLL S

1-74— RLVEMBTIR, VVERE] F. K&
HABERELE LI, 7THDSE51IIEETHDT
IH. REEIBTHEEN2HNET, OEX. H5
WIEHAZERFE . ZFEAROAEICT o2 EVSEHD
HVET, TNICHHEXEERDOT S HVET, &
EE TG BRELNSEHERLAGLEVND ZEHZL
ERVET, ZLIFHRLTVWE T, KiIDFTNEH S
ERVET, TNTRIERATHDERZT 2T LD
NEITH. ZLDHEIF. BXRHLSHEBLET,

Bl& TNTR. BRLEZRDVET, HUHEST
TWE LT



T

4-1. AAMRZEIC K % WHO Fiiilil & 8 < 2585 & S0 - = —9 A BaA& 4

= HA RIS & % WHO it 28 < %

FER & RO |

I —Y A A=tk

I—YAREH

ERERREATI—
2020428 12H NCGM

WHOREIRERHIBE 0 7E
I-YLOEF VI R713)T7EROERE

R Rz
Takayuki Hida, Ph.D.
Policy, Advocacy & Sustainability

Eisai Co,, Ltd.

e “
R EHXA. TAICBIE, IT—F1IHASHORM S
BLET, £ALLBELLELET, SAEIECOLS
GHEAEWNEREEELTHYDESTEVE L
SH. THEAITBZIER. XEFELAILAY - T X

R Bz

T7ERDS SDGs DED B E LIch, BERELLT
INDSRENMPS B TRESHTENT LT LTI
DDEZRLTWVWEEDEB>TEY &T, SDGs T
2030 FE TITEA LEITNIEESBHWLI— VDA, A
eBIE2TAAYD TER3  TNTDOANIRRESRS
Uz KAHVET, TAX &K TV ZTOMD
RIYEDEHEZ 2030 FETICRVWIEDHZ EWVWS LT
Jo AeBELTRFESICEVTEEZLS5>TVWSHER
SDTID TIRNTDADRETHRNGEERRET
T F N BAEICT B, FICFERTME TCOEREMD
=MD SDGs DEMICIIAER] ERODNTVET DT,
ESPOTCTNITBA TV D HFRPDHELEEEY
IKLBEWEWS T EEESROTHETDHD, Fuleb
ICHONTNB EBNE T,

WHO PQ list
FPP (finished pharmaceutical products) for NTDs

WHO International Therapeutic Dosage Date of
Reference  monproprietary o Applicant form & prequalification
Number name (INN) strength
EMAArM 58 Fexinidazole Neglected Sanofi-aventis groupe, 54 rue de la Beétie, Paris, 75008,  Tablet
H-W- Tropical France 600mg
002320 Diseases
(NTD)
NTO001 (a) Diethylcarbamazine = Neglected Sanofi, 82, avenue Raspail, 94250 - Gentilly, France Tablet 06 Sep 2016
(citrate) Tropical 100mg
Diseases
(NTD)
NT002 Diethylcarbamazine = Neglected Eisai Co Ltd, 4-6-10 Koishikawa, Bunkyo-Ku, Tokyo, 112-  Tablet 20 Aug 2013
(citrate) Tropical 8088, Japan 100mg
Diseases
(NTD)
NTO03 Praziquantel Neglected Cipla Ltd, Cipla House, Peninsula Business Park Tablet 16 Dec 2015
Tropical Ganpatrao Kadam Marg, Lower Parel, Mumbai, 500mg
Diseases Maharashtra, 400 013, India
(NTD)
NTO04 Praziquantel Neglected Macleods Pharn Is Ltd, 304 Atlanta Arcade Tablet, 05 Sep 2017
Tropical Marol Church Road, Andheri (East), Mumbai, 400 059, Film-coated
Diseaszes India 600mg
(NTD)
NT006 Mebendazole Neglected Janssen-Cilag International NV, Turmhoutseweg 30 Tablets 05 Apr2019
Tropical Beerse, 2340, Belgium Chewable
Diseases 500mg

(NTD)

Reference; WHO Essential Medicines and Health Products: Prequalification of medicines as of Feb.8", 2020

https://extranet.who.int/prequal/content/prequalified-

lists/medicines?label=&field_medicine_applicant=&field_medicine_fpp_site value=&search_api_aggregation_1=&field_medicine_pq_date%5Bdate%5
D=_&field_medicine_pq_date_1%5Bdate%5D=&field_therapeutic_area=22&field_medicine_status=&field_basis_of_listing=All
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Source: Why neglected tropical diseases matter in reducing poverty,
Working Paper 03, Uniting to Combat NTDs
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Negative Spiral Caused by NTDs

Billions of patients
M suffered from NTDs ﬁ
Poor
infrastructure, NTDs are endemic in many + growth impairment
bad living developing countries «  physical disability
conditions +  social discrimination
*  poor

sanitation,
polluted water

* epidemic of
living organism
transmitting
pathogens

* poor access to
health care
system

|

Lack of working
manpower

Reference: Eisal ATM Navigator web sile
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Free Drug Donation Programs for NTDs
by Pharmaceutical Companies

Company Drug Disease | First donation
Suramin HAT 2002
Bayer HAT 2009
Nifurtimox Chagas 2004
Eisai Diethylcarbama LF 2013

zine
Gilead Amphotericin B | Leishmaniasis 2012
P LF 1999
GlaxoSmithKline S 2011
Johnson &
Mebendazole STH 2007
Johnson

LF 1987
Merck & Co., Inc. Onchoceriasis 1987
Nobivac Rabie: Rabie: 2006
Merck KGaA Praziquantel SCH 2008
- FBT 2006
Novartis Leprosy 2000
Pfizer Tracoma 1998
Sanofi HAT 2001

Disease, FBT; Foodborne trematodiases, HAT: Human African Trypanosomiasis., LF: Lymphatic Filariasis,
SCH; STH, Soil itted

Source: ATM Index 2016 report
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Prequalification Procedure

Reference; WHO Essential Medicines and Health Products: Prequalification of medicines

Access on 11" February, 2020

ZBES5DAZA R, Prequalification Procedure (D
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> UNAIDS (The Joint United Nations Programme on HIV/AIDS : Ei@&REIAXEHE) ,
UNICEF. UNFPA (United Nations Population Fund : ElFS#E& AOEE) | HRIBITRENE
&HR—h, Zwa (& good quality medicine for everyone
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FPP : Finished Pharmaceutical Product  API : Active Pharmaceutical Ingredient
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WHO PQ:BIIES DIz
FPP(Finished Pharmaceutical Product)

201745A118 H4E HRE L] I-41

> BEEJOER: #TR% (FF) HSExpression of Interest (EOI)%iRi . WHOISPQEZ;i
FFElEEIRT Blnvitation ZF4TIB (RVU-27) . 20, BERZENCTD(Common
Technical Document)L L% 313 FPPOER B 4A(Dossier) sPQEBICIZIHL T, Ba. KRE
&I (EPQERIEAN 3., HE TAPIOBEEES . GMPEIHEBILI LU E THD.

RS

HNFERRICHNBE TR P RREEDES

of FPP
(Full Assessment)

Veriication of Complance
with GMP.

HFERRHCHNBECRFARAVES

WHO List of
Prequalified

Medical Products

Prequalification of FPP.
(Abbreviated

WHO PQZFEERSDiBRE (&)

201745A118 W4E HRE I-41

> EAF WHO®DH P OPQIEHR- TRS(Technical Report Series)REDHA RSAUCAIBIE .

> Dossier : ICH M4EHE(THERIL, EV1-)L 1 - 5EZ3ZTRH.
Module 1. Administrative and prescribing information- - -Labeling. PIL
Module 2. Overview and summary of modules 3 to 5
Module 3. Quality (pharmaceutical documentation)- - -CMC, stability study
Module 4. Safety (toxicology studies)
Module 5. Efficacy (clinical studies)- - -BE(Bioequivalence) study
> PQHIFERF, WHOICLZ TIBADEEEN$S. FDA, EMANSIRESNZERENR T, TNSOMHIL
BEFIUCGMPLALOWHO GMPEBILTWBHDES, (I-FADAVR JFyI THDLICER
(CFDAOESEBO TV TE, WHOBR(SHIIR, RhEans) .

> BEMMEFIITI8ATHAN. I-H((E105ALVIEHIK THYS. —75. Dossierz LT
305 ANN3BHl65H3. FERRNPQ HPTRIE

PIL : Patient Information Leaflet  CMC: Chemistry, Manufacturt
practice.

nd Control  GMP: Good Manufacturing

e

PQ FREFENISDIBIETY, PQ DAEIEY 1 R — T Tl
B, TUR=7OARYN=FUIHYET, AV
IN=F2ETAX—TTHALEDSBNTWET, 10
FELHSVHIDEETICLTVWETDT, PQHEIEIXSD
RREDLES ETALBIDEIENETLEAD. KEK
ETAIEFED>TWEWEELTVET,

I-YCICBIFBDECT TSI b B

201745A118 $4E siE I-91

> 20104118 : AVR SHvICEVTRFERE

> 20114 38 : #RJOIIIMF-LOFER

> 20126 48 : AFVACBVTEMFHR S HHIROENE
> 20124F 9A : /YRS TIOERWF -2 a>OEH

> 20124108 : WHOAPQEZEEEEDHOHHFIRE
> 20134 18 : WHOICL3/ (1Y) TIHBOGMPES

> 2013% 88 : PQIZ:TZEUG

> 2013108 : SERIHAEERANE

DECEEAR I

5, BUGMPLAILICED,

e

TESHAI—FADTOI 1Y bDEBIKRTY,
2000F 1T Blc7ayzy FHAERBLELT 41V F
DINAF v T TERED T LR, TOMRA
TOREIEEY E LI, ERXICIE201TE3 AlcH
RW7aYz7 bHERBLE L, RRET—AV/D
regulatory F—L & A Y FOTHEDOHFE T7OT LT b
F—LHTEELT., AREZEDE LT, WHO H 51
EMFIESFHEHREROSNE LTz, TOFEBORE
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DEDIDDERIEH > TcDTIH. DECEEIEFHWELD
TREMIEHBELEVS>EEZ L. R LEBRETVE
Lice 202F9BICTOERN) FT— a3 vERREL.
WHO NEGREEDHFER 10 BITiRHE L% Lz, 2013
E1BIONA Ty TITIBTGMP DERIHYELT. 8
BICPQERAIAEE L. 10 BlIcHEZRMBLIEEWLWS X
E— KB TY, PQDHICNTD EWVS AT I —IEFE
LTWEA 27D TIH. —BELEDENTEH>THT

JUV—DTEXLTC. ZZICRYICHTEDBRFEZLT
PQ OFHiE 2T fc L WSEDH W E T,

WHO PQ Inspection
Drug Product

Eisai Pharmaceuticals India Pvt. Ltd.

RICERES T NAF Yy TIHHSDOERZEIC
RVIRDET, HIEFEHLSEHTOVWETLDSIC. 92
#HELTZDEEPQICERLIEVWE WS EkA, EOI
(Expression of Interest) &EWSEEHERHLTRL. 7

BEHIEDOETAT ITRICEATLIZEL] &V
SZEMA (nvitation) ZHL50VE Lz, ZNHS5RED
TOE A0 mE Y £ Lz, fhfeBld dossier (F38) %
WHO ICIRE L. ZDFHEERIT S & EBICERERIT
T, HEFEICEEL. ZOFHEEWNEWeEI AT

REAGEREGBVET., BEIISCTEDY YTV %E
REITBHELEHVET,

- Eisai set an Example

DEC is the first medicine WHO has prequalifies for the
treatment of a neglected tropical disease.

The timeline from submission of the application of the
product to WHO for evaluation, to prequalification, was
less than 10 months, reflecting a smooth and
efficient evaluation process.

AV FOEY v HINNFLEWSTcEDTIZONLS
HHIEY, PREBOBIITENIEEXRETEHTIEHY
ERho T ADORTEHLOWIHBLHY ET,

I CRIIEMDMEDNTWET,

#1175 D DEC ££1d WHO @ PQ & L Tl&k NTD D &4
DETIH. BFELTHS 10 HALRWIT PQ &RZ L
feleEf L, ETHERL—XATHRAITHEATLERL
£9, ARIE 2013F1821Bh5mEY. 10B%
lKLR—bZEEHLE L, IT-—TAD58EEZE
BICRE L. ZDOFBEIC WHO hhSEBEREDICHLTD

REWfeEE L, 48R 50T GMP &AL
e fcEWS 2 ETY, AZzEREINDNEVND &
K & < & Manufacturing Systems, Quality Systems &
Compliance. Utility Systems. Ware Housing Systems 7x
ETY, HICHEBEEY SOPHAE-TWVWABELEWVNS ETD
A2ELOHNYESNEEBNTEY T,

-I: Eisai set an Example

Dr Lembit Rago, WHO coordinator for medicines quality and safety
commented on Eisai .

“Our counterparts at Eisai set an example for all manufacturers
seeking prequalification. Their readiness to respond to WHO

requests for further information and data concerning their product,

and their willingness to open the manufacturing site of the finished

product for inspection, were exemplary”.

For details pl. refer following web link.
o :

Q_1st_NTD-medicine.pdf

BB 2013 F 8 BIT. PQAEFED T L A1) 1) —ZH
WHO i s HENE LTce ZDRT. T—F1DU 41
Ta4hE<. BEIZ18HBLBWLHDBETAE10H
BEETERTOLAN DLW T E T, DB
XEBEICLTLLETVEWVDOAY M EWEZWTS
., TOT %AV RIIBEORELIERITHEY
WET,

ZTOBROMHOVWEEBRFZTOHETOCEYET, ER
IIEREGBRFZT SO TR 1THEICTTELR-
FOESHBEDEHLTT7 Y T7—FLTVWET, 18
IT/ED /Ny FH A X% 100 AEgh 5 200 AERlcd 5. R
MLDZNIWEEZ S, =Y 2 FEBTEERLIBXHAR
HZDBIFETEICHTLKAEESET—ZITGCTS5 &
BICKTERTAGELTVET, F1EDLR— M
BEANITIERA GITNEESRENEWVWS T ETEEL
TWEY,

REICCOELNEDL D IfEONTWVWAELZHFEL L
9, TDEIL, FRICHE D> TWVWBALITICEATW
< DOTIEL. EEtEOLENSZI/OT74Z )T
ZIEKTEVWSAVET I TEERELET, FHNG
KRERERE2EBHZT 5. 1 FIC1E. 5FIcbhiz>
TRRATWED G TEGY T8 A, I ENEER

L/L.\g T
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BELTWABA Y RITBWTIE, 2004 £l EDHIFTE
ELTWALEA Y FBAFEREIE L TWE LIch. 14
DME->TH. MM00 AFRTIEZ U7 LTeh. EY 150 A
FACIEERFEVTWVS] EWS LAR— OB ENTOLE
T, TNCHVWKRELRTOTSLTY, BRERBITSHD
ITlE. LEETIEHE T UESRDUEDOTI N &iFE
BTWIEWENTD AL TWSihigicid, HE R
BREBVDT, WHO AR O—/\bic)—RELT, &
EBATHIRMD NGO & 1571 L TEERME TEATLY.
WHDNIVAT—H—DML—Z27% LY LT,
ERMATESZBEDICTHEVDIN=FILABHYF
¥, —HBAEEE WHO DEPIE L L TRMICRA T, X
BRICBRH B EZBA D EDSEDEL TEBEY FEAT
Lfce FREBICHEBMATESWVET,

1V BRI T Tk, MHTZDHREIDEENGHIEZ
BE RO BHBFIC. RERKEN VINRT 1« 5 ) T ERIE
DRIRESHE LIENIVAHEWVWSARY M T, REED
BENFORNVAPEEEZZFT LLDOEHAY. &
EHELTES>TEERATLEVOHERZ LU LEL
feo S¥UR—TIE. BEBTAEEEMEIAD 18T
DRZE>T. HFEDFHBEE L. BEEATEHE DD
BLET, TOKDGHIER T EHHET. 2020 FICE D
THLEEED>TWEHA, 16 HETIEHIELED Y,
7 AETIERFERTVWET, LKL, FZ50 AEIFE
Tl&. MDA (EEIEE) Z#ilTE < TUEWIFELDT,
feBEHETINDSETDEBERTET,
REBICEVETH. WHO DBEEN/NAHv I TiE
ITRIBSICRE B AE LE Lz, ZD%, IBFRAICE-T
WE T, HIEEEE 2020 FEIci& D B3 T LA D -
TWE A, TOBDZNIFERECHESHEVDBICR
W BERNMTLBTEEZH>TEVET, FAfeBD
1> FOTHOHEE. EL DY T EFENIETAT
JYINRT 4«2 ) T7EOHEEEZP>THEYE LT,
REICZITANSNTWAERF T, DM LIRS
BlENE Lz, BERBITAEITIEEL, BETEN
FWEERBLTWREIF2H. ZOHREEEZR LTV
R AHODARYITT DT, WEPELT TIEHIEES
DTEGRVWEWVWSTEEFATHEIVET,

TREREHUHNESTEVE L
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HAMRSEIC & % WHO dhiijadit 29 < %
rE & RO |
SR 1 3ERR 2t

Yosuke Sugiyama

February, 2020

Manager, Global Public Affairs

Trade Associations & Regional Support
Takeda Pharmaceutical Company Limited

il BEEZERTYZO—/NbAJVABEED Public Affairs
EEYELTCEBYET HILERLET, AAIFEELRF v
VREWREEEELTCHICB YD ESTEVE T, £T
& NCGM DR 2y TDREFICIDFEHEY LT, X
HTHILERLEITET,

o About Takeda
e Our Contribution to Global Health
e WHO Collaborative Registration Procedure (CRP)

o The Government Funded Research on Prequalification for Medicines

e Key Observations & Discussions

TESHAEEBEETETCVRECEETTETVE
¥, 9. BHOBEME HrLTr/a—/NUbANILKX
FEEDEHCOVWTCTBNEL LT RKEFLEY, £
DLET, HIXZEVWERBEFREEDRERICEEITT
%1z |c WHO O EFIEREEHIE. I T IT Collaborative
Registration Procedure (CRP) #45#%ENDKSITEAT
TBHH. BHOBIRRZBETIESEVETHEARL
MR L T TWelfE<{ELEY, TD LTI R
BO7 Y1 rRE SEERMHEEFEBEDL SHEIE
HEWRWCES TH Y £ E/IRGEERIE. LTI CRP

H R TR AL

il T

DERADMRICET 2B EIFREBDIHICERRICT
BATETCWREERT, EICC 5RBELT. Th
54D0HFEEHEZE LT REBORAETRAICED
T ARHLRBOERICHEREZ T E TV EERL
EEZTBVET,

o About Takeda

Gaked
I WHO WE ARE
PUTTING
PATIENTS FIRST YEARS
FOR OVER TWO
CENTURIES

Better Health, Brighter Future

BHIOWTTBNAWE LE Y, HEERI 238 &5
ISR ENE LTz, 7 AU ABRELIFERWVESE T
NERTVVWTEYE T, BARKDOHAEHREIRE

®E L LT, "Better Health, Brighter Future” &% 4> 1
VT, EHNGHEEZMHRPOERICERBII TSI L%
SyyavELTRVBATEYETY,



I VALUES

TAKEDA-ISM

EE

Honesty

TAKEDA-ISM
& OUR PRIORITIES

OUR PRIORITIES

Established by our founding spirit and
integral to every part of our business,
Takeda-ism and our priorities guide us
in our efforts to achieve our Vision.

We make decisions and take actions by focusing on the following priorities in this order:

Putting the

Developing the
center with society reputation business.

BHABIFTEVEI /N2 —TF, REARXLEL
TIHE-RE-FE - RE] D4DDOEFHLHYET,
Ffee R4 RTFEICEEHDEY . TEE#K) (58 L
Ea7—3>vI TEYRR] EWDS 4 DDIBRIICED
WCEWHBATEY T,

FOUNDATION & PRODUCTION TAKEDA GARDEN (2
Chobei Takeda I sets up his Pharmaceutical manufacturing begins For Medicinal Plant Conservation
business in Osaka in Takeda's factory opens
INTERNATIONAL TRADE PROPRIETARY RESEARCH “NORI” PRINCIPLES
Takeda pioneers in the activities begin ‘which underpin Takeda-ism,
importation of western are established
medicines

PANVITAN® SHOSHISHA FOUNDATION TAKEDA SCIENCE FOUNDATION

Japan's first multivitamin product is established to support talented is established to encourage promising

is launched students who will contribute to society research and science technology
1950 1960 1963
1954 1962 1980s-1990s
ALINAMIN® Takeda enters markets EXPANSION OF

OUTSIDE JAPAN INTERNATIONAL BUSINESS &

aVitamin B, derivative,
is launched accelerates with the launch of leuprorelin,
lansoprazole, candesartan, pioglitazone

MILLENNIUM
PHARMACEUTICALS i3

TAKEDA INITIATIVE TAKEDA AND CiRA &

unite in T-CiRA to advance the future of
regenerative medicine

is formed to support the development
is acquired by Takeda, enhancing of healthcare professionals in Africa

innovation in oncology

2008 2010 2015
2009 2011 2016
Takeda joins the NYCOMED AQUISITION 3 VISION 2025 &3
UNITED NATIONS is rolled out

expands Takeda's global footprint
into more than 70 countries
worldwide

GLOBAL COMPACT
and in 2011 its LEAD program

HARZIC & % WHO S5l 2 8 < 2 R85 & 52 0dkbal © sCHIEES 18k Aa

4-2.

ARIAD PHARMACEUTICALS TAKEDA GLOBAL SHIRE ACQUISITION -
HEADQUARTERS OPENS 4
providing an environment that
supports diverse workstyles and

promotes creativity in work

2018

is acquired by Takeda to further strengthen
its global oncology portfolio and pipeline
by expanding into solid tumors

2017

Takeda becomes a global
biopharmaceutical leader with a
presence in 80 countries and regions

2019

SHONAN HEALTH INNOVATION PARK
(SHONAN iPARK) OPENS

Japan's first open innovation

ecosystem for the development of
cutting-edge healthcare solutions

2018
NEW YORK STOCK
EXCHANGE LISTING [

Takeda becomes the only

TAKEDA LIFE THEATER 03
opens on the first floor of Takeda Global

Tokyo, as a facility to help
build strong ties with the local community

0 on
both the TSE and the NYSE

BIZEIX 1781 FICHW £, ABx - BEITOXEEER
RS LTHY £, AlERRICIE. EEDERROEA
HEEEEILTHYF Lz, 20 HELHTED 1914 FE(CISHE
WA, BHEAOMERFEICEFLE L, 1962
FITHOBNAFRHERIRLE LT, 20 HiCEFICEE
BEREAR(E L. K. BN, 7IT7DERERICEICE
EEEROBEREEABRBIILTEVNE LT

2008 F|TIFIERI DA FRRFEICAEHICEY HT T2
BT, KERA S VEDODI L7 L#3E#BNLE L .
e, TROBAFICEEH L TH Y EITHL 2011 FITlE.
FEEOFXERFMEISHTEZBEVELELT. X
AADFTA Xy FxZBEIN L. 70 HETE#RE
WaErEILLE LT

2019 FITIF. NA A ERRICEBHZERFDOY v 1V —
HEBNL, 5557 0—-/VUEICERVEG E EHIC,
BN EERE A EGREH THROBRICEE
1F95ENDT v 3 VICBRVBATEY T,

I R&D

Takeda has a unique highly focused R&D engine

OUR
COMITTMENT

TO DELIVER oncotoar _ OATRO oo eumosance
ENTEROLOGY
Our R&D efforts are focused on four
therapeutic areas: Oncology,
Gastroenterology (Gl), Rare Diseases and
Neuroscience. We also make targeted
R&D investments in Plasma-Derived PLASMADERIVED  VACCINES
Therapies and Vaccines. THERAPIES
| SEE OUR COMPLETE PIPELINE on TAKEDA.COM (2 |

MR TIE. 7oAy FZ—ZADBWREICBEWNT,
A/ RN—=2 3V DORIBICERZRY . & JBLEEREER.
FVERE BRRKEED 4 DD FICEHRMITERYE
ATHEVET, oo MPHEREIPT 7 F I LT
EH, Z—T v b EROTEAEREREEZIT>TEVE T,
T—RYALTVARY / LHEDEFIHIH % F&IREY [ TEY
DANS T ETEFNGZEEREZRIE TN BUBEA
THYET,
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I A COMPETITIVE VALUES-BASED, R&D-DRIVEN,
GLOBAL BIOPHARMACEUTICAL LEADER

~JPY 3.3T & .{.-
~US$30B

PRO-FORMA
REVENUE™

.
..................
18% 50% 19% - 13%

EUROPE & EMERGING
CANADA MARKETS

APPROX. NET SALES
BREAKDOWN BY REGION

BY ¥ A v -t L OMEROERET LSIE 3 IKAZHE
A BAROWELEL L CMHTT/A—/NILD by T
10cmbad ENTEE LI, XT—HAY M) —-THB
AARICIA. %Y EFOFN% HSHHKEHHICELNT,
V=T A4V THAYINZ—D—ABELTDERZLOIEE
TWleK TEIFEBEAATTEVWE D, A, 80 %
HASEECHHTEREEELTHEYEITDT, 9%L
HAPDBERICEFNEERRZ R e HEH» T
BEITTEDLSICEVBATENIET,

o Our Contribution to Global Health

Cakedin

Through partnerships, Takeda has been contributing to policy shaping and
establishment of Public-Private Partnership in the arena of global health

Delegation to Annual Assembly, Executive Board

o International Organizations o National Governments

jon/discussion : e.g. WHO PQ for
Public-Private-
Partnerships

e Industry

Associations

ram (Capacity building of
tsin Vi

IFPMA | Council meeting, Global Health Committee, Value
and Access Committee, EML TF, UHC TF, etc.

Global Health Committee, G20 TF
Annual council il, BRC/BOD reporting, etc.

Takecla ‘ AN Steering Committee, BRC/BOD reporting, etc.

National Center for Global Health and Medicine

FEE LT, BtosO—/\ AL ABEEDEEDE
A CHBNETETVWIREEET, FEDEEEDDH
AHLEBHLICGEOSNTWVWS, TETELGLEIV2—DE
. BEFROEHED/N—FF—2 v T T, WHO P
ZOMOEEES. FXeRINREG CEDERERE. BA
BR7ZE CoHE LIBITRERD &R E DR RO

KREV EHIC, ERFAGRZBLCERRELGED
TZY b 74— LICBVWTBRRESLIT>TEYE T,

oo BHAONGWATRY. ERAEE CHILEF
B EIE D TV DIERP MR BN R G EDEEMGRREIC
¥ L Tl GHIT Fund. Access Accelerated i EDE R
O AE L CESE. HiiEcor> 7y &
TETVERE, HRaEE IOV AT LDEBEREINDS
K5 WHEHSBRYVBATEVET,

I TAKEDA GLOBAL CSR PROGRAM

¥4.5 BILLION FOR
5 PROGRAMS

IN 2019

WITH A FOCUS
ON DISEASE
PREVENTION oty

lected by

2018
Labn yen

aaaaaaaaaaaaaaaa

Progr

EETIE. EFHEECERE NGO MMEFRSE S TRt
TNTV2BFRE. ERAMBREEDEHRICNT S
FMBLERBLTCHY ET, 2019 FITIF 5 DOEKICH
LT, B5t45EBHDFMZIIY bEETOVRREER
Lfco T5LTcHN%Z@B CIcRERRICEHF I EREMY
BATENDETH, BELRELTORDIE. PIFY
EHNGEHEEZT VA Y P Z—-XOBEWEETAIH L.
Rl ge G H CHADBERICEBREIT T T L
RIFIEDTEV T, TDfcsh. BHDEREMZ Hin]
BEIR RS CIERPFASEDERERICEEIT TSI L %H
e LEEER77EXT70Y 17 Mo EmIgICER Y
HATHEY ET.

ACCESS TO MEDICINES
TAKEDA'S ACCESS to MEDICINES (AtM) STRATEGY
BUILDS ON OUR LONG HISTORY OF ENHANCING GLOBAL HEALTH.

AFFORDABILITY-
BASED PATIENT
ASSISTANCE
PROGRAMS (PAPs)

GOING BEYOND
MEDICINES TO
ADDRESS ACCESS
BARRIERS

ARTNERING TO
CHANGE LIVES.

eArn more 10

—HE LT ERSOREERRZERRETER
WEERRIC LTI, BERODEREIEENICEDET
—EORRERETRETECVECEEXZE TR
TLZERELTHEYET, REBICIIRHNERRR. B



BERRREZELC T, FEORRKRE OB CEYIER
TURIDY T T7EN, HEMEICED EEMEDL
ETCHMZESREITY 2 ENRLEHGAIRE G RHEM L
ZATHEVEY., LoLEDs, BERTIEZTS LIR
R DORHEH D E S TOGWEPHIF D EERRICK L
TH. AR B ORmZEFB LTV TS K5,
BEZETOVS LZEREETORIEVWTEYET,

9 WHO Collaborative Registration Procedure (CRP)

Cakedin

Regulatory timeline in SSAs and other LMICs can be expedited/streamlined by utilizing Geakedd

Regulatory Pathways coordinated by WHO, such as Collaborative Registration Procedures

.

« Lack of transparency of regulatory approval 6 Utilize a fast-track application provided by
timeline in SSA countries NRAs

Develop a bilateral agreement of mutual

recognition / abbreviated review processes

I Gap-analysis:

* For example, in Kenya, it will take 24 months
for the approval of Leuprorelin which was

submitted in March 2019 between SRA(s) and NRA(s)
* Obscure regulatory approval timeline in LICs e Utilize Regulatory Pathways coordinated by
/ LMICs sometimes prevent patients from WHO;
accessing to essential / innovative medicines 1 ¢ i istration Procedure
for Prequalified Products
2. G i ion Procedure

for SRA approved Products

ZIHBIFAREHDOERETHY I, WHO DEFHIER
SERIE. I 2T R EDT T YN EETE
B A& L TUL 3% WHO @ Collaborative Registration
Procedure (CRP) [CDWCEREETWIREEXT,

FIFETBN LELIEERT 7t ABREZHET S
BRICEE LIERED 1 26 T 7 HN\SREICEIT X
EBEOETHRBH —MBICTERD SRA ICEERTE
. &fe. FREUEMHGHT LES<BHEVEVDIRTT
ETWEY, TOREZHET S 1 DOZERRKRELFE LT,
WHO @ CRP OER%Z&ESI L THEYVET., R4 FDA
BIDORY 7 XCREBZ3RFFTCHVET, 1 mBH
REFEHFOFRMEDEETY, —HIE LT HH.
TREEC. FFREECEREEZERBO TS EV D@
MEEHLRZHICBETE LT 22 BWEDER
BRT—ZDORMEEELIEWICEEDLS Y. BAHAICD
e CCEBEZTEH CELVKSTRANTEVE LTz,

2RBELT. EEBEZOEDDORELHVET,
—FlELT TZ7 TIRARREDNRADmB I L

4-2. HAMZEIC X % WHO ShiialilZz 9 < 2885 & 703« sHEEN I8kt

Tl 24 HPBREOEEREEET S LEDNTEY E
9, TOLIEEN I ABICRKRE L. EFNEERESR
PRBAEEZNDT 7EAD 1 DOEEICE>TVS E
EATHBYVET,

INHDRBICHT H5—MHGERAELLELT
ARIDRY I RITA B, CO3ImAERH LE L, £9
ATIH. FEDORFEILF/HRIT TV RREEDRE
FHICT T4 EETVEK TETTETVET,

MWTBTIH., ZEEOHBEICEDE. §7TIC
SRA. TxbBLAEERDREILE/HO S ERZIRE LM
BICOWTEBRRSSZERATHE L W< &L
DHETEDFREBED NRA (CERREE X HBENT 51%
HHTTEVET, 7ITICBELLTE. BEEHEE
KU PMDA D) —RZ—y FTETHEICKY ., BISEE
DREHDRRITIBANTETCE YV E T, TORER. H
AOHELZEDEREMZEML L TVEVWTEYE
To TORCDETELLTCUE. TOHBEHEY LTHDHT
HILEBRLETET,

—AT. 7IT7LAOHIE. BIZIET T AIKBENT
I, HUERSYICESEMICE BAR L BN D B T L ITHN A
EOHE S50 /EUEEZWNT EHL S, ERKRETHS
WHO D) 547 > ADREIEFEREL TV K Z
ED. BEEHBEDOBHMEDR EICERET 5D TIEELD
EEZTHBVET, ZDIs. HELENSE. EFHH
FEmELEHE L. BRFAEE. FIC7 7 HDEERK
ICRRICHREIFT Bzslcid. ClTd s WHO @ CRP D
ERDFBIRBICG B EEZATHYET.

WHO Collaborative Registration Procedures (CRP)
Overview

(ke

Collaborative Procedures for Accelerated Registration

* Aframework aimed at prompt approval by the national authorities (National Drug
Regulatory Authority, NRA) of newly submitted applications based on the results of
existing evaluations

* Inany case, NRA will make the final decision regarding approval
* There are the following two types:

1. Collaborative Procedures of WHO-prequalified Products (operational)
2. Collaborative Procedures of reference SRA-approved Products (pilot)

TIHEDATA FEHKIE. WHOD CRP DY = 7Y
1 EHOSHMEY LICEHRBTIDT, AIFDTLEY
T—YaVTITICERLTVWELWTWSRIFEIZ L
TEDTENITEWERVET,

BEELTIE RPIFTDEDINZ TS TD@Y,
WHO DT 72 1) 7—2 3 VICEDE EIEPRAIFE
DR LB EDOBWE. ReMZFHET 2RICELEF
DEET —RICEDEHRERZEML Lt il
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HDHRMTHHEEBELTHBVET, ®>T. 2RBIC
TLELIEY ., RRNGEEBEROHZREEIND
DIFFED NRA T,

3DBDNZ TS TIGRLELEEY .. CRPITEWVWT
REORFLUEHEBIEI BEEDT—ZITIE. WHO D
ERIFREEICR D T — 2 L STEED SRA HYRHE LB E(C
HRBT—ZD2BILHVET, #IE. TEHEPQD
T—ZICEDC CRP I, T TITEES 400 FEBZ T
BUEITH. BEDSRADREELGEZBRICTST T
A—FICDWTId FREAIFEZZNEES TV
EDVWHO DR—LNX—=ITEBNTNTVET,

WHO Collaborative Registration Procedures (CRP)
Win-wi for all stakeholders

NRA

* Having data well organized in line with PQ
requirements;

+ Availability of unredacted WHO assessment and
inspection outcomes to support national decisions
and save internal capacities;

« Having assurance about registration of 'the same'
product as is prequalified

Manufacturers

*  Harmonized data for PQ and national
registration
Facilitated interaction with NRAs in
assessment, inspections
Aci and more predictable r ion
Easier post-registration maintenance in NRA(s)

Procurers WHO
+ Time, assurance, availability * Prequalified products are faster available to
patients;

* Feed-back on WHO prequalification outcome

Win-win ORHEIHDIRA > b T AFICHEERICE D
TlE. BEHPBDOZ A LAV DFBEARLEES LD
HECEFT, £lc. EEPEEZBEYEEETREME LT
W< T eItk 2T BELGERREZRERICLVE
(BRI TESAREELNEEY. BERICEOTRDK
ERBERELBELTHIENTERDLEZATEVET,

WHO Collaborative Registration Procedures (CRP)
Two types of Collaborative Registration Procedures

1. Collaborative Procedures of WHO- ied Products (op! )
* About WHO-prequalified products evaluated based on international standards,
* NRA uses the evaluation and inspection results,
* Aiming for rapid approval by NRA

90 30
days days

2. Collaborative Procedures of reference SRA-approved Products (pilot)
For products already approved by the Stringent Regulatory Authority (SRA) such as PMDA,
Under the agreement of the SRA, the applicant provides NRA with the full assessment and
inspection reports,
Aiming for rapid approval by NRA

Start access to SRA 90 NRA Makes Decision 90 NRA communicates
Assessment days EIR decision to WHO/Applicant

TBESDRAZA FE WHO DR—LR—=IHS5HEY
LTERBEDTIDT, RA Y MEFEREE TV
XY, LBROFAIRAMDOEET —2IEDC P T
D SRADEET—RICEDS (RP T ZNZTIhDF
JEDBEZR LIEDTT, LD WHO FREEICE DS
CRP DiFE. WHO iEE T — 2 % NRA [T1RMH Lz,
90 HLAIT NRA BMEZ. T 5ICZ D% 30 BURICEEE

B L TEREBHNT A ENAMENTVET,

TERDOSRADBE T —ZICEDC CRPICEEL TH.
SRANEET—4%% NRA (TR L7z, 90 BUAICE
A NRAOET L. T5ICZFD% 90 BUAICERZH
FEEICEBHT AT ELAKROSNTVE T SRADEET —
ZICTEDLLFIBITOWT, RORZA FTeFHEEDILT
AT ETWEEEE T,

WHO Collaborative Registration Procedures (CRP)
CRP of Reference SRA-approved Products (1/2)

1. Applicants provide the SRA's decision-making document
(full assessment & inspection report) that has approved
the application item directly to NRA after obtaining the
agreement of the SRA

2. SRA can provide additional explanations on decision-
making if NRA is requested and SRA agrees

3. SRArole s data authentication only

4. The role of WHO is coordination between applicant, NRA
and SRA

5. Applicants must present to NRA evidence that the product
they are applying for is the same as a product already
approved by SRA (or a document that clearly shows the
differences if different)

6. NRA should make an “accelerated” decision within 90 days
of receiving the application based on information
submitted by SRA and the applicant, and communicate the
result to WHO and the applicant within 90 days

. 10102018 AnnextLpdl

IE5HEWHO DY 781 bHSHMEY LTERR
BTEMETTN RZA FERDRY X% TBLEE
W TREELT. BHERIE. I CICEFARZEIE
LTWBSRAICH LT, BEEREZLEERGEDOAR
ZNRA [CIRMT BT LICDVWTTEZRET., 2B
LT, SRA(TIE NRA D5 DEFICED EBMEGAZE
HEMI S EHEIRETT . 3B & LT SRADEREF,
REEINET—2DPELWT EZMHERT AT LICRES
NE9d, 4mBE LT WHO IFEREERZE. NRA. SRAD
BOEHZBELLET, SRB L LT BREEEIL
SRA D SEGRZES LicBmé. NRA ICHET 5HmD
EEREERITVELNHYET, REIC. 6 RBELT
IO LIcFIRERENCEDE. 90 HURICEEZ XL
fefeE. E51290 BURICHFEERR E WHO (C NRA H
SiaREBHV K T EITBRYVET,

WHO Collaborative Registration Procedures (CRP)
CRP of Reference SRA-approved Products (2/2)
« Case study: Focusing on global health products such as tuberculosis and antiretroviral agents

* However, WHO / RSS personnel are encouraged to use this system for non-communicable diseases (e.g.
cancer drugs) if they meet the needs of low- and middle-income countries

Reference SRA ‘ Products ‘ Applicants

EMA INTELENCE (etravirine 25mg Dispersible Tablets) Janssen Cilag International
EMA PREZISTA (darunavir 400mg tablets) Janssen Cilag International
MHRA SIRTURO (bedaquiline 100mg tablets) Janssen Cilag International
EMA (EU SAYANA PRESS (medroxyprogesterone acetate (MPA) 104mg/0.65 mL
. " Pfizer Ltd
Article 58) suspension for injection)
EMA (EU PYRAMAX (pyronaridine / artesunate 60 mg/20 mg Granules for Oral shin Poong Pharmaceutical Co,, Ltd
Article 58) Suspension (Granules))
EvA Eurartesim (as Artenimol Alfasigma 5.p.4, Italy

(dihydroartemisinin)160me-20me)

T2 LI SRADT —ZRICED IR EEDRHEHTY
BN EIFERLETFE LTEY . ROADEEZHLD
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PR TTEVE T, RERIFHL bOT AV ZAE7E EDRFAEFRFDFHEICE L CRCREEZROTERENTER
Lfce LOLGEAS, BEdE L TFIERFMERE. AIZIETERG SN LTHERTETT, TDd. 5%,
ARGEZIICHE LIBELEN KREREZBOT ICEFNECEEXRZEFARSEDEERICEEITI2HD
ROIDEFITH 5. TRGEBAGTOIIGSZERIF LWL K eODERKD 1 DICEEDTIRHEVHEEZEZTVET,

Takeda is conducting a “door-opening” research project to achieve more and
I faster access to cancger drugs wzrldwigde, powerez bir MHLW’s grant
* Approach:
1. Consultation with WHO and Subject Matter Experts (SMEs)
2. Impact Assessment from public health and economic perspectives
* Timeline: October 2019 — March 2020
* Collaboration with Mitsubishi UF) Research & Consulting (MURC): quantitative analysis

o The Government Funded Research on Prequalification for Medicines { Takeda Pharmaceutical Company |
Limited
-
WHO
Collaboration Regulatory Systems

Strengthening Team
And other SMEs

MURC and Academia

R, BHANIRE. BEEHBED SMBEZ VLW TED TV SFEDORNEZ. TDHZEHMEY LTHEEET
WeleEfe<#FELET,

SEDFRETIE. (RPZ/ERT 2L THRHEINIBEREZERRT 7 L ADRELHEHFERDERE L D> e RRE
EEOERE. BFHICRITHEIROBERDETINTNOE CEENICHET 2T LZBMNICLTVET, AEDEM
WS ELTE =2 UR) U —F & AVHILT 4 VTR D T O —/ bV ZERFIDIEH DERRIC TH L
RREWTEVET, el HRAEFOERICBELTETHT I 7DERESICEBBN L THEZ SETWEESFET
Y. HRIEAERERIE. WHO DEIEEBOERICERZEWLIEITE LS. 3AKRETICTHRELTEWEEZRT
BVET,

MURC supports evidence building based on quantitative analysis of regulatory
Takeda
I information in developing countries

24

AEREICZZUR) VY —F & AVTILT 4 Y TRHITCED TV IEVW TV SREDRFEEZ RN EE TV
XTI, TEODNREOHMETTH. WHO FHIFZEEY® SRA DBEET —ZICEDE, NMERSHBEREEEZITS
ET. INSDEERDRIT VL ANKRRT S LZEEMITRLIEVWEEZITHVE Y., REOHBEDEDH %=
RDAZA FTCTFHAWLET,
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Compare “As is” and “To be” flow of review process and analyze the gap

Analysis #1
I nalysis » ) .

* Break down the process of regulatory review and investigate duration and cost for each step
* Compare “As is” and “To be” flow to calculate how much the timeline would be shortened and the cost would be
reduced

<< Example (lllustrative) >>

“ i om i “ - 7 - Duration Cost (k3|
As-is” Flow ouren [ _gont) Torbe' Flow s crpeaset) | buctn | ot

Communication
Dossier Preparation 4 0/150/20 Preparation with SRA 2 20/100/15

l Submission
Dossier Communication with
Applicant and SRA 3 50075075
Dossier Communication 8 500/100/5
Review with Applicant Approval
Notification to WHO 3 0/20/5

Total: 8 Total: 715

Submission

Inspection 2 500/100/5
Qutputs

B acceleration of regulatory timeline: 6 months

B savings for manufacturers: $890,000

B with detail abservation on which step has impacts in terms of timeline
Approval Total: 14 Total: 1,605 acceleration and cost reduction

Summary Review 2 200/20/5

25

2DDFEFAEDS B 1 DEIE. #E%Z NRA ITERICEHF LA LS. (RREFERLIIGAEDTO LR LER%
L. FRAREE B EEOEHEERZEE LICNWEEZTEVET, "Asls" DT7O—DDRICH e TE. FK
THNREZEDRF L/ PIRMOMELENSERHA VAL 1 —PEREDXRNLG ETHERNEZTO CEHNEXL
WOTEH, SERFEERENEABRBERSNTWSZ LEHY. VI UNR—F - 7FU T4 7 ZADMRELTW
BT —AN—REBE|CEETVRE IMEEDHTEVET,

I Ana.lysis #2 . ' . .

Estimate # patients gain faster access to innovative cancer products by CRP

* Break down the process of regulatory review and investigate duration and cost for each step
* Compare “Asis” and “To be” flow to calculate how much the timeline would be shortened and the cost would be
reduced

<< Example (lllustrative) >>

# of patients

Output
treated by product A per year 4 utputs

m # of patients to gain faster access: 80,000 * 0.5 = 40,000

80,000

Maximum # of patients calculated based on
some of the following factors:

+ country specific:
- epidemiology data
- average % of patients with access fo Product Launch
medicines (To be)
« product specific:

- sales data - v

- average admin. period and frequency

Product Launch
{Asis)

b/ .

T Time (year)

26

TESDHEEH K ETEYVTIVTIDT. TORIGFTHEMBELZEL, 2 DEDORHOYY AL EE M
DIFBICE > TRAIADBERDRBRICRBICHROERERICT VEATESZHEVSIHRKATYT., TESICDVTIE
Analysis#1 DFERUMCHWRE. WREE. BER WROEER, EIARONRELGIBERDISLHLE. —
EDHRZBEV AN ZITOFECTT,
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DEEZRANE. 2HEBLEOERIF SRADT —4

e P — ITED< CRP & W R L—RICEG TN DS 5 EEX
: SNETOT, EREANRLETHHAEE LI PQ
. - - DF— 2 &RV CRP AREMBNLFIBETIAAL D &
S ; EZTHIET,

As-ls (Kenya) As-ls (Nigeria) To-Be (PQ-CRP) To-Be (SRA-CRP)

min  max min  max
As-ls (Kenya) 21 27 To-Be (PQ-CRP) 11 15
As-ls (Nigeria) 125 20 To-Be (SRA-CRP) 10 14

ABIE Analysis#1 OEHIRE, REBEZHETLTL
lREEd, $TEEHETIN 7270 7491V
702 AHEEGICE > TEBICERRTT>RBE. 75
YR=b - TFVT 4V ARDT—RITEVET E T
ZT7TE21 ABDS 27 BB, 74V )T7TlE 125

AR5 20 HBAMIDBIENEBEETNET., —AT

e Key Observations & Discussions

X%/f PU)E{EULJ: —EU)E‘G?E%%(‘;LC\ WHO U) PQ L: I Key Observations (interim) and Discussion Points
HOCCRP &, SRADEET —ZITED < CRP %55

LIZBETIN. ThZn 11 HAHLSI15H8. 104
BB 14HBEBYET, SRADEERET —2%ZFAL

* Lack of precedent researches on the
Impact Assessment of wider application
of PQ/SRA CRP for innovative products

* SRACRP can enable the fastest

°How we can catalyze more
holistic/robust evidence on WHO
Reliance Pathway going forward?

ewhether Japanese Government can

J =5 = regulatory approval further strengthen the collaboration
TL CRP %}Eﬁ L\TL I:I\ Eij(? 1 7 jJH FE%@%EE@FEE@%E with WHO to accommodate the most
* Economy of scale can work for PQ CRP §tream|ined reg.u\'atory avenues for
%ﬁb‘ﬂﬁﬁ'?% § 3_0 when it is applied to multiple countries innovative medicines produced by

Analysis #1 ::
However, Economy of Scale can work for PQ CRP if applied by multiple countries Takode

Duration (month)
300

As-ls (Kenya)

To-Be (SRA-CRP)

— ToBe (PQ-CRP)

1 2 3 4 5 6 7 8 9 10

Japanese companies?

B, CTETORETHRTERE. RHEDE
BEBRMAET B TVREREERVWRS Y M EEIFEE
TWlREEY,

FTATARFREMDARY 7 XITR L fzKey
Observations, i DETIH. 3 REFETETVEEE
Tl 1B . SEOREDREEICHY .. AR
SITHRDOXRAEEZRIIDATY TELTEZTEHY

CESDRZA FIGRLELIEBY. RICZTZ7ER | £ LT %%%‘BWHO@PQ’V’CRP@?EH@CCFQT%
FOEBEZET SEICH T CRP ZEA LIIBE. | Prospective IR 5T A IERICPR SN T LB S HFESR

HATIDERIT SEDHHNEINE. TDDTET2K

TnELfe. 2RBE3IRBICDEXRLTUL KIFED

ELTHRFENSBEREOERMREEEVE T, B | XS54 FORREE TV W EETTDT. 2T Tk
H. BRIREEICEDC CRPICEAL T, RDATY 7 | 8IBEH T REEET,
& LT SRA THEBRBHDEFZTH>TH. WHO DEE TOLIETDEICEDODWVWT., BEE2AEIFEETL

ZRFBLENHNET, —H T SRADT—ZIHED
< CRP DiZEIE. WHO IC &K ZEMDERIFH Y A,
ZDfesd, WREZ 1 HEDHE LIBEICIE. WHO
DEMEEZLEET . BissaticED< CRP (TN

REVWTHEVET, 9. RITARLRELTVSH,
PQ ¥ CRP DERICEHT 2 EEBNLZHEZSERRL T
W Tedlcld, EDKSBT7TA—FHEZISNDHE
WO RTY., S BEEFHBEL SRR LIS L

T. BIBEHLARELESSRADT—RICTEDC CRP | RTAISHDEEEEYY —ZAERIRLT. TOHICEES
DAV BEERMITEGLIRMD DV ET, LHLE GREBTOZRMIHEUDIFRT EATELELL. BEHND

HB5. PQDT—2ICEDC CRP ICDWTIE, —B WHO

DTHEZBNNEELEZTEVET, &l 22BL
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LT, 5% Bz CoHE LIAXRDHELED. £
AV R FH R sE A i CHADBERRICHET SESD
I Bfcdlc. ERIFHEEHIEY CRP Z2 K YW EBrIERY
BlcITiE. INETLEER BABRF. WOICREHRE
BORES ICIEMNG CXEBEZBENANEEEZTEY
FIH BROIIHELTEDKLS>GXEE THAEL
LiFBREBDH. RLLSGEREICERVBATESN
PEEDERE. COIORRICBRRMMEEE TV
NI EEZATEVEY,

OSDRRIIULETT. REflchizY, HUHE

= .
(- _5 L/\ $ L/ TL.O
I 16 Cancer drugs and on-patented hepatitis C drugs included in 2015
16 cancer drugs Imatinib, ituxi ine, C: itabil
— applications were made by UICC | Cisplatin, Oxaliplatin, Bicalutamide, All-trans retinoid acid (ATRA),
(Union for International Cancer F i Filgrastim, itabil i i
Control) Irinotecan, Leuprorelin
New hepatitis C medicines sofosbuvir
— Direct-Acting Antiviral Agents Ledipasvir + sofosbuvir
(DAA) Simeprevir
Daclatasvir
ombitasvir+ paritaprevir+ ritonavir * dasabuvir

Thank you

(Fakeds

Better Health, Brighter Future

I Pilot PQ program for biotherapeutic product for cancer kicked off in 2017

=  Following the expansion of the EML, WHO
started to discuss inclusion of patented
medicines for cancer and other NCDs into the
PQPM

*  Recently kicked-off the pilot program of the
PQPm for biotherapeutic products (BTP) for
cancer treatment, trastuzumab and
rituximab, intending to ensure quality and
access to BTP in resource-limited countries

Marks et al 2018; WHO, 2018f; WHO, 20185

21t EML added cancer medicines, suggesting that more price competition can be made by pooled,
I p where various options are available
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- o HAMIEIC X2 WHO JHiissil 22 < %
TRk & TR O
e JEE MG ENA N DNDi Japan

R JFEFESE) %A DNDI Japan

IA BTh. TAITEIL, DNDi BAZEFEFTO T BEER
EHLEYT, AEIEZDE S GHETUAEDREE B
EHBTIHREWVREE, ABARICECET, #&E
HIRZEIC. 1 DB TETWREX T, AFHED
AR T OV RICHAEHEMIEDLY LS FHEATLT
ZDfesd. SEIEFTEDEREBBHLHNET I 2 x—TD
DNDi 5 AFLIeAR S A FZZDELEIR/RREETL
lREET, BORBCHLIEEDTIDT, BEXRED
BUET L, SEDRBOALEHINTOEEAD,
FEEZEZDTEDFINELEATLIEDT, ZDFF
TRREE TV eREF T L ZHBHFLIEEN
REROICD LBRBAEWREE LT AcBDE
B DOWVWTTBNATE TV ZEE T, DNDIi AAEHIR
HICRYBATOWAREELSIEE L TVWBETIE. SE
TRBNT 277 HEERSR. Sleeping sickness % & L
&, V=Y aARZTE. Vv —HAR 1L b—<%G
E. BWEELGL BELATLREEIANCE
AW52 L2 WVWET, EE%DDNDI &IE. Drugs for
Neglected Diseases initiative, BBH 5 NZLNVERDHE
MEAZV 770 7ERLELT. RIFETBNLIEEK
SIEEEHF SNGEWNVRRICH T 8% RN H 5 W IERER
HoDEETETCHELTEVET, RFELT 1 VE
H® GHIT DINHH Y F LichH. T5WIEELSD
EeZRCHELTEVET,

HEBEEDA VD ELTIE EiREEEMELFR

T ER

YHEDBED 1 DEGOTEVEY, AEIFAAAD
Va1x—TIHYELT, y¥Z7. AV IREHNE.
M7Z7UA. AR TSIV L= 70 TAUA
BLUBKICEZFAHLHY £, FcBDENIE. BEH
SNGEWERRIEICN T 5aREZRARE TSI ELEE. TD
BEEZNEGRBEICRBIIZT VA ZHRIZHIET
o Fre. 2016 FITIE WHO & H[E T GARDP (Global
Antibiotic Research and Development Partnership : %/
O—/NVIREEREREARNN— =2 v 7)) EWVSED
ZU5 EIFE LT, SEFERAENF > TS AMR, EEIH
HRICHT 2EEORFEL T 7 ADHBRICDOWVTDE
LD THEVET,

HAT strategy

Fexini —a br tage-independent oral
treatment
- Oral treatmen

ges, adults and childrel
with food for 10 da y under
ofe

le— the tool for

- Oral treatment for all stages, adults and children

- Single dose treatment — no compliance issue

- Could beg g tment coupled with RDT
- Could be used in sentinel sites and unstable political regions

nsw- GHRT April 2019

Sleeping sickness. 77 7 1) AEEERfR. Ffzl& Human
African Trypanosomiasis (HAT) T hH. FU/IN/ VY —
REVWSIFEHRAY Y /NI EVSIRIMEDNRY 2 —
ZNLUGETS7 7 ) RBEDAEHBRREETT,
JAVARFHMEPCHRT 7 ARHMELE. F/\FU
RO TCORITHEREINTEVE T, TOREIED
FRREIE. BRDIRE T MRFICHFERNFET SE
1H & RERICHEERNMEA L TEREDERGED
FIFERZERCITE 2HICHIF 5N BELEZITNER
RHICIETEICESR T CNETODRBEETIE. F1
Hi. B2HAOMmAIC 1 BITEM G BERITG . T
ZTDFEAENEFHRPRBEELEL LIz, REARD
ABDRET LT, £ TE 18 B 28 0O™A Z 8K

FEIFRERR RN X ) — 2020 4 2 A
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TEHZROZORMEHNRS CEFEFNTWE LTz, DNDI
& FEODIH T HAT OmBADREICH < EZBIE LT,
LEMAY ) —Z2V T %RIAL. 75V ADRERHY
JT7AREHRBTISFZNFTTIF VAV —IL%E
MELEL 7+ Z4Y—JUE 1H1ELC 108
BOROKRST. B1H. BE2HOHATDIELEALEDE
BN IONZBAZBEICENEDROOSNTEY EI,
CDRFDOFEFKITHHEEERNELEEZADDTI D
DNDi & 1 feZ ARG TRECES 7V RA—ILE
WO RMERZ, ]RE. AELTEYET,

Strategy for art 58

nsw- GHRT April 2019

IBE5DRZA K& IcBERERICHALELE
EMA @ Article58 [ DWW T &L DTY, EMAD
Article58 I3 EU A TOEAHNBEEN TV S EAS

Fexinidazole
Along story short ...

KUV F IR L. EU TERENSED EFEFDR
FHFEAERET HEEBI1C. REAFELTVWEED
K UHIEDRBER Y B WHO BEHMBEICBINT 5T &l K
. BRSNS, HEORSEICE Db IEFHEN T EE
BOTWVWEY, TD)b— FTFHEETNZBRICITBEDE
ELEKIT. EMADSDORERNT R/N\A APNREES
ELFAERIBEE GO TVET,

BIEIOVRY ELIEBBDASA RTHETETW L
TEIH\ Article58 DFIEEBEICTEHALE T, 7.
ARV —=EBBEE. 7HTIT. HBULIENGO HY,
EMA EEFIICHEK L. 7 FNNA REZRITE T, ROERPE
T Article58 NDEE M Z R T B fcdlc. BEMEET
MEZTBIHDRBEEL AR Y —HRELE T, 5F
flildk EMA @ CHMP (25 UNT WHO. EFIR. gD HF
HDEMLTITVE T, EMAIERIENGEREENV L. T T
TETCRBALET, BRNAHLBTARY =& EU
HATHRFENDRERRICIRIRRIA Y N TSV
ERITTHIEDNRDBOENET, o EMA IZRFD
T—RADBBENTEFAT. VAIRZX Ty blE21—
HEIDTEDTEEXRY, INETIT 10 DREMERIC
BEOWT, 2R TI105 hOEENMESNTWVET, &
NUE72 DIEEUMITHIC E> TWE T, NGOW/NT ) w7 -
TZAN— bk - N—=bF—2 v TV TABHNRER
HE LBl TOL RITESBED>TVET,

2010 2012 2014 2016 2018
End of PI International EC EMA follow-up LPO Responses
Program First P1 (DRC) SA 619 patients ToQ
SAG
2011 2013 2015 2017
EMA art 58 CAR start Stage | and Results
SA Slow recruitment = Children Filing Dec 14

Interim analysis

nsw- GHRT April 2019

TIFIZEYV—IVORRICOVWTRRINTHELLE T, T/ 7r4d. 7T —X 1 57T L1z 2010 FITHiE.
2011 ££IZ Article58 |8 LT EMA [ Scientific advice ZZIF TWEK T, ZNHS5T T —X 2 HAE o z&ICEH 2014
FICT7+O=T v TDT7 FINA REZIFTTVWEY, TDET Article58 Z#A L ILIIRBEDERFEN 2017 F£ 12 AIC
Thn. |EMITIE 2017 F£ 12 B 14 BITAEZAHhHEhE LT
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Initial plan with accelerated review

nsw- GHRT April 2019

ZESDRZA FliE. EMA DIREENIERICEATBEDRA T Y 21—V T, &HOD/N\) 77— 3 VHiE %R
ERBOBEHBIEN 150 BTH Y ZDHIT1 HBAD Clock stop Hdd BTz, b—%42 )L DEAREIE . 35 L IERF R,
180 HT CHMP i S DERMIMESNBFEL LG O TVE T,

Final timelines — reversed to standard

4

nsw- GHRT April 2819

TIFIZEIV—IVDRBDODRAT I 1—IVTY, Fo>EY LIZBREZD > TOWELDTY D, 2019 4F 6 AR
THRRGSIFRELGV 2EBO Clockstop 5 1 ABMEFEELE LT, TDO® 7 BILMREENSBEREEEICTVE
DofcEWSRBEHHYET, BRELT. CHMP DA EZAIE 11 B 15 BICERY £ Lz NUT—2 3 VDX
BOHEIE I ARBEFYE LT

RSP ER Y 2 - — 2020 £ 2 H 55
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Detailed timelines

nsw- GHRT April 2{)19

TESDAZA RTIE. HREDOPVERYAD LN K RENTVET, £9. Dayd0 K5 2018 F 4 B 24
BicEThizERIC. 1 HBED5 824 BICEELTWVWEY, 2EHIE Dayl20 (cHiz5 6 B 26 BICHEI NI
KERHEIIH L, BEZEZHN1HBEDO7B 19HICRHLTVWEYT, ZZTNEREEHLSBEEFEEDS revert TNTL
£9, TD#%. Dayl180IcdHhz% 9 B 20 HicHENBEEEEICH L, 10 A 15 BICEEZRE L TWE T, ThIc
MZT. 98 25 BICEEREFARSENFESN. BED 2 EFICET2EMEOBBEIREINE LTc, RENE
EMA @ Scientific opinion (. 2018 % 11 B 15 BICEoNE LT, BF 1 A 22 HICEEREEIRINE L.

ATZA R ZFI 22—V DAV ROy TEEWTHVETH. ST/ 7 A HHEREFO>TLBD
TIH. ZOHIDOFEE LIERHDEZFHN T TITTHE>THEVET, BERESICKVET L T+ 24V —)b -7
AV AOy TO@EBIE. BAE 6 RULEDDIERE 20kg UEDNRITHIFZ MU/ V==, TIbEA. ATV
CILEBBI1 AT I F2RT—IDT7 7 HEERREG>TEVET, 2L 44 ERBELTWBETATIH
FRHBDODWTHEVE T, 7IFVZLAYV—IVDBBICHBITEZEEDEEICOVT. EDBET T JIL—FIcBWT,
ZIWFEYIR-IT7OIVZFUER] NECT: 7 2F+ V2V — VA ZRIDERER) (L THIEEY TV IV—
TTERVWEMERLAHSND T EH S, BERTOBMEREA 1 u 1 HT) 100 B EDEFICDWNTIE. NECT 75 &
DB ERENRIRTERWGHICR> T I F VLYV IV TRET B EVSISABDERTY,

WHO theoretical timelines & reality check

v

2 months

v

39 days
(parallel)

nsw- GHRT April 219

WHO ICX T BBALTERENGFIEEE AN LA VETLHIRTY, HEMICIIHERTERD S>TEDTIH. EOI
E LS DI Expansion of Indication. THEHOEEARILANDT & EBWVEYT, CORFFERBICEMEENWSITET. 7



4-3. IR K % WHO JHifadiil 2 8 < 2 #8 & 5% 0k 5 JEEFREHIE A DNDi Japan

T7UAEBRBORREGES>TWVWEES 1 DD NI /NS
V—OEBECT. A—T VI UEIIid 2BRADIEAR.
BROFERICE DY v —HARLY -V AT EGE
DDFRTICEBED D B AN D B HRENDEA
LEAEEELTWET,

& & 1F. EML(Essential Medicine List) () X7 1 > ¥
TNTEERESICHEHEVELIEDT. PQOU X7«
VI GENT Lic, £ WHO D Essential Medicine
List ICEEBTWNEWD T ET, S #EEELTWVWET,
ZnbHs. KiEF ED Collaborative Procedure hhds ) & L
CT. SRA(Stringent Regulatory Authority) @ A [Z & EMA
D Article58 EEENTVWET DT, ZNITEDWNT
National Regulatory Authority THEE&ZTLE T,

Regulatory countries

* Rapporteur: INFARMED (Portugal)
* Co-Rapporteur: MHRA (UK)

* Participants from endemic countries: DRC and
Uganda

° WHO: NTD

nsw- GHRT April 2019

EMA O & Tl Rapporter, Co-Rapporter h'dp ©J) & L
T, BEORITIEFOVIREHME (DRCO) &UA VA,
WHO O NTD F—LEEBMLTEVET,

Some conclusions ...

v EMA art 58 procedure was selected based on it’s expected benefit as
combining a «stringent» scientific evaluation (by CHMP) combined with and
«context-awareness» (from WHO and endemic countries’ regulators) for the
best B/R regulatory assessment

v Accelerated review was possible

v Expected timelines from art58 to DRC registration were of 39 days after
parallel submission — participation of DRC to the process facilitated review

v PQ listing occurred as planned.

nsw- GHRT April 2019

5 EID Article58 DFJAIE. CHMP (C K B RIEE BRI,
HHDRRPRELZ L CH> TS WHO PEHEERR
BHBTEN)AIRZXT 4 v MIREEBNFHMlixE
CEVWDEZAICEDVWGEIRENE L, MREED
f£ 2 C. Positive opinion A7z 39 H#& ik, 9Tl
VIARFHMEICBIFHEEIFONEVOIREEH
V. £fes PQURATa V78 FEBYITONE LT

Coming next ... en route to implementation

Q12019 Q22019 Q32019 Q42019

with NSSCP

1

Training trainers
Screening, tt, PV

CEM submission to EMA and
feedback

Guidelines and
INSSCP meeting

MAH reporting activities ... {cont.)

Data collection and review

WEDKRTIH. WM TIFESERERDT 7R IC@EIF
TORBEDRENEREEINTEY I, DNDIfITIEZO
FIIWDIERL. AR Y TDML—ZVFJITHVT. BF
DEZRDREVET, —FTH/ Tt 3EEERD
WEGE, FRRFEOEBRZZXTLTIVWET. e
WHO 1357 LLVBRFEDEZICK Y. IREDT 7 HEE
BEROBEAAN FZA VDOEB|ICAIT T —2INEER
BLTWET,

LLED Article58 Z/ER LI 7 T+ Z 2V — LD
RICEAT B AT LI, AHFICRET S BRIV EDLHE.
NTD > AMR (B89 2 E&IDBF. 77 LA ICTHEHEKH
BHVDEHLVNS > LPWELIESWDTE TEKL 2
TV, TERBRHUNESTEVE L
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HRUOENTT 4 A1 a v

B8 (BF) ZTnTik. I—F1ORMEE KEXS
IO ILkk. DNDi DTA#KD 3 BICDWT. B/
ERZIFLIEVWERVEY, CEEDHSHIEEFES
FELWELET,

BREE1 I—TAORERICAVWET, RERICEARIC
EREETWLICHhie> T RO NGO DFITH 1%
WY, 72747V RABETRFT—DUR— DB o1
D0LfesfoTWE LS. B/ ELTIERLS THIRM
DAIICESFE > TV HEWVWD ETADEFEEICD
WT. E2DLEFELLEATWERIFTEITLLE DD,

R CEHRHUHNESTTWVEYT, THUEWHOITT
TICHA R4 HhH> T WHO BAEEICZNITED
WTTATSLEEVREVEE>TVBRENIN-X
HdpYEdT, Zhicx L TELNENL SWMBRIBRIE D
TR D TVET, RFEASY FDfFERLEL
feb. 1V RIEEDSYVINERT 4S5 PEXMERDEE
HEDPDDTVWBDTITH, UY—IAHBHGEWLEDL A
WRAT—=H—HWEW FL—ZVF8ERAETER
WEESTVWET, ALK AD > TERTEBDTY
N BEEEBATERATINGEWEWSEERENT—42 &
LTHTELLEDT, 4. £5—E70OT 5 L%HKR
LTWBETATY, HICK>TEEILTWLS NGO &
BOWET, AIZIEAARTIEICADKEEDOE L %= H/\—
LTWEY, ZOLDICEEDEEICL>TH LT DT
072 LHESDTTH. BEAMICIEWHOLAA RS
AVEED>TVT. ESVDAICPH>TNEWVWSEHE
BHVET, VVINRT1ZI)TEEZENTEEREERW
ATY, fefe. BOOIVZAT A VAR ML—ZV 078
FeBRADTWNFBETAETERVWETALBY E
ITHSE, BRRJBCCERRITEETESLSICLTY
£9, PQEE>Feh 5 EVH>TEENEICZIFANT
<NBEVSIEDTIHBEWNTY, WEPEL LT B
% WHO [CEEITMNTTVWET, FIZEFESZEDLIT K
SELfel. REHAREND T ETERDREEKLES
FAHEHITIV—IVERELTEVTBDTY, TDH
% WHO L EE LA SBETEEZZITROTE5A%
EOTHBLTVET, ZOVDfcTEPREHFE L TE
FenscETY,

BREE1 RMOEREVSEKRTIE. BHOFDES

ZTDHLDODEBDIcHDERENLLELBOE I H
2ELTTIEEL BIRDAER Y JZBHEHLP
BTENKEBEDTLEID,

R SHELTTESTLRBRONTVET, KIFE
BLLEFRBY. 10 RBAICRZRATHSDIEWNEWNS
BWDT, 7ITRIFTHEST TVAIKET, EDKD
ICEMTERDEVND & ETIEEBALERELEE
ERGRAIVITEDIEEFOHRVEVITENEE
ATVET, &fce 1V FZIELCHT7 V7 DEICIT B
DFRHDHBDT. TOEDHEL KT LFEE LEDH
SEAZEYR—FTEBDHEEZTCVET, 12 FDIF
BlE. IHBOKMENMNREERLITEL. RREGS
WHNBHBY ZENWNTTHIELELTVET, TH
ZTNEFEEDNTEBRD T LZPOTWVWBHEWVWSRIFT.
BEANICEZREDBMNAENLIFENEELE LTHNTH
S5ABDHEET. TOEFAN—YavzELEIFTLNCE
CAINMDB T ERAA UGB EROITVET,

BRE1 90V E L. HUHESTEVET,

A& MOAEVHHLTL &I,

BRE 2 RERICHESRLIZVOTIN EOLSHE
ZIRSBTcEDTETLRDA HELSEHHIH D LBV
FIH. TOEELEEENSTLETLLIDY,

o FfeBlETOERICABZEFTTO—/NIUANIVRIC
ESPoTERMITNIERLAZIFEAEHUELATL
feDT, B@BcBHOTOYV IV MELTERELE L.
TRTHEHLTTEVET, KEPRERICERE L
TIBELfeolc, HZIFEBRLLEIFFRLEY., EROED
RN Z IR L TEe B DEIT K B RERIEIEEIN AL
LTI, EIEKED LA ST, FfcBbOREEAE S
TEE2TENTER LV SRIANGIRESL LTHAALT
BUET, INDSENSBSVDAVINT MhdoTeh %
EFBREFBALTODL L TEESEVWEB>TVET,
BREE2 SS58bUHESTEVEL
MICWODODDTL &£ 2D

GE=

BHE3 HZTS5RERNDERBICHSERVET,



BRIFPEE 7 OT T LITEWT WHO BB F> TEEE
PUERY LT, 9TIR1BELBVTVNEENDSTET
IO PIZERT—IVEZEZZREDNETERY. Wk
EBiiZE L Gl FERRICEEDNRE LEEICERAL
LOICBEDEREZFE VDL LENEWVTEVWERSDT
TH. ZOBICHEWHO D TOT S L%ZFABLTRLK
DICEGREFTCWCBELHBDTL L DD,

R CcoTOTSLDHREFICEREVNZLE LT
HDBEREE BRI FEIESDETATEVE A, il
BELTEIVYINRT ) TEDOHERTETHRLE
EDHET, BIDENHEWNSEKRTIE. KIFE2FITY
BEBELLELRED. RIE3FDADE &M EW
ST—APHTELELT. ZORITIEANILA Y F >,
IV A —)b, DEC fex—EIcHaT 2T &Ik
F Lfce BINMEEBL IO TIEEVWDOTTH. FELNE
DEBIEZDTOYZLDHRTHA R4 DEME L
TREETIhF LI

BRE3 HUHESTETVET,

HEEBEA LPLBRETECVEREVWTEHEELALVLTLL
SH% T, EOREITRKIDHTTH. WHO H'E
HoTWVWBERICIE. TTITREDHIERTOT T L
WEF, WHO ICIZ PQEB. NTDER. << U 7EEED
WHABHYVETDT, BEXHA>TEIATLOHELTIE
BYERA. BROMEDR —%{EBDIE WHO D
BETY, ZERETHIOERELEDEETY, 2T
ICPQESH D T, RIEKHICRIET HDIEZDED
BEETY, e BICAHLEVLD T, WHO % & C &,
WAWAIRETADBITET, KIFEDEMT IEER
TV EOSHENHE LD, TEEDEETY,
ZHISRH LT WHO PWAWALEETADTR—FLT
WEY, TNHEFEDHVATT. £ALWLWTLEDD,
HYHESTTVET,

R HUDESITETVET,

REEB HILTAIC, —HICPOTVELLLSEL
DAXVREDTID. ELLEEFBENDZIEZR
CT. WHO D PQ ICBDBFEXZPO>THIVET ., BEE
BELOTHEL TEEDTEGLEVSBRERNATE
WEY., BEFBAEIC. N—2 v I EEEBIIFEGIEE
ELTRATWIEWT, HEDEMAELEIZRITT
WefEWEBBZHE R TWRIEWTE Y Ed., B

FEHGREDFEE STV LEEL LI, PQEVLSD
BT TICHRDHEMICHT BHEREDT. BANEEEY
BLTALE L TEBNGHEPREZ VDICE L I
LTV D EVWSEEZEZBITIE. FcRAGRHEE
DY) DfH. BEMICIE TR GEDREREE
AETH. WS OHLDEFIDEEL D DT BHEHR
BB — DB REREBLOTEVET, ETEITENS
XEEWVIEWT, "HESTIF U —KEBOTPD
TWEWEEZTEIETDT, SBELBEHEET
Wl EERVWE T, KA LIBELLET,

Bl HUHESTEVET, 1 ARIFTSREETE TV
fleEET, RIFEBFTT/ATE W EEX LT
77 TlE. ZERORE B DX EEDRHEHHBEICIR
FWTEY. ZBELA Y FORFIZEFZDOYI ZREHE
54 - PMDA EDY VRI I LDTeHICKAEN, EH
EDEEEPREGDT ITEHERDAVN—ELEMEE
TWREWeE@o2THENET, TOW2cIN&ETHE
HERTCEHEDOREHLH B LA L THVEITD
T 77N DEEE. FEEICH L TDEERH D
BrHcH, HHBEDRETIHETE W KIT2 LT
A3 FOSBRLCHEHDODEEZ W RITNIEER ST
BVET,

Al McHVEITTLEID. KALWTL& DD,
ZNTRINTEDYET., HYDHESTETVE LS.
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Prequalification of Finished Pharmaceutical Products (FPPs)

WHO SHRiEEAESRM  ESE M F— L
VT 475 + 7 4)VY  Wondiyfraw WORKU

In this presentation:

Briefing Workshop fOI' J_apanese M?r_IUfaCturers * Background on prequalification of medicines
on WHO Prequalification of Medicines and ) - ) )
Vaccines * Comparison of PQ of medicines with National approvals

* Scope of prequalification of FPPs
* Prequalification pathways for FPPs

M-1: Prequalification of Finished Pharmaceutical * Inspections
Products (FPPs) * Maintenance of prequalification status

* Key numbers and PQ timelines

Wondiyfraw Worku Tokyo, Japan * Afew tips

WHO Prequalification Unit February 2020 * A quick overview of the Pilot prequalification of biosimilars
- Medicines assessment team

VY EEA. TAICEIE, B 5IE. EERRKRES (FPP) OFFIFGEEHCOVWTHRELLET., £9. EXR
DEFIFEED WHO THRESEERICTOVWTHELLE T, Thho. SEHBDEZHDEV. EXRODHE, EE
ShEAS B D5 AR BRIEREDFRMEICDOVWTHELLE T, e WK DOHLOBFMEBRICOVNTHEL LoF e
AVITOVTHMNEVNERVET,

Background: prequalification of medicines

* In early 2000, there was an increasing demand for generics to
reduce the cost of medicines for HIV-AIDS, thereby increasing
access;

* There were multiple suppliers of generic products available.
However, the quality of these products could not be assured.

* At the same time there was a lack of well-established drug
regulatory systems within the affected countries.

* Prequalification of medicines started in March 2001 as a pilot
project to facilitate access to quality medicines used in the
treatment of HIV/AIDS by providing advice on their acceptability.

* Later expanded to include additional therapeutic areas

5t WHO H BRI Z I TcDHREMBICE 2 TLBEHFD NS> Le 500 LhE A, BEXNICIIREIZ/BOLE
TREVHERBDNSERVE T, 1REVIE 2000 FHHTT, WAWLWALEBEEISEIEMEET Y E LT, HVD
EERN\DT 7 AZ@OEDEVIBETYT, CORBNTEIFENRDRITEMLILDTY, TOHK LREEK
mUOFEELTVED Db TTH BICEFTFASE TCOREMEZ e, VIR v /HRICNT2FENEE
WE LTz, ZLORREI IRV Y 7ELTEDTWETADB Y E LD ERKEE L TIECDESGT TRy
VEMOERIZESBDRASDERBZR > TVE LT, T6lc. BEFFAEEDIEFAL DY LTOEWLEWSHE



BEhE LT, ZZTWHODR—HAST. FAELELD
ELTVWABEBHEREICT FNA X ET BT EDNREITHE
W& LT, £ LT, 2001 FICZDEL DS GEXDDEHE
SEDWHO IS K o CRtRENE LTce TN SEER ST,
7075 LMEREN, BERZPI S U T ORMICHEE
BIEAY & Lz,

PQTm vs national approval procedures

* Only certain therapeutic areas are invited for prequalification
(PQ)

¢ PQassessments and inspections done by multinational teams

* PQis a not a national marketing authorisation (but some
countries may use it for this purpose)

* Technical assistance and regulatory support possible

¢ PQincludes a separate procedure for prequalification of APIs

Prequalification of medicines - activities

* The WHO Prequalification Team — Medicines (PQTm)
undertakes two activities:

» Prequalification of Finished Pharmaceutical
Products (FPPs) (since 2001)

» Prequalification of Active Pharmaceutical
Ingredients (APIs) (since 2010)

ZEORFERBEDEZHDEWCOVWTEZELT
BEVEEA. BERZEZBOERERETT L. Rl
HRETREBVELA. REIEBIIEICETZLDTHY.
e BIE TN TOBREERICBED > TWBDIF TlEE L.
HLETHL—EDRRENTIHREBFEE. FICRREEIC
BWTEEBEEZONDEDICRE LI TEREEITo
TW&ET,

HEERBEDE D 1 DDEWE. FAfeBHVT D FHM.

A BRIF. ZEBEF—LELTAVN-HHEHARZE
DOEFH>TETCRELTWVWASEWVWDIRTY,, ERIREE
3. BETORERTTICHT 2RH TIFEVLDTI H
o EWVL>TIRFET HHDOHFAZRSETERYL
EWSTETIEHY TR, BTG TR—FBITVE
Bho

%ﬂi)‘b\ APl (EZEREZK) OFFIEREEIC DOV T

ERRREROEFREEEELZSFIELHSH &%
nuxﬁ%k LTWeRERWERWVWET,
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Scope of Medicines Prequalification

* The scope of PQTm is limited to certain therapeutics
areas.

= |nfluenza;
= HIV/AIDS;

= Hepatitis Band C;

= Zinc for diarrhoeal disease;
= Neglected Tropical

= Malaria; Diseases

= Biosimilars: rituximab and

= Tuberculosis; trastuzumab (pilot)

= Reproductive Health; = Human insulin (pilot)

AA. D SIFERRREEMIOVTHERELLET,
FIFERLEIFE LA FRIEREE L D DIZRERE
DREETNTVET, SIEF8DFLEHYELT. TDHE
AL ZT 2 CVWE T, &5lc/\qray 7RIS LE
LT, WSODDENHANCELTHITO>TVET, =
YA DHGEIEETT,

Invitations for expression of interest (EOls)

 Lists of priority medicines (and APIs) invited for
prequalification
» One EOI (invitation) per therapeutic area

* Medicines eligible for prequalification are determined by
WHO disease-oriented programmes (based on “perceived
medical need”)

» Usually based on inclusion in WHO treatment guidelines
and/or WHO model list of essential medicines

* EOIs published on PQTm website and updated from time to
time or based on a need

ZTNZNORBEIFHICHWN T, INTOERERICEH
SRAEDEREEEFE (1T —Y 3 ) BPHTWBHIFT
EHYEBh, BEEEFCERINEERITHLT
HTWEY, ZDES5BAVET—a VD) A YD
VEY, 2D R ME. BEEREEF —LTIE%E L. WHO
ICHBMDEEN—IDTOT S LETIEFIHMES T
HEDTY, TNEFNDZ—IPA VINT FORREITE L
T VAMEE>TVWE T, WHO DBREBHA K1~
ICADTWBEDEHUET, FIZIE HIV/ T4 X7 E,
WHO ORXBEREZD) A MIADTWEEDEN—R
ICLTEZASNTVE T, mEBETEIC) A MYH Y.

TITTA MIBOTVEY, UR R BEITELT

BHEINE T, BENTVODOEELCEVDDIFTIEHY
Eqcava
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Example: Eol for FPPs for HIV/AIDS

Z 551 Eol (Expression of Interest) HBESWLS5ED
DERLTWEYT, EEm FBCEIBYET, a1t
BOADTVBNED NERICHBER THAD G L
TNZTNOEKNGERRICI YET—arhdb i,
CDVAMIA>TWAHABEDORFEZIFTHFEHEND
CEITRVET, VAMIBEETNTWADIFTIEE
O WOTHHETEN, BHENTWEET, £EDLS
I Eol R > TWBHEWDS TiH A CEEWRITN
REBWVET,

Paths for inclusion of products in the list of
prequalified FPPs

= Prequalification of generic products (full assessment pathway)

» Full review/assessment of dossier and inspection of sites by WHO
PQT

» Such products are eligible for CRP once prequalified

= Prequalification of SRA*-approved generics and innovator
products — a recognition procedure (abridged pathway)

» Approval based on marketing authorization issued by Stringent
Regulatory authority (SRA) — for example, PMDA, Japan

= Alternative listing
» USFDA PEPFAR or EMA Art 58 approval/tentative approval

*Term to be changed to WLA (WHO Listed Authority)

WHO ORFED ) X MTHWT. FHaiseaticmirz 3
D2OTOLALHYET, 128 YIRUyITEE
BOFFIERHND T O X T, TNHFEEDHEED
KEBRELOHET, BRHEHEEITVET ., BESEE
FEEL. MERSZERL. CRO (Contract Research
Organization : FARERZFEME) I L CHLEREETT
WK, B IEEEMICRET O X LBEICED

TEEFEF>TVET,

2DBEO7OtRIE. T TICEED SRA (Stringent
Regulatory Authorities : E#&ZfRHIZFE) THEREFT
WABROFEFIEREEICRITEEHDTY, TNid. FEHEt
TNET7OEXITEVEY, EREDSRANT TILEEE
LTVWETDT. BERIEENTREICZZDTY,

3DHIE. K& U X (Alternative listing) &5
A€ XTY, SRATRATNTWVWAREED. TDELL
NOHIHZICK L TEHEBAIENE T, Article58 THEERE

N T\ % #hig T EMA (European Medicines Agency :
MINERZT) DERHTWVWBED, & 5L USFDA
(Food and Drug Administration : KEBREZEZE) H
PEPFER (President's Emergency Plan for AIDS relief) T
HHTVWBEDICIEY T, SRADETHIRENTIEL
FVDT A—H—D5DHFETIEH Y EFHA. TNl
WHO DX MZADTWITEHERRIZERITTWA E
IERY EHADT. WHO DERESICEVWTHEDK
WZHEWET, TOVDHED SRAICK > TERAITNT
WBEWSTET, WHO DEFIFRIIEREFETH S &5
HTWBILERTEHDTT,

Definition of SRA* for purposes of prequalification
of medicines

*Term to be changed to WLA (WHO Listed Authority)

WHO DERIFREEICH TS SRADEETY, BEAMIC
I&. 2015 5 10 AMUENICEML TS ICH (International
Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use : B 3% & 48 i 58 0 (= B
RE) DAVIN—, HEZWNEA T —N—THBHHEH
SRA LENE T, BMOE/ELIENT T, EWICHR
NDHZHEEERIHTDOLNT. SRA X /\—=& LT 20155
10 BUAICHEZ B L TWVWET, ZDOHITIE. FDA
EMA. PMDA. NIVAAFH, —AMZVT. 74 R
VRO VeTYTarAY JIVTI—HEDADTWE
Y, HEDRERICEAEDTY, ICH I 2015 FLEICE
MLEETAIESRA LIFEZSNTLE A,

CRP-lite and other facilitated full assessment
pathways for SRA approved products

» CRP-lite: Pilot procedure to facilitate prequalification of USFDA
approved ARVs and further enable national registration via the
WHO Collaborative Registration Procedure (CRP)

» USFDA to share unredacted assessment reports to WHO to facilitate
PQTm’s review

» PQTm’s assessment reports are then shared to countries for
national registration

» Being piloted on two products

» Similar arrangements with other SRAs possible.

B DLEZR bi?’ %H'J u:uuﬁmw'o)izﬂﬂchﬁ_a_%)ﬁé
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58 E %175 CRP(Collaborative Registration Procedure: HEFHE) ICDWTED T L LY TeELH W E LTz, —H T\
K& X bE CRP DFIHRICIEE YV E B A, TEDEVND & FHEL R— FZEEHETELRWVDLSTT, LHL. —8F
DA—H—HRELGFIEZEN N E WD, SRA DFEEGEHHNIE. CRP THLERFER I ZR I MM eE LRI E R
BTENTEEXT, SRADEEICEDVNTWHO BLAR—hEMEY, BEEEHBETESHSTYT, TIDT. FHiEIC
BWT SRA DFHEL R— b EFE>T. BEEBEEMRMNITITOEVWDITETY, FIZIEFDADSOFHEL R— k&,
A—=A—DEDTLGHFSEEZITIY .. ABHFEE L TWET, SRADLKR—bHR—REBZZFHETT.,
DX DGR T EBAHRNTHMEETTV. BREREIZEHT CENTEXT, T LT Btz cdas L%
RiFBTEITBEYET,

&I, FDA EDEBETIEScFIBDH Y EF, CRP Z1 b~ (CRP-lite) &EMATWVWET, EARMICIE CRP TIHN
FDA OFHEIL R— M7V ATERZ EICK ST THICHERILEITNEEWVNSTETYT, PMDA ZiE s, fhod SRA
TH. A—H—ORELHLBNE, T BIFHEHICDY FT, HITHRE LT, BIDORETE EMA L1720 TVET,

FPP prequalification process- full assessment
pathway [ Application for Fpp Pre-qualification |

Screening

e ——|
pted for
Quality Efficacy and safety GMP/GLP/GCP
APl and FPP Biowaivers API manufacturing sites
Bioequivalence studies FPP manufacturing sites
Clinical trials Clinical research sites.

Assessment Assessment
Accepted Accepted
—>| Final decision on pr ification I

Listing on WHO website

Accepted

ERIREINTLEBEDFIE (Full assessment pathway) ZRLIEEHDTY, BHFEEHNHFEELE (Dossier) ZHL
THFETHETALSWMEVET, BFEIND L. BEETHRICRITANAELESHDR I ) —Z2FTT, Th
HMEDZE. MBEOBMELZEMEELTLTRTVWEX Y, BRI, BERMELGE TAITIFERETL. GMP (B
ERNUEEPAROUEETERUREEEREDORERE) \OBEEMZHERLE T, BETHNIFHENROERETV
9., FBEARIITTHS 6 HALATY, COTOCRERT. INTORFZHBICHBEN <. CRP PEUEHLSRDE
BTEHEMEN W EGNE, FFEREIDAGHNREINE T,

HEODVLBEBERFIEICOVWCCHRALEY, HFEEET

VAN
Dossier assessment — full assessment pathway ~
&, SE - CMC (Chemistry, Manufacturing and Control :

* Quality and Efficacy/Safety parts of the dossier assessed in

parallel 'ﬂf;?\ %iﬁ&a%g%f%) &ﬁ?ﬁ’ﬁ'ﬁé’ﬁ’é%ﬂﬂﬁ Li—d'o
T KK, VTR SRKEOT, ENFHRSEORT
continues to respond to questions {aﬁ?‘\a—o % L ?\ %ELC % L/ T )( _ j] _ («C/Z\gféi gﬁ:ﬁ L:

¢ Quality assurance step at the end of the assessment process

* Primarily WHO guidance documents and standards are applied %i? ZE’ 5 L\‘ {ﬂgb\)@ U Ey U % L,?,‘(f\/'t‘[“;:f i 3_0 *‘L‘TC -5
« Also ICH guidelines b‘/\\gc‘:?%?’\\z—@@%:b\(%B*L%)i?%ﬂauﬁ%ﬁﬁi
* Recognized Pharmacopoeias: Phint, USP, BP, Ph.Eur., JP _d—o @Jiti\\ Kﬁ%ﬁﬂ] (deﬁciency Ietter) b\{tl:ll _Sh%) ((:_\

BHEI—EPBICEET2H8ELNHIET, RA3 D
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BTCREZTRY CENREIIZVET,

b DEEIF. BERWICWHO DAA XY A%Z[FED
TVWET, TORT, 7EALT77SVAELT ICHD
AHARSAVICEBRBHHIE T, E/HATIE. EEREH
5% /7 & LT Phint, USP. BP. PhEur. JP D5 D%
HTVET,

Quality/CMC requirements — full assessment pathway

+ The Quality/CMC requirements: are mostly in line with ICH and other
SRA quality guidelines. A couple of specificities are:

> Stability data on minimum of 2 pilot batches is required for submission. In
some cases, the second batch for solid products can be as few as 25,000
units.

» Required storage conditions for stability studies are 40°C/75%RH for
accelerated study and 30°C/75% RH for long term study; 6 months
accelerated and 6 months long-term stability data required at the time of
submission.

Guideline: TRS 970, Annex 4: on of fora
multisource (generic) finished pharmaceutical product for the WHO Prequalification of
Medicines Programme: quality part
https://www.who.i

970.pdf?ua=1

ity safety/quality TRS-

CMC « @EITDOWVTIE. BEAMITIE ICH £FERITKL
BITWE T, Q1. Q2. Q3. Q6. Q8. QI K. FfeBD
ETATRILTVWE T, BFEEEHNETETELLEAHCAF
SAVEIEBFLTWREWS TETHNIE FhifeBDH

FICBESLEVWS T LIBYET ., BHENIERITK A
TWBDTIH. TNUIMCERBENGHZEDN DY ET,

—BEELZDIF. BREMEDT—2TY, BaIR:E Cld.
HE2D0/\1AOY b« Ny FHARBREELTVET, B
BlLEoTE 3DREBEEWVWSTEEHYET, LHL
BEAXMICIE 2 DDNY FERTHRLWVWEE>TVET,
F2 /Ny FlE. HIZIK 25000 1= FMEETHERMT
HNEBOLEVEWSIHELN DY T,

RBEMDRMEIE, MNEREAER 40°C /75%RH £ E>TW
9., REVEFHBRTH L 30°C/75% EE>TVET,
FEHEEIZ RIT TWBEGRIE, SROMIEICEFE> TV
TEREZSNETDT. TOKSBERHETTORBRE
TOTELZERDBTVET, BRICHEELDHEIHDEDD
HZZTCATHLTUILSBEVDTY, MmEICETSH
ARZAVNE T2 THA MDYV I HHYETDT.
RTWeihE EBWET,

Dossier Format - full assessment pathway

» Dossier format: follows the modular format of the ICH
Common technical document (CTD) M4, with certain PQ
specific requirements:

» QOS -PD (quality overall summary): - QOS template as modified for
purposes of prequalification

» Quality information summary (QIS) — an additional PQ specific
template - to provide a condensed summary of the key quality
information

Guideline: TRS 961, Annex 15: Guideli ission of jon for a
multisource (generic) fin shedp roduct. General forma: preparation of product dossiers in
DDDDDD technical document format

ormatTRS961Annex15.pdf

HEEEOT7+—< v b TIH. AD (Common
technical document) DHEZITER > TWET, RED
ETA, SIDUANDEDZEFES>TVWE T, EEAXEITZ
IFRHFTOWERBADT. EXANICEFNETHHIHED
HUET, BEICOVWTIE. 28TV —DHDHYET,
EIV2—IL2H5TETWC FeBDEMICEDET
BELTWEY, ZhHh 5. BN —DHHUET,
EBICE>THERELTRETHSDEEZONZED
TY, BMWIICT—2EE>THLVEWVNS T ETIEE
. BREMLVEFICBENT 2HDTY, A1 K1
VERLTHVETDT, EOKDICRBEEEIERT
BH. VI P ERTORIThEERVE T,

FPP prequalification process- for SRA approved products
(abridged pathway)

Review of the submitted
documentation to establish
identicality with the SRA
approved product

Verification of API and FPP
sites GMP status as inspected

ZTNTIE. FRIFRFADES 1 DDOFIBITOWT TH
BHLE Y, 9 TICSRA TEREEZRITTWLWAHEAENE
OHFBIGERALTEWEWSIBEOHEEEL LIcEEFIE
(Abridged pathway) T3, EBICY >V TIVTT, 9.
BENHT. RV —Z20 0% F0\WET, RV —Z>
T, B LE1—EMATWBRTY THhd
Y. BRIEREEICHBINIEEN. SRA CTRELZE= T T
EDEEUENEIDERIATHENDEDTY,

GMP ICRAL Tl FATeBIFBENADERZTVE Y
ho BRELA—MERFEEA, LR SRAICREINT
WBHLESIHOZERRLE T, SBLLEITFR2DDT EH
RTENR, FFEREIERET BHEVNSTEIBEYET,



‘Dossier’ assessment — abridged pathway
* WHO recognises the scientific evaluations by SRAs

* Only certain information is required and reviewed to verify the sameness
of the product offered for prequalification with the SRA approved product

* WHO may request additional data relating to use of the product in
countries relevant to the prequalified product, e.g. stability data at
30°C/75%RH or a commitment to start the study

* Variations are to be handled by the reference SRA. WHO should be
notified of approved variations that may concern information submitted
to WHO.

FREEHOFEIC DOV TIE. SRADT TIfTofcftE
ERCEDRYIBET LSBT LI LERA. FhifcBEL
T CID 24 TIdE<. SRADEREELcE D LR CE
@O EDDEHRT BT IR BRBRERDE T,
BRICE2TE BREMDT -4, %505 30°C/75%
TESNTVBMNIDOWVTIR. RIATOREMRT —4H
DEICBEDDTRELTEEWVEY, ZDT—2H %G
niE. TORGTCHEBZ T It BT EZRDHB TV
fefeEEd,

e, FHEHOEELN L ODSHEWVNEE. (DB
L FHELR—FEGWEE. EELH OTHFICD
FAHBTEBRVWTEDLDBYEY, LIeh2T T
SRANEBZHERT 2HNEDHYET, TDLET. B
Rtz LTCWffEET, TLT fhicBh REHE
DERVHESHZEHERLET,

‘Dossier’ requirements — abridged pathway
* No CTD dossier required: only certain information (mostly
administrative) is required:

+ Acopy of the marketing authori
issued by the SRA;

zation (MA) and Certificate of Pharmaceutical Product (CPP)

+ If available, public assessment report (e.g. PMDA public assessment reports)

+ Latest SRA approved product information (SmPC, PIL o labelling or equivalent)
+ Alist of FPP and API manufacturing sites for the product, as approved by the SRA
+ Alist of recently manufactured and released batches for the SRA market

* Acopy of the current FPP specification approved by the SRA, along with a sample of the product

- Filled in quality information summary template (QIS - SRA)

TRS 986 Annex 5: Guidelines on submission of ion for ion of finished
pharmaceutical products approved by stringent regulatory authorities
tps:, 0.i1 pdf?ua=1

REEBEDEHTIN RTANICEE{ELIZFIE
TOEHNEVNTHIET, FEICYVTIVTY, BER
Biclk, FfeBlE<—47 710> 7887 (MA : marketing
authorization) DIE—%WfcEEXT, ZhhH 5. SRAD
HLTWARHGEHMRRESZH L W RET T,
EHR. ERRRRERICOVTOER. APl OELEHLED
PR b, BFHEE/NYFOUAMERELTWEEXT,
SRA DEIDTHZ TERBICIRFBENTWAS I EERRT &
WSTETY, ZDIFMTE 2 DHIETH. BHENLEE
THoT. FHMNGEEEZITOENDEDTIEHY A,
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Inspection of manufacturing sites and CROs
* PQT inspection team conducts risk based inspections of

- APl manufacturing sites

- FPP manufacturing sites

- Contract Research Organizations (usually for BE studies)
* PQT inspection team also performs desk review of available

inspection reports issued by SRAs

- May be used to waive onsite inspection depending on the
scope of the inspection and how recent the inspection was

* For the abridged pathway, the current GMP status of the API
and FPP sites (as inspected by the SRA) is verified

BRICDVWTTY, TL2EiHE%E T 5D DERERM

HBHYET, ZOEPIVEERREEBE APl DRIEHL
BERATVEY., CRODEREITVEY, I TE

MEABRFEABRNTONTVWRIEEEETT, BERX
72—V &EIITHEC. FIRRREGERLR— HH
BZOESHOEHERLET, I TITSRA b\*%%ﬁof:b\
HELNGEWVDT, ZOREENHZIHESIHEHERL
¥, REICG>TERIMIONTUVT, $Eﬁa§sﬂ:a&£
BEDDAN—ENTVBDTHNIE. WHO HsRi#thdD
ERETDOEWVEEEH YT,

BRI LIeFIBECES 56 1E. BROGF

BLEEOLRNEDH Y A, BMICZOHLED SRA DE
RICK>TGMP DEEMENHZNESH EMHRT B
1T TY,

Prequalification / listing
* Aproductis listed in the list of WHO prequalified products

(prequalified by WHO PQTm) once all requirements are met. A
letter of prequalification is also issued to the applicant.

* The published list of prequalified medicines (FPPs) is used by
the UN agencies and other agencies/organizations involved in
bulk purchasing of medicines such the Global Fund to guide
their procurement decisions

* WHO Member States also use the list for their national
medicines procurement

FEEOEED. BRE2LEEFIE. ELLIFIBE
DWVWITNHLDFHETTET Ly IXNTOHRITHIERL
WS ZEcBNE, BRSNS ZRELE T,
@%nn%%ﬁﬁmuﬁ JAMCMASZEIKIEYET, B
R EZ I ERRICES2IEEVWDTETY, TDEFIR
SRS EHRED ) R ME. EICEBREREGEEN. AL
FEOZHITGCTEVE T, REDFIERBEIMED

EEHZBWNTT,
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WHOPAR and WHOPIR
* Following prequalification of a product, WHO publishes its

public assessment report (WHOPAR)

»> Provides summary of the assessment of the product data
and accepted product information (excluding confidential/
proprietary information).

* Following completion of API/FPP manufacturing sites or CRO

inspections, WHO publishes its public inspection report
(WHOPIR)

> Provides summary of the inspected site, scope of
inspection, findings and conclusions (excluding
confidential/ proprietary information).

EREREI BN LTBld. SHOFHBREEZ T, mE.
B - Z2BICOVWTOREEHLET, MAT. &
B2HETofcHlEE CROICDWVWT, BELR—FEHHLT
WEET, LRBEREGEY . BEBERIEEHFEEA. X —

H—DEEBREEZEZACLDIIRERLE A,

Maintenance of prequalification status of products

* Variations
* Changes to prequalified products should be reported to WHO
= Changes to products prequalified via the abridged pathway
should first be reviewed and accepted by the SRA and later
notified to WHO (only certain changes to be reported to WHO)

* Requalification

* Requalification of products every 5 years based on selected
documentation

* To verify the continued compliance of the product to WHO
requirements

¢ Risk based periodic inspection of APl and FPP manufacturing
sites

¢ Product quality surveys

BREDTATHAVIV - IXI AV MBEWT, WA
WALGHBDODEEDEENLETY, BN TER
BEFIETITONEEIE. FlEAC R HHY
£9, BRICDWVWTIK. ZDOHA FZ4IcLizh>T
BELTCREN, GELIEEEFIEDOREIE fife
SREZDEEDLE1—IFITVEEA. SRADNZDEE
HELE1—9BTEIHVET,

Ffe. BHCTIH. BIREE (Requalification) &MET
SETEICHVET, Thicky., BRNERIEEOR
BICELTVWBTLERELET, BERICETZATY
TIciEYEY, (D DRBIEFERLEFBA. —HDEE
I EROET., T > TRBHNEEFHDANY
JICE>TWAL ZHRLE T, EXRREBAEE API
DEEWNRDEPNEEREITVET, URIN—XT
TVWET, BE2FECETIN LoOEEEDHZEL.
ZOTEVWEELHVET, URTDLANIVTELEZY E
T, e, HREORERAELTVWET, YUV IT%E
WAWALGHBHSBWFETITVE T, BEFELS AV
TTYVADFIE, . BRBOZATHAUI)L - IR

A2 EOMWHICEDE T, BETmEFBZERL, ®
mEHITEITRT CENTELT,

Prequalification fees

¢ PQhas been 100% donor funded activity. There is a need to recover
some of the costs

« List of products that are deemed to have potentially low
profit margins is published on PQTm website. Reduction of
the annual fee, based on justification, can be requested.

EREREIDEBIE. A —H—ITH LT, DD TEER
Tlfce LO L RIEEFFERZEASKLDICEO>TVET,
EERMERERE APHZDWTOREZ XS 1 FICEEE
LTWEY, R2LBEEFIEN. BRLLIEZBEFIED,
ICE>THRENELGYET, T, BRATEICERFHR
BHhHODYET, FHADHDOREIE. FFEEEATE
LR THZIONE T, EROFHEEBFEZIANE
T el B TRELGFEEHNGLCTH Y X MIEE
EWEWSBEEHVEITDT. TOERLZHE. £/t
IFERICT B EEHIET,

Key numbers as of 31 December 2019

e 452: Total number of products prequalified by WHO
(abridged and full assessment route)

* 106: Number of products included in the PQ list based
on PEPFAR/ EMA Art 58 approvals (alternative listing)

* 558: Total no. products included in the PQ list
* 107: FPPs under assessment (pipeline)

* 147: Prequalified APIs

BEMGERTYT. ZEDND 12831 AT, 4528
SO BRIRMZZITTVEY, B2 BEFIEL B
fEENBEFIECORBEEDLEHFTT, 100 (X
EDBMERZD. KBV MIEH>TVEY, 26TIE
550 U EDBELH Y E T, WRE. 107 DEERREHME
. BAERIO 7OV RICADTVET,
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Time to prequalification of FPPs: full assessment route
(median times)

B WHOtime = Companytime ™ Totaltime toPQ
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WHO median time: less than 270 days

HEICOWCTHALE T, FHMAICEDS SV DREMRENEWVND T ETT, LY IH WHO DR, DR
D5, FH WHO L RRDEEZ R LIc2fDBETY, RTWet{&andkolc. Kk, OREBTRE
BOTETCHY., FBICRNWTLERERO>TVEY ., T2LEEFIEDZEIE. WHO DFR{EIF 270 BRE T LT,
FRIETIOHBIEELNSITETT ., BROEMNTTEHYETH. BHBERLH O TCEEZT CIBESNDEL Fh
B L LTEHT QISGGREINHE AHEFHICAND LW T ETT,

Time to prequalification of FPPs — abridged route

» WHO time: target, less than 100 days in 80% of cases
(actual: less than 60 days in 80% of cases)

> Total time to prequalification: less than 100 days in
80% of cases

BRIL TN BEFIBOBAIE WHO DZ—4y Fi 80% D —RA T 100 BkiEE LTWET, BREFIERD
5TY. 2019 F(E, 24D 80% T 60 BRFT LI, Licho>T, BATRIEICEBICHBISHRIE, 80% DY —XT
100 BRBRL S EWSTETT, YV TNETOLRREVS TENDHBEBVET.,
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Prequalification enabled market

PQ enables a core market of approximately $ 1 billion for medicines

ZDAZA FOET, TiHHREZRLTVEYT, &I WHO BSRELIERTI D HECEERRKEMRE APl Z
BHOETI0ERNVBHEEA S EEZATVET,

Major international procurers/funding agencies
for prequalified FPPs

(_J The Global Fund

Ta Flght AIDS, Tuberculosls and Malarla

PMI

HREBALTCVWSIELGERKETY., COLIBEIADNSAXDALDTEEY, F7A—/ULT 7Y RH&AR
BRTY, USAID, 1=t 7% E AFOFERKBHHVET,



Support to applicants

* Detailed guidelines and model CTD dossier

« Additional product or therapeutic area specific guidance
documents

* BE design advice for most of the invited medicines and review of
study protocols

* Prompt response to questions or request for clarifications

* Face to face or virtual meetings when requested at any stage

* Pre-submission meetings - required by PQTm for all new
applicants submitting via the full assessment route - to help the
applicant resolve critical issues before submission

« Technical assistance - administered by a separate unit within
WHO

* Certain market related information on our website

BEBICHLTOLZELNHZNELCHEOINETH.
WAWALEHR— M ERELTVET, £9. BED
HDHARZA VDBV ET, BREICKEZED, B
REAECHABREDONFEMICEEEHINTOE T, BREK
5CIDHHUET, BRI ZZITcEHBICEDWNTH
TRLTWETDT, TESERTWRIF2E9DUP
TWERWET, ZDIEHIT, BIMNE G AEBELICE
TRHAEZVADBIEY ., EMFHEFEICETLE
BEELTVEITDT, BENCT RNARFTBTENTEE
T, FfeBIXEMICH T 2HBNRO SNFFIC. HE
VISR CHT LDITLTVWETY, Ffee EX—)b. NE
TORE. BERFELLELITOTCVEY, BFIEmaAOH
EtHVET, BEANIEIRELGEE /O R 2%
WAZRRICLTOWE I D, FIHTEFIEREZEZ I
A, TOEHKIIFEHEEO>TVET, EDLS5HERE
RSN ZH%ERL. BESENDOHEIH EHE
LT BTENTEBNSTY, RBICHFET BEFIC. F
HICRBREEDHRI > TWB T EHHERTETVSIREE
ICTBTENTEET,

For consideration:

» You may contact the major international medicine procurers or
funding agencies to identify products that may be of interest to the
procurers (among those invited for submission to PQTm)

v' For example, there may be supply gaps where Japanese technology and
manufacturing capability may help address
» You may also explore opportunities, for example, contract

manufacturing arrangements with other manufacturers elsewhere
(if manufacturing/development cost in Japan is considered a factor)

» Feel free to contact us for any questions you may have or
clarifications you may require. If we can not address it, we could
provide the appropriate contacts

DI T7HA MIETHIBEEDBRLETVET, £D
EOGEBHREBLEEINTUVSEL. EOKSGEAED
WBDH. TIFZICOVWTDERGEELZRLTVWET, ™
BIRED, COERBEROFAOVTERELDHSE
BOEITH, FAERBEICERERTSHTEETEET,
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T—R2ELHYET L. FEEFAELHLTWET, Bk
HBEZLTEHE5RABERVET., HAalck>TREYEL
B PHBBHEIC. BEADRKIMHZDF v v T =B

AREMD DY EITH S, MEERELEREL TV
<<‘:Eb\t,mb\§3} &P IR MO EETHNIE. 53
&, OIZIZTEND CRO & DELERRKDEIRERE S H ) T
ZTOELOGAREMZR O TOWLELVWERBWVWET, &
foo FAERBICEL CRALBICEVEDE TV EITN
X, BBEATBHILETEDLBVET,

How to start engagement with PQTm?

« Consult the various invitation for expressions on the PQTm website to
find products of interest to you

« Study our guidelines and procedures on our website:

v' Quality and bioequivalence guidelines for submission via the full assessment
pathway OR

v’ The guideline for submission via the SRA/abridged path:

« If you wish to submit via the full assessment pathway, you will also
need to consult the clarification regarding pre-submission meetings:
n

« If you intend to submit via the abridged pathway, you could submit
your application without a need for a pre-submission meeting.

Contact us early on for any questions you may have (by e-mail)

EDKSICLTEFRIADTOAT L EEFTHHhE
EVETE FTA—H—ICHRETHDIE. 72 THA
PDURMEEFFLTWREKZETY, $TICAvE
T avhHTWARENMEATVEY, ZOHRICA
NEVRHBOVA M ZREFLET, LT AMRSA
VELCRTLEEVWEBTEALTVWE T, ThicED
W, BREEEZERT AT LBV ET,

REGBEFIBICBWTIE. BEFICE#KZRD ST
EICBEVET, —7A. BRIEENEEEFIBICEL T
ERERIIRED VLA, TNTEEHEFEHKZ LWL
EWSTETHNE. EBEAABATERITLET, &
BN EHITEKRLTLEEL, ZLTHFER. H50
ISEHERTLR/ETIDT. WOTEHLTERKIIZEL
BOhH2HDNE Lo, fAfebidfEEmmiciEs LT
WEWERBSTUVET,
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Biotherapeutic products (BTPs) and similar
biotherapeutic products (SBPs)

WHO Pilot Procedure for Prequalification of Similar
Biotherapeutic Products for rituximab and trastuzumab

Two pathways

1. Full assessment pathway of SBPs for rituximab or trastuzumab

» for products developed based on comparability against a
reference biotherapeutic product (RBP) approved by a SRA .

2. Abridged assessment pathway of rituximab or trastuzumab BTPs,
or their corresponding SBPs

» For products that have been approved by stringent regulatory
authorities (SRAs) and marketed in the country of registration

PEERZIDAEIC. 2D20/3qAy k- OV Y ML
DWCHBHELLEY, RABESEDTY, N1 FE
& (BTP) aﬁwUVﬁTE%%(%mtcomfFTo
TDONAOy b&E1TEFENICRZ—MLE LT, N1 F
VIT—BROEREXTY, N\rOv-TOYzy
ME2 DORBEFERRICLTVET, VYFITT
EMSRYRITTY,

EFRAOTOLRICIE 2 DORBHEBYET, 1D
HORLLEBEFIEDHIE. N\AFTI5—%BB/INA
FEZES (RBP) LLBETEHEDTY., £5 1 DDEKIL
TNEBEFIEIL. SRA TY TICREEENERARDZE
DEDTT,

Pilot-specific WHO procedural, and

administrative guidelines
https://www.who.int/medicines/regulation/biotherapeutic_products/en/

1. WHO Pilot Procedure for Prequalification of BTPs: rituximab and trastuzumab

2. WHO Guidelines on submission of documentation for the pilot procedure for
prequalification of similar biotherapeutic products for rituximab and trastuzumab.
Preparation of product dossiers in common technical document format

3. WHO Guidelines on submission of documentation for the pilot procedure for
prequalification of rituxi or b app! d by stringent regulatory
authorities.

IRCDHARSA YV EFIRITOWTUE 7z THA
MIEETHYETDTTERILEN

Progress of the pilot procedure for Prequalification of Similar
Biotherapeutic Products for rituximab and trastuzumab

* Abridged assessment pathway

* 14 applications from 7 applicants received

* Rituximab 6, trastuzumab 8

* First product prequalified on 18 December 2019
* Good progress for the rest of the dossiers

* Full assessment pathway
* 11 submissions,
* 2 are currently under screening
* The rest did not pass screening

N0y FOEBIKRRETT, 1 FF:E>TVET, B
BACSNICEBFIETIE. 14 HDEFESE 7 DOBEEL
SZITE>TVWE T, RO MIE. EF 12 BICEH
BAEZIFE LT, ffebBlcE>TEH/I\rOy b - 7O
IIY MIBBLHEIAIWA =TT, &L B8
SEDEIFICEIT TEATVE T,

SREBEBEFIBICOVTIE. 11 HOBREHLHHY T L .
ﬁﬁ*bb\%@959@X7U—:/7?F$6%JK
BOTVWET, FIZIE. HEATREM. BRICDOVWTS %L
T—ANRENTOVEW BERERSEYENEND T E
) E Lc, D2 DIFRERT ) —ZVJHTT,

Pilot Procedure for Prequalification of Human Insulin —
launched in December 2019

> Invited products:
v Human insulin injection (soluble) 40 U/ mL in 10-mL vial; 100 U/ mLin 10-mL
vial.
¥" Human intermediate-acting insulin 40 IU/ mL in 10-mL vial; 100 U/ mL in 10-
mL vial (as compound insulin zinc suspension or isophane insulin).

> This invitation is limited to:

¥ Insulin BTPs, that have been approved by a stringent regulatory authority (SRA)
and marketed in the country of registration; and which will be assessed via an
abridged assessment pathway

¥ Insulin BTPs, that have not been registered by SRAs and which will be assessed
via a Full Assessment pathway:

- Human insulin «stand-alone» product. Not claimed to be SBPs.

- Human insulin SBPs. Claimed to be SBPs to an SRA approved RBP.

EFE 12 BITHIDNNAOY b EIROTVET, 1A
VOEBTYT, WAWALZERERE. WHO MEEL 5D
EFENH Y. WHO IFTNICHSLTWEY, /\1aw b
& SDETAE AV R VBEIT, EFDINAT IV
BIMIEITTY,

AVET—aviciE 2 DDBRBEHHYET., 1D
&, SRAFEEREHDZE L. £ 1 Dld SRA KERDIH
BTT . SRAREGEDIZE . REBGBEEFIBICGEVET,
REBEEFIBIE. E b YR VBEROBGT. &£Y
LEBSBN\AFTEERELBLGVEDICRY XY, B
FREEENE - Z2MICK > TREIEENE T, Zhh 5.
ErAVR)VRIGTINAAY EDHBT—2H
HBHELDITIEVET,
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Further information regarding medicine
prequalification

The PQ website is a good source of information.

https://extranet.who.int/prequal

Contact person:

Medicines assessment: Dr. Matthias Stahl (stahlm@who.int)

Thank you

[ AR 2=
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Prequalification of Active Pharmaceutical Ingredients (APIs)

72

WHO FhiagaETF— L
7Y bh=—+ T 117 AntonyFake

Active Pharmaceutical Ingredient Review

747 EEh. ThICBE, EEmDERIREZHE
HLTWEY, TORTA R Y21x—TIcHBDAER
T BOARDHYVET, TDIIBERBFHNLSETE
TNREDTY, HIFEHLKE, RES LOFHICE
WET,

Abbreviations & acronyms

+ PQ - Prequalification

« Open part — the non-confidential portion of the APIMF, also refereed
to as the applicant part.

« Closed part — the confidential portion of the APIMF, also refereed to
as the restricted part.

« APIMF — Active Pharmaceutical Ingredient Master File, also referred
to as a DMF (USA) or ASMF (EU)

« CEP - Certificate of suitability of Monographs of the European
Pharmacopoeia, or more commonly known as a Certificate of
Suitability.

+ CPQ - Confirmation of Prequalification Document for a Prequalified
API.

i A 5 &, APl (Active Pharmaceutical Ingredients :
EEREE) NEDKDICHEFRAEDTOERICEDLS
bEHELLET, M— BLLEFTEERVIREER.
APIMF (Active Pharmaceutical Ingredient Master File) T
¥, FIv T - RRE=T71ILERLCEKRTY, BV
IZKVDTIH. TOBEFEEFE>TVET,

Prequalification of Medicines website

|

https://www.who.int/prequal/

VI T7HA b ERTW K £ ERIIC API BREDN—
IDAZa—HHNET, BORTVRELVWERL
S

API Assessment

API manufacturers may be involved in PQT in two ways.
« In support of a Prequalified FPP (Drug Product)

« In support of a Prequalified API (Drug Substance)

APl DFHBCTI A A —H—IE 2 DDHETEDLST &
HTEEY, 1 DX BHHBDOEFFEIZISHETT .
£212lE. APl ZDEDDEFFRAZINSHFETT . Fh
HEEL LEELDIE. BETY,
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Prequalification of APls and FPPs

. . e .. \
| WHO List of Prequalified Medicinal Products | _
[ —

| Prequalified FPP (SRA-Process) | Prequalified FPP (standard Process)

GMP (CRO, FPP, API)

s ] [

SRA Medicines Authority |

| Full Data || EDQM CEP

APIMF
Procedure

GMP (CRO, FPP, API)

Clinical | FPP | API

2DFIEL BV ET . ERICHZDH. EEMDFFIEHIDFIRTT . Theldhlic. BRllC APl DTcHDFIENH

V&Y, fcfc. APIDOEFEREEG. BANICIIERRZ Y R— I 5DIEONEEDTT ., TDHHBKIVEFLL

BRE T B EFTCBIFEZATVE T,

APl assessment group

« Within PQT-Medicines, the assessment of APIs is undertaken
by a sub-team of assessors specialising in AP| assessment.

« This sub-team looks after the APl assessment including
APIMFs and API PQ procedures.

« Assessments occur every two months in Copenhagen, and
between sessions. API assessors from a variety of authorities
participate.

« In addition, a small number of assessors based in Geneva
oversee correspondence and communication with
manufacturers and maintain the APIMF/API PQ procedures.

5T APl DFHE & FRIFREEICDOW T THAALE T,
Fhte B DEBICIE API EFIDFHEF — Lb ) £, API
DEMRHIPVE LT, EEROFE. £MFHEEFME.
EEERE. BEDBRLGELBALET., ZLDRHY
BIZHEWTIE APl EBRIZ DTGNS TADZWNTI DN
BT TVWET, APIOFHEF— LD RZ—T 7
)V ERT. BFERADFIBICDO> &> THFHEETVE
T, EEEAXNYN—FUTITo>TVWET, 2HATEIC
TEMIEERBENT THESEELET, DIH 3RADT
BEDY 2 x—TTHEELTWET,

WHO PQT, 5 November 2018, Medsafe, New Zealand

/

TBESOBEETEHN. IXRVN=F WS LfcT &
DHZHEEIHIVICEDEBVETH. RHEHETT,
KEHDRI B, 7 <— 0 DEBRFHESR L7z UN City
EWDETATY, BIGRYHLTWEY, fifcbld. 2
HRTCEICZTTHEZLTVE T,
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Communication

* APIMF related issues (both open and closed) are sent to, and
answered by, the APl manufacturer directly.

» Only questions are sent to APl manufacturers not the report.

* Only API issues specifically relevant to the FPP are sent to
the FPP applicant.

» All API post-approval changes made by the APl manufacturer
are communicated directly to PQT by the API manufacturer.

» Submissions and responses should be made on CD/DVD to
Geneva, or via a secure link to an online document
repositories.

BN 27— 3aVDENATIH. BRIFEECAIFTTAPIDA—A—EPYRNZLET, BEICELT
F—T2EIO—XDEM/D APl A—H—ICEREENE T, BEEHETEA—H—LIBEREXETZHTT,
REICELBHBETT, 2127 —Yavid —lbLIEADPRVWEEZITWVET,

A—=H—hH5 APl DEGRRICEBEDORELHNUL, FBIGER L TEEITEICHEVET, TL T BEICDOWVWT
BRI 52 &% APl A—H—ICRBTVEET,

EECORFEHRIZ > TVE A, FFEEHIE. DD P D ICREFELTY 2R —TDAREBICREWVZLEXT,
BIBZATVWADIE. 77 ILEED) V7B CTEREZIRETHEVSPUATYT, RETOYV TV FELTET
FTIH. e(TD (BFHFEZLH DNREVDIIFEATEDZDTIRBEVWHEEZTVWEY, ATV 1—IbHEDSH
REELHIET,

API procedures to support FPP PQ

| WHO Prequalified FPP |

I
| |

Prequalified FPP (SRA-Process) | Prequalified FPP (standard Process)
GMP (CRO, FPP, API)

Full Data EDQM CEP APIMF PQ API

Procedure

There are four ways in which APl information can be submitted
in support of an FPP seeking Prequalification

APl X—A—(Cld. BERIBBICBEELTADDAEENH B EZRTVWRELVWERVWE T, HEIDTLGT—42%
RBETAHTEEHTEEFI L. I—0Ov/ D CEP (Certificate of Suitability & MEER) #ESTEEHTEET, Fhld.
APIMF Z{£5 C £ EHTEEX T, FlasalAM API ELTITOTEHTELT,



Option 4: Full dossier

Advantages
+ Few

Disadvantages:

* Only possible if the API manufacturer and FPP manufacturer agree
to share confidential information.

« Typically only applies to companies making both the APl and FPP.

« Areassessment of the API section (3.2.S) is undertaken with every
application.

WHO PQT actively encourages applicants to use the APIMF procedure
rather than submitting via the Full dossier route

REFRFEAIE. ABICE>TERTY, Eicyz
FVy IHmERO>TVENSTT, Yy 78A
DA—=H—H57L%E APIERNDT 7 2 ADH 5D
TlEHVELBh, TIDT. TOFEFHEVHEELE
Hho BEAPHIDWTOFHIlZERICITS T &I
F£ITDT. BLCAPIDOY —XITH LT 2 DOFHEAHERY
RLUITONBSZEICBEIETDTC, A—A—lcldFTh%z
TEBRITERIT BT E%ZHRELTVET,

Option 3: APIMF Procedure

Advantages:

* The APIMF may have already been accepted by PQT for another
medicines and need not be reassessed.

« Itis a very common process world-wide.
» The majority of APl issues are dealt with directly with the API
manufacturer.

Disadvantages:
« Does not guarantee the GMP status and will need to be assessed.

« Assessment of the APIMF will only occur once the FPP has been
passed screening. This can lead to rejection of the application if the
FPP application is not submitted in a timely manner.

BZELKIARDHBDIE APIMF ZES & WS &
TY. WAWLWAGBHRDBYET, APl A—H—DHEERIE
RERIWITAHIEDNTEE T, HFistatz7> LT &
BIDOA—H— BRI ZREBEH Y A, HAMICK
{ITHbNTWBHEETY, eBHAFI YT - X2 —
7701V EFHELES. TNERYRTHEIEHY T
ho FILWRBRINZDIRAZ—T 71 IVEBRLTWVS
EWSTETHNIE, APHITDWTZFDEEDOFTEREL
THEHVET,

KEGTAVY FDI1DIE FoIv T - RRZ—T 74
IVDBEBETIE. GMP DEBRHNASDTWEWT ETY, &
FLHRIZFEBS LCRATH, HEDORERIZFTIEZ DT
IFEWHE LNEWEEZSNDTENT AU Y FTY,

APl A—=H—D 5 RET L FEBEAFZ YT XZ—
T7AIVETEFHMET 2DIE. REBGHDRA V) —Z>
THRES>THEEVNS T EILRYET, TIHSE. £
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E5DHFEMED SN E. APIMF OFHliIFIAE 57450
TEIBVET,

Option 2: Use of an EDQM CEP

Advantages:

« The majority of API information has already been accepted by EDQM
and is not re-assessed by WHO.

Disadvantages:
« Some aspects of the API assessment may be required, i.e. stability.

« Does not guarantee the GMP status and this will need to be
assessed.

2FBICRL DX, EDQM (The European Directorate
for the Quality of Medicines and Healthcare) CEP % &
DHAETT, BEALEDHREZPLO>TEL2THBD
IT7EDT. TOHEFRWERBWET, FAifcBHP5
BTN GBS GLWT ELRENICEYET, Z<DHE
&, EDQM IFREMD T —2 DFHAEE L TWE A, Z
ZRIEBEMTOREDN BV ET, TSI TTIC
EDQM DMT oA ERALE I, REIEF/L LT
BLTEERYRETICEGT EIFKEGRTETT,

fefe. CEP ORED 1 D& LT GMP DESMDREE
DHEWCENFEIFONET, I—Ov/I\TRERZLT
WBDHLE LNFRBAD. ZTEFBEHBITRET S
WHENBHIET,

Option 1: Use of a prequalified API

Advantages:

« Both the APIMF and GMP have already been assessed and found
to be acceptable.

« There is little chance the use of this APl source will not be accepted.
« There will be no delay to the FPP assessment due to APl issues.

« Assessment of the APl can commence without the need for an
associated FPP.

Disadvantages:

« There is a fee for the APl manufacturer ($10K or $20K)

R&IE. B FGRIRKTYT, CNIFEFIEER
HD APl ZESTeHETT, TNHGERVLDOH ZEA
LEJ. APIMFIZDWTH. GMP IZDWTHFATZ B AR
ELTWBEWSZETY, HEIA—H—HEFIFREEE
H APl EES D THNIE, ZIFANSNEWVERIZHY
Fth, EXREREROFTHEE LTS L. GMP DR
EEHERH D> TVWADT, FHEICIZEEALL ST S
SL. BM@ELHSENSBENEWVDIFTY,
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5 1 D0F =& APl DFHIEHA RICE D EREEDH]IC
AZ—FTEBTETT, ZLDA=A—DTOKDIC
BOTETCWET, HEDOEAEA—H—D KLHPHET
EZHDESIHDHSIEVEHT, APl X—A—I|THICEFIER
SEDHRFEITO>TCELOWVET, T5F 5L, HADHFE
R TEBZ LSS TEEIC, APl DFHEAE SbH>TWL
BT EICBYET, DEEHN1DEBDIFTY, H—D
AT AEE. BEAKHID ST ETT, APl DEFIERAEIC
1T~2RHERILODVET, BR2GEEFIEHL G IN
TEBEFIENCL > THFEERIFEDVE T,

Comparable standards

Regardless of the route of submission, the intent is to
apply equivalent assessment standards to the
assessment of APl information.

BEGAAVIZAZA FITRLTVWET, £DKD
BRCHEZITOICLTEH. BRI GEENBETT,
BIZ|F CEP DIHE. EDQM D& E HFHEZ 1T > TULNVE
N BTV ET, ZOF vy TEIBEHES
£9., RSV T - RRAEZ—T 71V EFESHETHE
55a1. TE2GEFHMEZTVET, GMP DER % FHHD
—RELTITVET., BEEERREVOIDIZHY) EE
ho BREMIEDNDEDIE. TNTRCEEZER
TRUEDDVET,

Facilitated assessments

PQT is happy to make use of external assessment reports in the
review of APIMFs.

The APIMF and API Prequalification application forms include a
section to highlight if the APIMF has been previously submitted
and accepted elsewhere.

What can be done to encourage manufacturers to make greater
use of submissions previously made in other jurisdictions?

FfZEEANCRRELIEWEEZTWE T, ThfcH
I3 EDQM DEETDPY HIZZ L DREBROEDHY LT, S
FLWKZEBHOTWVWET, APILX—A—T, ITIC
CEP ZEISLTWBDTHNIE. Fhic bR ZE T,

EDQM D 55HEICRET 27 7 2 XA ZEH 5L, T DIERIC
BOVWTERBZTOCENTEET, ThICL>TEHH
mL\uIE@thZ%LE'Tt_a—%(—tb\—(:‘?ij

WHO: API Prequalification

Prequalification of APIs and FPPs

APl DEFIESEINE DL S L DHE TFHIALE T, =K
BRIFRILETOEREBRVET, LK HBHREED
TIH B9 LLEFEREDEHD APl Z BB mITED
BEEHYEEh, EBAATNHTENRFRVL, F
REHVET, LHL. FBRIEREDEHD APl ZEDKE T
NEWFTENEWS T ETEBY A,

What is API Prequalification?

It commenced as a pilot project in October 2010 because it
was difficult for FPP manufacturers to locate suitable
sources of APIs that were of good quality.

It seeks to verify, and then publicly identify, APIs that are of
good quality and manufactured in compliance with GMP.

APl DERFTFREEIE. 2010 F 10 BlcEW £ L, ®
BlDRACBED A —H—HEY) 7 APl TRELNEBAL
BEREINEEDERDIFTBTENHELWVEWVSIEBERHLDH
WE Lz, BEIA—D—DRHER. H2WVIEHEEFIC



API A—=A—DBIAZ2—=T 71 ILHGWLEEDNTY,
GMPDIETYADGEWEEDNY T L. REEM
DA—=A—ICEDTRKREGRELBEVET, APIHE
EZIEFLTWB I EZHEERT BD\ BID APl A—H—
ERTREDHTEL T, TN > TEREREMDEBE
DIERICEND ZENEAOSNE T, EDXDITIKIEL.
RICEHSNTe. BmBETEEEZETFLTVSAPIZR
DFSNBZH. FIENMTIDRFZTNRLIFTT., WAL
HEEMIREIAEBYETH. I-IUEENRIFTY,

Benefits to APl manufacturers
* API's can be prequalified independent of an FPP application.

« Public recognition as a source of quality API, manufactured in
compliance with GMP.

« Serves as a point of difference between good quality and poor quality
APIs.

« Opportunities to verify compliance with GMP.

« Opportunities to compile, revise and refine their regulatory
documentation, leading to quicker acceptance by other national
regulatory agencies.

« API PQ s increasingly recognised by National authorities.

API A—A—ICE2TDA Y Y b TITH, ALK& EM
ICESHSNDHETCHBHTETT, APl A—H—ThHhiE
TDTOCRZWDTEHIROH AT ENTEETT, RMIC
MBEDBWAPI THAHTILEZR/ROITENTEET, S
ICRWAPI ZRHLTWBERBS T ENTEBDT. I
HFICEBEVET, TOMD API XA—H—EDERICHKE
WET, HEVEBELIECGEVWA—H—LELBRMEZES
TEDTESREMEN DY ET,

ERNGEHIHZICHO THTW A—=H—Ic& > Tl
GMP B\ SRA [TEEILT B LNV TH B T EAREEITNIL
BUEBAD. APIZFRLTESSTENTEEXT, —
B, EFRfIAR5CENATENR, KE. I—0Ov/\
BAGEDOHBICEBATESAEENDYE T, BYE
KEICERELTWAZEEZFIRT AT ENTEERT, K
fec ACESBEPWAT, FERICRVLAPIOEDFNY
AB=T7 A IV ZfH LHLTELT,
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Making greater use of API Prequalification

Recognition of prequalified APls is also spreading to an
increasing number of countries.

The submission of a Confirmation of Prequalification Document
(CPQ) in lieu of an APIMF has been accepted by:

+ South Africa

* The East African Community

« Zimbabwe, Zambia, Botswana, Namibia
« Malaysia

This represents a significant business advantage
for manufacturers exporting to Africa.

m/7 7 H% & T APIDERIESEEHESSE (Confirmation
of Prequalification Document) Z32H L T. HEERENSBZ
EEHVET, TNE—EBDA—A—ITELTIE FER
ICKEBAY Y bHRBHYVET, FSIv T - RRE2—T7
MIVZEDEDEERBICH LI GRWMGELHSHH 5T,
BEEBICESTH I LEFRSVY - RRE—T 7
A IVOFHEE LG TRL G, BHIFRAEEHD APl %
oz LITE ST, BEOEHNERNE T,

API Prequalification

What is the difference between a prequalified

APl and an APIMF procedure?

Two uses of APIMFs in PQTm

\

APIMF
Procedure

API
Prequalification

APINFs|

/

This creates some confusion

EHIFRELAFD APl £ APIMF DFEDEWNCDWNT
BELLEWERWET, LELEINDREZIBWNT
WET, REDEHELTE AAEDFIETEZ YT -
RAZ=T7A)ZEFEO>TVBEEVNSHBILHED5
TY, LHL. BLDHYET,
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What are the differences?
[ v rrocedure | v prequalfcotion |

4 WHOAPI-XXX &

File numbers APIMFXXX APIMEXXX

Use in FPP PQ applications  Yes Yes
Only once an associated Independent of any FPP

Evaluation commences FPP has been accepted for  application. Standalone
assessment procedure.

il e Fo!lows ICH and PQT Fo!lows ICH and PQT
guidance guidance

GMP evaluation No Yes

Fee No (part of the FPP PQ fee)  Yes

Pubic listing No Yes

APIMF amendments
FPP variations (limited)

APIMF amendments

API Post-approval changes FPP variations

AADFIBEICENT. FSv T - IAZ—=T74ILH
FEGEHETIN TNUADENHEELTVET,
IELDRICEVZRRLTVET,

T T7AMIVFVN-ZRET L APIMF DIFEI.
FTAPIMFXXX] &o XXX DETAICHFN MV EY . Fal
FREEE H APl DIFEIEL. TWHOAPI-XXX) &, WHO H\EE
I EET, TID . RIcBEBI. BE5F5v T -
RAZ=T 74 IVIEDH FHIELEZRITTVEHON
B IO Y EY, mHELEREREECmIFfoikds
ICESTENTEET,

FovT - XXZ—=T 74 IVDFIEEVNS>DIE, —B
FRDRITANSNTHSES T EITHYEITH. APID
BRIFEDZAIVITHLIROBIENTERRIILE
FIETY, #hlebld. RSV T - IRZ—=T74)V%Ml
FDORRICEWTEFHML TOETDOT, BEL LTI
ICH DAL ZVAEEDBY KA,

GMP DFHEIC DV TIE, FFRICEETEVDH I E T,
APl DI5E1E GMP Z 2 VAL RENZ VD TIH. GMP
lEWNMAEIESD Y. FEBICERZLGRERZFO>TVET,
Flee HELEVET, APIMF IZIZDI—T—BELWD
LEDRFHIERA, LH L. BrIFEEEEH APIHTIZER
HRERELET,

51 DEELRTLELT APIMF IZRERDEDTH >
TRELE AN, BaIEREEEH APl DIFEIF—RICA
BLTVWEY., TNHEELGRTT. TN 5. EREIC
ERBICEBLLEVGEIE. MAELRTCBIEEZS
FIDRENDIEY, COXSGHT. FRIEREEH
APl & APIMF ICIEFIBICGEWND B W £ T,

API Prequalification process

(Applation
Assessment Assessment
(GMP) (Quality)

Decision

Publishing/Prequalification

TESLBVERBLTVET, 1 YEF—Y a0
BHBBRIE. 2 DOFFICHHNET, GMP DFEL &
BOFETT. ThEsHSE TR BHREHE
SNBTEIKEYET.

Assessment - GMP

There are two ways to demonstrate GMP compliance at the
API manufacturing facility.

« By providing evidence of current compliance:

Manufacturer’s license and GMP certificates, inspection
reports from WHO recognised Regulatory Authorities, copy
of the inspection report, CAPAs, close out communication on
the inspection (if available) report.

or

« By inspection by the WHO.

GMP DJEFZERT ICIE. T A—A—DTTICH-T
WAIETYADMEANEBSTETH>T. BERET S
EWSTETIEBYEFEA, BRICBVLWTIE. #F1BHTHR
FEBRILTORBBORERFINTETCERLERVET, >
T ABERF—LHEBIEA—H—DHIC, FIAIE
A—=H—DZ 1R & GMP DFHEERL. CAPA (CR8E
LIcEHE W o ebDERDZ T LICEYET, LAl
TREEEER>TRATENTERITNIE. BERET
WET, TETYANTA TRV, BEEHESNGEND
BEDHEREZTONDTY ., LA BYIEZGMPOIET
Y ADEWHE LNE R Ao PIC/S DAVIN—TIEHEL,
ZO5WoTe GMP DERZZIT T EHBENEVNSTET
HNE. RBICF B IRBRABEET ST LEHYET,



Assessment - GMP

The assessment of GMP compliance at the site of API
manufacture takes into account:

« Inspections performed previously by the WHO, a member of
PIC/S, or a WHO recognized Regulatory Authority (SRA).

« Inspections must have occurred within 3 years of application.

 Inspections must be API specific.

The WHO will perform an inspection if, after assessment and
requests for information, GMP compliance can not be established.

EDLSBEROVEEDL TIH. WHO A& PIC/S
LI WHO HE8# L CL 2 RHIHBHERBICER L
EVSIBERPUETY., T LT3IFEMURITONIEDD
ThRITNEGEY EEA, L APHIEELLEDTKEL

TIEWITE A, RFIOBEERFRIGETHSEVNST
ETY,

What APIs are invited?

The APls invited to apply for API Prequalification reflect those
APIs used in the drug products invited for prequalification.

e.g. HIV/AIDs, TB, Malaria, Reproductive health, Zinc,
Neglected tropical di Hepatitis B & C and influenza.

The complete list of invited APIs can be found at this address:

https://extranet.who.int/prequal/key-resources/documents/15th-
invitation-manufacturers-active-pharmaceutical-ingredients-apis-submit

APl DEHIFRAZRFET 2HE. 1 ET—3avh
HET, ZOHICIE, WEICHTEZIET—Y 3> &
WD Z LBV ETDT, HADAHSERER D TLVE,
APIBRES W2 eEDHENS T EEBASMNILTOEX

9. FIZE HV T4 X &% XZU7ED. 255
ICEMNTVBELSIBEDHHYET,
Publishing
+ WHOPIRs

List of PQ APIs

h ) Website (Public)
Website (Public)

Confirmation Document (Private)

TOTOLRTIE 3 DDXENAFALEIEHIETT
?_o gf‘i%ﬁ']uuuﬁ@ API @IJZ l\_(a-o (_n Et'jl7
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YA MCEHOI>TWET, EERmOLE1— T LUTHESR
Sl FERBOHICEHIET,

API PQ - Pipeline

« ltis important to know what competition there is.

« To understand the numbers of Prequalified APls, but also the
number of applications in progress you can find this
information at the following link.

http://apps.who.int/prequal/info_applicants/eoi/FPPs_APIs_invited.xlsx

FICADTWBIERIG. RERE. BGEHERGE. API
BEDFERTT, TN ERFTIE. WHO DRMERL KR—
 (Public Inspection Reports : WHOPIRs) % H L % ¥,
INF. BDETERZTOHBEDHTT, TOMS
DT I N ALDERDIZEDH T, APIIFAFRL. D
ANEHERZ LIEHBAIEELE A, AfcblckdE
%’C‘Li?‘;mb‘b—é‘@“o WaEERL. BRHOAERLD

cHE. BMEFELERA. GEGS. X—H—DHZD

BEREZZIIBDEHICETEHLEBEINSDT. 50
547%5RLCL,7’:<7;<L\0)'6‘3' BELTARLLGBWLHLSTT,
Tlee X—H—D RADERTOEL WL EL 2D
50T TnERLEY. ARICB>f2Y LTERL
KIEWLWHSTY., GMP Z#FFT 5DId. KELHIIV b
AV M ERBELET, Ahfcbld. TOREZVEA—R%E
EFTOERLD. ZLTGMP ENRZLTEILWLEWS T
ETT, EBEAA. BENDELWVDGHL DS EHHIER
MEEDHZEIETEFEA, LH L. ZhESiE LT
WL IFaWeEWS T ETT,

REDOXEIL. BFIEREIOHERETT. TNIECEP &
WL SBEDTTAPIDA—A—ITEN KT, A—H—
dTh%z, RREEZESEEIKICHT IENTEET,
ZLT. ®RA—H—IF. TOXEERETBENT
FTET, APIAEFIREZERITTOVETEWVSIIET VR
EBRVET, DI THA DIV IIETESTY, APl X—
A—IEEODHEHLE LNEFEA, NI TZAVDIRX

LT
%%ﬁmﬁuﬁ*h?b\é 5%L\Li$ﬁ_ﬁn E':F'U)iﬂlb‘a‘g
NTVWET, HEEDAPIA—AH—THoIFBE. BFH

ETAHMENDHBIHE DD EEZBRIC, L@UX o)
BEICEDTLED. RALBTZD API ZEO TV S
EWSTETHNIE, BTADSHIFZZIEPHBT &
DEZSNET L. FREBEINTUVEWVEL S THNIE,
BHET BT EDAREEMEICEZSDE LNEE A,
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APIMF - Lifecycle

+ API assessment does not finish when the APIMF is
accepted.

» APIMFs used to support an FPP or used to support a
PQ’d APl must be maintained by the APIMF holder.

+ Routine GMP inspections are also carried out to ensure
the API Prequalification status remains valid.

« The APIMF holder files changes directly to WHO via the
APIMF Amendment procedure.

APIMF I, JEBITREIMNGZEDTY, AR
BA—HA—EBRBLET, APl X—H—Id. BT
OtRZREL, ERL. EFESELEITFESELET,
TIDT., ABEDEE /O RELEVITVET, &
N&, WETFHE (Amendment procedure) & A TLY
£, TNEAPI A—H—HDEELLELEDETITOD
DTY,

APIMF - Lifecycle

BEIFHREDBERIS. 5DV THA MHYE
¥, ERIDKEIDEZATT,

Bi-yearly Updates

« To ensure PQT holds a compile version of the APIMF, a
bimonthly update is requested.

« This is handled as amendment #1.

« An update should be filed with 24 months of the last
updated APIMF.

« This will not be necessary when eCTD is introduced.

BEDHFZIHHE. EOLSIBEEMKIVET
D APl DA —H—IE. APIMF ZE>TEH LI A% —
T77 4% 2FBIRHT ARELNDHVET, IESIF
THREBNGETOLALERVET, 2F8IcFSvT - X
AREZ=T7AIVDINTCDOREEY ZEHDT v 77— h

ZHESRLIEWEWDS T ETT, e(TD HEAETNTIFA.
N9 2RB8IEHYEEA, e(TDDXET. WO TH
EHDLDZBRTCEBDNSTY,

Timelines and Deadlines

« Deadlines for manufacturer responses are 6 months for
the first round of questions, and up to 3 months for
subsequent rounds.

« Internally, we also aim to review new APIMFs and their
responses within 90 days.

« Changes to the details of the APIMF mid-assessment is
no longer permitted.

NS EEPE SR ERLTEY ET, RS
T« RAZ—=T 74 )V=RE LTz APIMF DFfiE. $5
W& API BRIEREED 7OV X T, fhfc B SBAREIER
BEBS XD £9, 1EBOEMICHT BEIZEIE. 6 HBLUL
RICEET BT EICE>TVET, hEYRBERE
TWEY, BEEORICETOGREONRELEEZE
9. 2EBUBOERIC LTIE. 3HBDEE R L
BYET, Afeb0d—VE. RIDIAZ—T 71V
VT HURTLE 2 —%#&5E, ZOROEE
90 HUWICHERT 5T ETY, BLWT &, £h
HEFLCTFOTOVET, XA—H—8ZDHARET>TK
NTVEY,

BT O R ZRENICT H2HDIV—IVEEZITL
F L7z, APIMF TEHEL TWAR. A—H—I3ZEEHHE
ZIO2CTERTEELE B, BEELTAILLVEWS U T
AMDBNE. EEAAEBTELEITH. A—H—D5
CDEOGEEGEFZTOCLIEHFAIINEEA, T
FIE. FHEE L. EEHNKRODOTHSDEERFE D
TEIIEVET,

TN THDFEIIED Y TIH, TEBFEWfZIFeTL &
Sh TTIE 2 DDFHETERIFEE 7/ Ot XU APl X—
A—HEZEBEOBTENTELT, APIDEFIFRIIDER
. BHAIWVIRBOERIFREI CREBICEADS I EHTE
£9. bEAAMETHEALKRTY, WAWAKGRTH
BlEHR—FTEBEVNSTETY, 4 DDHEDHIE
9o CEP, BHIFRELEH APL RS W T -RRAZ—T 74 )b,
HEWILIEHRENEL L THRETELT,



What are the differences?
[ [iwrpocdre | an prequaicaion |

4 'WHOAPI-XXX &

File numbers APIMFXXX APIMFXXX

Use in FPP PQ applications  Yes Yes
Only once an associated Independent of any FPP

Evaluation commences FPP has been accepted for  application. Standalone
assessment procedure.

Quality evaluation Fo!lows ICH and PQT Fo!lows ICH and PQT
guidance guidance

GMP evaluation No Yes

Fee No (part of the FPP PQ fee)  Yes

Pubic listing No Yes

APIMF amendments

API Post-approval changes FPP variations

APIMF amendments
FPP variations (limited)

TES5DRAZA FliE. BFIFREEE APIMF DFfETD
EWERLIEEDTY,

Always happy to help
For API related questions please do not hesitate to contact me

Fakea@who.int

ke L. BREREEcEbh2bDE LT X—H—
DoV DTHLREBEELVWERODTVWE Y, IifcbES
ICEDTEA=A—DEFLWKTENKRETT, <D
EOBREAR—T vV MIRBETHY . INSEmzs)
WTBEEBVET, SATRAZAIVDEWVICKZETER
BRETIREL BEEGETY, TIDT. BELABNIE
BEGCREBICEVWTLIREL, ZLORKBEZENT
BTENTELT L. ELHBOBYICEVET, B
BLBNE. TESDA—ILT7 FLRICEBREWNLET,

n EHESEyay
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o EVIAMNTEE L NAF T 2 — =2, Hdthn

Bioequivalence and Biowaiver Assessment within the PQt

o)y FhlE. EMFENEFM (Bioequivalence : BE)
ENAFTT—N\—TDOWVWTHFELLE T, FFRTIEEL
HLETELMBEREIERE L. TOMDOENFENEEEDE
AHEDLEBZETBHEVNOHRBICBHIVERNVET,

Abbreviations
* API: Active Pharmaceutical Ingredient
+ AUC: Area Under the Concentration-time curve
« BCS: Biopharmaceutics Classification System
« BE: Bioequivalence
« BTIF: Bioequivalence Trial Information Form
« Cl: Confidence Interval
+ Cmax: maximal concentration
+ CoA: Certificate of Analysis
+ FDC: Fixed Dose Combination
« FPP: Finished Pharmaceutical Product
« PK: Pharmacokinetics

« PQt - Prequalification team

TBE5DATA RICEFEZRLTVETY, fhid. B,
TLEYDBICINEZRRT 2DTIH, ST I TOH
BRIdRZ 5T &IcLET,

WHO S hia2aEF— L
Jx Y e )%  Jan WELINK

Bioequivalence and Biowaiver
assessment within the PQt

CESDRZARNE. CDEIETTYA DB E
FTEWDTHENTT,

Bioequivalence assessment group

« Within PQt-Medicines, the assessment of BE and Biowaivers is
undertaken by a sub-team of experienced BE assessors.

« Additional, less experienced assessors join the team to learn
assessments, improve their knowledge in the BE field and to
transfer their gained knowledge within their agency.

« BE assessors from a variety of authorities participate.

« Assessments occur every two months in Copenhagen.

EYFHRFEMDOFHMEIL. IXVN\—=F U TIT>TVE
¥, FHEDIELHENNE T, EMFHIESFHICEL TRER
EFOTVBEMRNS~68BWVWET, 2AH8ICTEL. O
NUYN=TFUNCETY . A7 )Ib—TIcE 3 BDIERIC
RREEGIHMBEEOVET, ZOJIL—TITMA T, 2~
3D, THUFERBRDEWVTHEENWET, EXHEL
T F—LELTDFBORREVSBHEHYET, ¥
ECDOVTE IR, MOFHEE DFHEDLS Z F 5
RTCEHBHEWVWDTETT, EEDRFTOIT EVWSFT
BRELTEHES5S5LWDTEE. TNETNOMEBEICR S 1k
IS, ZOMFEBEE L TE52EHEENELTOET,

EMEHRFEOTME L. TETEEMEHSE
FO0TCEZXY, I—0v/\ K Bk 77 UALS



DEMEHLWVE T, 7IT7HEOSESMH DY LI D
HRGHS5. BARDFHBEEDAICIFEMLTW W
ZEEFHYERA

FIFERLETFELA COXSGFHEICBIL T, 2
ABICTEL KFEMTONTVET, TOHBEHRIZ. F
fild LERAD. 7 ENA RBRFELTVET, Ya1x—

DT, TOA—)VERITIB L. TEEEERICOVT
IcEDSRIEZHLTVET,

What is BE in relation to Prequalification?

« PQT'’s vision is simple: good quality medicines for everyone.

« To make quality priority medicines available for those who
urgently need them.

« Applying up to date standards and guidance.

« BE assessment is a part of the tools to improve and to obtain
good quality medicines.

EMFHESFM & FFIEREECED K S EBEREND S
HETHRBALE T, JESEEF—L (PQT) & JEHIC
VUTNERREFO>TVWET, INTOAILERED
EEMZEBITSIELEZEZATCVEYT., mEOSVERMR
HEBRERLGELTEBVELAL ERRZLELET D
AL BEEHROEDADNINCRALCRBEDERRZFE
TNIRGSHEVWEEZITVWET, ThIEFEEDRGV
HEZBRIEELT 2D IIEWVDGEWDIFTY, fifcb
PMEO TV EERIRHOEETHY ., o BHDA
A EVREFBNET, BT, EDKSBAHAE Y R%ZF,
fEEhME>TWBE L ZESERLLIEWERWE T, £MF
HEFELENSDIF, V—ILELTEINRNEDLDTT,
BOSVEERZEY . HEZT BRI EMFENEF
MZFPAT 5T LICK 2T FHERLIZR I TCRmHIE
BICEVRBTHBH I EZBRLET,

Guidance

“Multisource (generic)
pharmaceutical products:
guidelines on registration
requirements to establish
interchangeability”. In: Forty-ninth
report of the WHO Expert
Committee on Specifications for
Pharmaceutical Preparations.
Geneva, World Health
Organization. WHO Technical
Report Series, No. 992, 2015,
Annex 7

FIFERLEFELINES, EBREFDHA

n EHESEyay

7. EWEARIREE LS A A Y 2 — 3, Mol

R REFEO>TFHEE L TWET, BARNGHAZ VR
3 T ZAIWLR—FEVWSETHTVWEIDT, &
NEeBBLTVERIINEEBVEY, LR—F2 ) —
ADNBLHNEITDT, BYEN-I 3V THEIHET

SRDSA. BRLTWREREVWERVET,
Guidance
AD
\0\'\“\

HOEREANSHTWAIHAM AV AEE>TVWET, B
BIESELF —LTlE. EMFHMEFEICELTE. I—AY
INPFDADLDEEEFESHBELHVET, BETAD
MW EhdsHhE LNEEAD. ICH (International
Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use : ER &R HBAMNERS
# D EMFHEFEEEREBENONEY S ELTH
N=LDDHYVET, BREIEHOHLDEBVETH ZD
XELIRIELIES, FAeBIEFHMEICEVE T, FHaiR
SEERFICHEOTWVWEE T, EERDHICTOVTHEEZ DT
T, EMENREFEOTMDIHIC. ERRE T AT,
HEWNIMBETHEEZTHDTIH. AEDAZ1—IC
WIREEENTEHEDRBRETT . RFIDAAZ 2 RIS
FeHAETY, EMA (European Medicines Agency : BN
EZEMFF). FDA (Food and Drug Administration : 3 [
BREERT) DAA LV AEHVET,

Guidance

AQ
o

AZAFICRLTWADIE. ICHDAA XY X M10
TY. TNREETRTID. FSTRDAAZ VX

RSP ERt 2 - — 2020 £ 2 H
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NRENTVWET, AvHibr—ravid&boTw
FITDT. FRILENDDOHYVET, 1 FELSWVICTE
NERWEHRFLTHEV E T,

Guidance

EMENRF ST T <. BCS (Biopharmaceutics
Classification System) /N4 AT T —/\—IcDW\TH,
A BV AEFEOTVET, ICHDOHA X Azt LE
LTce ATEBEFHEDRRICESTWETY . FRiERAETF —
LTlE FENGHA LV A ZOMDAA RV A6 E>
TVWET, TNEEBTEELET,

Guidance

https://extranet.who.int/prequal/content/bioequivalence-0

WHO O T 741 hDF— - Y —3— X5, Fi
¥, EHS FPP. BLIEE NS A= 1—DFIC. £
SNEEM L NS X1 —HBYET, OV A kAT
EETL. EMEOESERENAF Y T —N—ICET
FRTOEROE > TVET,

PQt:
Majority of prequalified medicines are:

Multi-source (generic) drug products:
must satisfy the same standards as those
applicable to the originator’s product. In
addition, reasonable assurance must be
provided that they are, as intended, clinically
interchangeable with nominally equivalent
market products.

913 EMENEFEDOFTMICOVNTTY ., B

ADOHRBDZLLE VIR Y VEERTYT, YRy

VEERE, BRETHY. FHE EERKEECLANIV
DHETHY ., R|AGETH BT EARETIFHUENS
FtAh. LH L. ZNBEEAI—ILTIEHY £ A, ML
FTEBZDOEOINMCBED>TEL T, EDRFBICEDL
TWAHRRELE DD, BETAILELTSFELWLHD
ESDDERITHEVET,

BEICEREEESE (Dossier) [CDWTIEELH Y F LTz,
REGEEHH > TV EMFHNESEHICET 5155
HADTWVWBEEEEDN DV ET, HBHWNE EXERDRA
S52481% SRA (Stringent Regulatory Authority) #i&@9 &
DEHYVET, HDED SRAHZDEREERE LIZHE
I, %@quﬁ%gﬁu FEECfES>TEEHYET, LHM
ICDWTEHENHBI5aELH Y ET, 100/\—t> b SRA
w—h%LLTTTOL%\%%M\ﬁK%ﬁ*n &
RENTVBEWNWSZLETY, INETORFEEDH
DRET—ZICEDVTWBED, BEEIEED T —ZIT
BEOVWTWBED, BBERT —RICEDVWTWAEDEE
BHNET, TIEH DR FINNIEEEAET,

Products that require studies to
determine equivalence ...

° Solld oral FPPs

- i and modified: FPPs

® Complex topical formulations
Isi i i pastes, foams, gels, sprays,

and medical adhesive systems

° Complex parenteral formulatlons
— depot i ti st ion etc.

EMFHNRFERBRDBEICLEENEND L FEA
EDBELEVSDNBEZIEVET, BREERZDRIE
P ORMEERA REFASRAIORREADZETY,
Efe. WHGRARAL ®HESTIHFDBETT. Fal
FREE. WREOYIWBZICOWVTIE, RBEDEME D5
BREEALETT, —HORBIE. EMFHFEF MR
HDARELZHDLH Y T, BOFT. HICEELMAZH
HBADTWEWEDTY,



Pharmaceutical Equivalents

Pharmaceutically equivalent FPPs may differ

Differences in formulation:
excipients, drug particle size,
mechanism of release

Differences in manufacture:
equipment, process, site

# May result in differences in e.g., disintegration and
dissolution, and impact product performance

EMFHEFE LI BRNICRADNRZNICRAFDL
ESDZERTVCHEDTY, YR vy EERERDR
EOTCWBHBEL S ET, A, HE REIRELE
HPEOTWVWBTELHNET, BElcEbnicREICE
EHhH D, BEDKRRANES>TWVWSAERDHY ET,
IO LIGEVWHHGBDRBICETEDNRSIIENEZDS
NEY, TOVOREBVHHWVI EZTRL TODES
N3V ERh. TDIHIC, EMFNRFHFBROT —
RERHLTOV K REDRDYET,

Principles of establishing Equivalence

® Comparative pharmacokinetic studies
— In vivo comparative bioavailability studies
— Comparison of performance of FPPs based rate and
extent of absorption of API from each formulation
« Area under the concentration-time curve (AUC)
« Maximal concentration (Cmax)
« Time to maximal concentration (tmax)

® Comparative pharmacodynamic studies
® Comparative clinical trials
® Comparative in vitro methods

— Biopharmaceutics Classification System (BCS)-based
biowaivers

— Additional strengths biowaivers

EMFHEFUZHEIIT D HDORAEIFFTLELS
B WSDDDHEDDY EITHL 1213 EMBEF
MG HBEABRZITOIETY, EBRICEFRRTD/NAF
TRASEY T (EMEHFIEE) OFRICLY. YT
Xy IV RMELBREDRIEZR TV FETT., E
ERENFEFNEEFE LT AUC (IMHRE -5
BR TER) ZRTVELYT, £ LT nax (RYIRG
RICHESNZEREMFIRE) ZRET, Ric Tmax (X
MRS LTHhHomRaMFREIOET 2E TOERE) =
REITH 2RHNBEBLDTACNTRBYI EE A,

2DOBDFEELTIE. EPHEHBRDS DY ET. L
B LEDS. 2 DDHADENZIE>EY RY LTRE
MAZLHEVDT, I3y LLEEEEERI EE I
WEY, TDf&d, TDFEREFEAEEDNTVEE
ho WEBEWMHFHBRLHIRFIEIT, EMRFAITIE. M

n EHESEyay

7. EWEARIREE LS A A Y 2 — 3, Mol

WREABEENT AT EHTE. EHmpicEn<
S5WHEHEEHELTEBTENTEEYT, LHL.
IEBICHGRHTY,
3DEOFEG. EEERARGER CI . EMFHNEFES
BOBMIE, Yy /RGELBEEDEND. HE
ELT20% KBDETHBDT EARTTETT, EREKRE
BCtThzmd lLlihsde. EBICRVLFHRIEE 2R >
T2 LTEENZ EERABDHEICZ DD BHRL
TVl EBVET, TIHS. EMENEEFED
DHDEERAERILEIRE TlEHEWT EDRDH B ERNET,
ADEDEEIE. A bOHEBRTY, THIFERERIC
FEhONTVWE T, FITBCSITEDLNAMF T —/\—D
HENHYET, EERNTOENENREEHHRITHNE
L AvERO (BFEEAN) TITO2EWSTETY,
EBMAEIE/N\AF T T—N\—HBWTT,

Principles of establishing Equivalence

Y+ pharmaceutical equivalence (quality perspective)

¥¢ method: in principle comparative pharmacokinetics
(AUC, Cpnx)

< acceptance criteria: comparative rate and extent of
absorption (90 % confidence interval 80 — 125%)

EYFREFMEORIIE. BEEES. REEWVOE
ROSEETCHAIIEATRTIIETY, BRNGERT
lEHYEEh, LBEEDEN 20 KRG THBHZ LA
AUC & Cmax TRENTWVWB T ETY, ThIFREIC
LT, INTORBICERAINSEETT, BRNG
BREANIAE S ETBHE. 2TOERTAIDERRM 7
BOWTHBDZEIFE DT TEHEVEWVWTELHEYET,
50% < BLDENHHEEILHSHHDE LNGEWL. BE
ICED T 10% DEHLHHEEIEHZHE LNEE A
FHBEEICE > TERTE > TREL DD > TONIE, IFE
ICBID B DIF T,

SYFHNESEMRER TIE. EERERYEERRICEWL
T AUCE Cmax B WS Z &, ZDHEEE(IL 20%
REDECHBHIEZRLETFE LIz, Z LT, WEH
75 90% DSFEXRIE. 80 ~ 125% DRI ANIERL &
WS ZEIRBES>TVET, 100% H5EZ D E 125% I
25% DEWHAH B EBSIDE LNFHAD. T3 TlEH
DEBA, MEAFENGTOTVTRT. ZOH/EREL T80
~125% EWSEHAHTUVET,
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International Comparison

AUC 90% CI

Country/Region Cmax 90% CI

Criteria
80 —125% none
(point estimate
only)
Europe & USA 80 —125% 80 - 125%
South Africa (most 80 - 125% 75-133% (or
drugs) broader if justified)

80-125% | Some drugs wider
than 80 — 125%
Generally

80 -125%

Criteria

Canada (most drugs)

Japan (some drugs)

Worldwide 80— 125%

ERNGREETEZITEH. BREREIAMOMIEEED
NEWSE ZO5TRHY A, REICTDOEER,
FE, SHIHTREINTWREELHDETRETHS
& Cmax ICALTIEZBDDELR BV ET., B HIED
LEBWE T, 90% DEZEIFH T EREEBERLOR
HEEDHT. 80~ 120% WS T &ITHE>TVET, L
L. ZNUATOVTIE, BERMICIERICK BTL
£9., FFRAF —LBIFEFRLCLOEILIFZER>TL
5EWND2ETT,

Special attention establishing Equivalence

* In case of an application with more than 1 strength:
selection of the most sensitive strength in the BE
study

* Highly variable drugs (scaling)

i\( Narrow therapeutic index drugs (tightening 90% CI)

i\( Drugs with a long elimination half-life (truncation
AUC)

BEOYVIX) Y VERRICERATNSEEL L T80
~125% £ WD DIE. FITERMEEDTIEH Y THE A
fefee WS OER LB NUEWTEWLINEHY £9,

1DBIE. HEN—DULHZH. EMFHNREMHE
IKBVWTRBLEZEIBVEEZSNDIAREFE O HKE
KH5TETY, DFY, EBREEI IRy I EDE
TOEEIRZS LT, RLEZELNBVWEEZISNDH
BEFEOINELEWVDSTETT,.

2 DB EMITE S TUIESDELERICKENE
DEHYVET, HETTIESDEHNKEWNE, 2 DDEEF|
HELCEHEDTHBH EEMATHIOHNLVEHLLGYE
¥, TDHAEE. 0% EEEER TR — ) 7 &7\
£, HAMEZVRAERTWREELT L SANENT
HVET,

3DBELT BETF—ADIERBICHEVLEVSIHE

DNHVET, TUNETHEED
Event: BEEHR) %Ec.?'_]“b‘fib‘ WET, DB
BHEDRD L DB EDNEZAOSNT T, 20%DEH
EBICKEZRBVELEL T EDDHY . ZDHEIE 0%E
EHEEE SV LEDHBIEETELT, LHL, BEE
TOEZAEFRMF—LTEBLIEZ LIEHY TR A,
4ADETIN, HEFRESRVERERIE. bl
DAL RV AN S FERFT. AUCZRFRTHIWE
TEY, A, EEROMRD 40 KEDHZEIT. H#
EEELTRNEREWEWS ZETHNIE. Dia &
LHEFRAE S BRAETNEESGEVDOT, 200 KfE
EWDSTEILHEVET, L L. TNERBELGWVERE
NTVWET, 2BEITRLWEWVS T EICES>TVET,
BREEIE. 72 RBEMAICERNZTAIERWN &Ik,
ZDR AR MHIRICEZY EY, OHNDEONDT, R
0747 RREICRCARLTESSELHVELE
ho MBATICHDZAXMEDGLLGYET, YIx
Dy OBEERICESTIE. DX M ERELTEELNEC
E5TITEGDTRWT ETTY,

)% < D AE (Adverse

Product specific Guidance

https://extranet.who.int/prequal/content, i ivalence-0

BREEICNTAAHMRELT. TUT7TEICRITRA
AZVADT T THA MR ﬁaﬁ*ﬂ?b\iﬁ’o EANT
HBROEMH. EMFHESFEFEBR CHEICEDEDHR
TNTWETY, BEEET LI CRO (Contract Research
Organization : ERRRRERTEIMNE) GEH. EDK
SHEEHBREZITNERVD. HBRORGFTELESTHIER
WHh'E, TTTHMBRTENTEET,



PQT: selection of the Reference (comparator) product

PQT: selection of the Reference (comparator) product

https://extranet.who.int/prequal/content/bi ival -0

BRI F —LDAL T 7 IV ABMBEED L DITER
NMIEEGMETYT, TNITDOWVWT, BROXZ 1 K%
EOCTHRALET,

£9. TOBRELECTRDOIFBTENTESBHLTY
B DITHA D THREDRIR] ONX—J|HBHE
NTWET, L7753V ABEHNRENTVET,

XEREIE, BRGEIREEFE (SRA) ODEHNSAFT S
TEEBHEHDHYET, SRAITDVWTEHEENWTHYE T,
e BIAD DY) £, BRIEREDHEERE CIREICK D
T BEDOHH TCTDEERHPERINTLELEN
S2TERBYET, AIZRBKTZDEERRONFEREN
TWGEWEWS T ERBYET, HAHWLIE. AFAEESL
DET7 7V AHFERRLITEWDITEEHYET, 7T A
EliE. SRA DFEHEICAY A,

LD L. BEEDWERER SRA DLGVENSESNT
N TEBZHZEELHY KT, WEE%E SRA DEUALSE
SIHEICIE. BFFEERBAAERTFT —LDT F/NA A%ZK
HBEIBEOITVWETY, e GEMFNEFEAARE
TolBRIC. BIONBERE WS T ETIHRY £,
TN TIIEREREERIT AT LIETEF A,

I Pty gy

7. EWEARIREE LS A A Y 2 — 3, Mol

Selection of a comparator for a single national market:

cannot be translated in case other
countries are at stake

national comparator may be not
available in an other country

no problem in that market é but others!?

WEREEDFIRICOVWTCDERIEIF —LDRBEZTRL
TVWEY, B—DHBDHEIL. EBNEETT, B
HELORRELLTERINTVEEDEMEBEICL
¥9. BRDBE. BAOEFHESEMHR CTERE
n?u%%%%%ﬁxu febldznaxdiBEs LT
ZIFTANDEWVWDTETT,

Differentiate between use for single market or many countries!

EMA:

FDA: Reference Ilsted drug see Orange Book
(http:/fww cfm)

MORREZEZCHET, I—AY/\DHFEIE. 2875
EOMBELSHNET, ELAFIVAHLAODTVET,
D28 MBEICENT, WEEE 1 DRUET., €5
TN 28 HEZRKRTEINBEELTEZSZILENT

TET,
FDA DI5EIE. 52 DINHBH Y EF, FDA . SHEE

AbZEFEVET, (FL2ITv o] ORICTADTVET,
HEENENFNEFEERZ T A VD TRET 556
& T L IT v o] DU SDOHFH S ERERE S
ENHIVET,

FEIFRERR RN X ) — 2020 4 2 A
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PQt

Selection of the PQt Reference (comparator) product:
Comparator lists:

BRIESEET —LICDWTERATCHEL &£ 5. HRIFNGE
F—LlF. B—mI50SHRIFICHEDTIEHY EEA.
RPN LT —ERREZTVEITDT. ThTh
TREZRAEBTVET,

WG, EEMTBEORVLED, BED. SRAHFE
HLICEDDRLSRIMENDH I EYT, WREHNHEY
FHLDTHY . MEHNRVWEDTH BT LEBRT B4
ENHBNDTT. SRADEHLSEIDIF, BEETHIHIC
HLTERTEREDFITESETH, EEALKREIEN
TWBZENMBRENTVEDNS5TY ., SRAUANTIE
TNHERENTVBEDLESHHEEL DY A, BEE
BDTHIT. BEGELT — LD RIFTANBIRRGE X BRED
DAPZRBLTVET, T2 THA MMEOTVET,
BHRBBFICHENTC, WREOQVA MDY ET ., H5F
ED TOWNBEEZRDILENELVEVDIBRITIE
HERZBAIA T ZRIICERIFREEF — LT F/INA R%ZRS
TLIEEL,

Information on comparator product to be included in product
dossier

- country of origin
- lot number and expiry date
- pharmaceutical analysis to prove pharmaceutical equivalence (CoA).

Additionally:
- copy of the comparator product labelling.....

- copy of the invoice from the distributor or company from which the
comparator product was purchased........

- documentation verifying the method of shipment and storage conditions.......

- Astatement certifying the authenticity of the documents....

FERIEREETF — LD FWERZEICE L RN IERAZ K
HBHTELHVET, REE. Ov bF2/\— BE
R, EESOFEREZEE LETNEEYEEA, TN
AcH, HBEOSN)LDIE—, WEEEAFL
feT LEFBRY MO O —, BRAEERAT %S
B, TNSOEBEDEIEHAFAYT 2EEXHIUETT,
HVE ) LEEGBEINBEITIENETHSH VST E
TY, BETAFLEEDTEH, BRGEF— Ll &
I ERE AF LD ESHOEMHRT ZHREN DY E
¥, ZTOlHIcInioEFEEHE L TWfe< T &l
BYET,

Demonstrating bioequivalence of fixed-dose
combination products

« The bioequivalence of fixed-dose combination (FDC)
should be established following the same general
principles as those described for single API formulations.

+ The submitted FDC product should be compared with the
respective innovator FDC product.

« If no innovator FDC product is available on the market,
individual component products administered in loose
combination should be used as comparators.

EEHELhEVHYET, BETALSOTIRTE
GTETYT, TOEZEIE APl (Active Pharmaceutical
Ingredient : ERGEZ) OE—DIHFS LR CREIAED
NTWET, TIHH. MBREIFELCKSICLWAWVAL
BEEHZES CEHDVETT, TOLOIGLHREHEFEL
TVWELWDOTHENIE, ZhZThOFERI =R CHEHEDE
TRELEEDT—2%&EWE T, FIZIEFDC (fixed-
dose combination : BEIE HEDHEHEDYE) T2 DDFE
MRODH DTEET, TD2 DDHA D A>T EHKER
— MBI E LB EDT —2aBEELTESTEN
AlEETCY,



Biowaiver for additional strengths

Guidance

https://extranet.who.int/prequal/content/bi ival -0

BIIOZED/INA AT T —/\—ICDWVWTTT, —DIC
[RETNENWTEHNZVDT, INTDFEICDVWTE
MENESEMEDT —2%RE T 20EIZH Y T A,

Biowaiver for additional strengths

* In case of an application with more than 1
strength: selection of the most sensitive strength
in the BE study.

« Depends on linearity in PK and solubility active
substance.

« Proportionality in formulations applicable: WHO
applies next to the 5% rule, also the <10 mg rule.

« Dissolution: rotation speed 75 rpm, instead of 50
rpm (criteria in most other guidelines).

VITHAMAAZVADBNET, NA(F VT —
N—DRETHNIE EEFERLETFELRD. £hF
WEEHHRICENT, RLEZENEVEEZISNE
REZRIMENDHYEYT, EEFHEHARICEITS
BERMEY. BNHDDBRMEICE > TEDOTELT,
HAZVACHDCEVWTHIETDT. TE5%THE
FLIEEL,

e, BMFEICOVTE. EMENEFEEBR CHRE
ODNEEEITH L THAMZR > TO LI NIEWNTEE
o BIZIE. 2 EBDEIIA THNIL, BRAIDWTEHZ
NZ 2B EDNRETY ., 5% IL—IVEBIST ST EET
TET, HRICBEVTEMHADD 5% KETHNIE. T
DEBICDVNTERIFY 5% KB THITNIEWVIFEE A,
SEICHT HHAEDL. OBEH DV THIERINE
FNUEWNFENEWNDS T ETT,

WHO IF. ZhITA T &5 1 2)b—IbBd ) &5
BRI 10 I VIS LRETHZLEVD, EEBTRS
HDTY., TOHEIIE. HOBEL10IUKRETHS
CEPBETT., BIZABLRLCKSICHEZ LAIMICT
BREDDIET,

T, BREMET —RCOWTERET 2HELDHY

n EHESEyay
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£9, AZEMICBVWTHELCHEDTH ST EERTRED
HVET, EMEHNRAFHFRICBEWNT. Ebnfzs D
ERICE DB TRIBEND Y E T, WHO DIFEITIE.
75rpm EWS EEREREE KO TWE T, OHFDHE
[Zl&. EARMICIE 50rpm EWNDS ETARZNERBNET,

BCS based biowaiver

Guidance

BCS biowaiver

Guidance

G{\@e
\

BCSEN—RELTENAATI—NN—HHYVET,
niE. EMENRFEFEREZ T O CERELAGVELD
FECY. HAZVADTD T THA MIEH>TVET,
FLOAAMRZVZREWSTET, WHO THEHEINS T
LIRS TVET,

BCS biowaiver

Guidance

» Waiving of an in vivo bioequivalence study based
upon:

+ Solubility of API

* Permeability of API

« Comparability of formulations:
« Excipients

 In vitro dissolution

BCS NAF U 1 —/\—&. EERDOENFHEF M
BRIITHOGITRVWEWS ZETY, AvEMDE (15
EEA) DT —RIEDCEVWDTET RRICHEVET,
API DBERRMEDR . REAEDREZ. DEICEDNT
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Xol. NAFTT—N\—DHREEVET,

e, BEDILEAIREM. MR, 4> EFOETD
BARMEBOERGREINE T, BREE T X A
IRy EWBENEFLEAIEEL NIV THDEWN
ST &ETY. WHO ICIE. EMFEHREFEHRIC/NAF
DI—N—¢EWVWDSEHHBENDITETY, BADIKR
[CDOVWTIFEBRLTVWE T, SOBRMETIH. BATIEY
2y VBEERICEBLTNNAFT 7T —/I\—ZZIFANT
WEWEEBRLTOET,

BCS biowaiver

Guidance

Other API’s acceptable if
justified by applicant

[}
°

°

https://extranet.who.int/prequal/sites/default/files/documents/35%20Biowaiver%20ge
neral_March2019.pdf

WHOD D = 7H A MMcHBAHA XY AT, INA1F
T —/\—DRIFANDETRER API D) R FHEOTL
£9, HFEEE. D APHIDWTHASH DRI ZE R
LTNAFTT—N\—DRIFANZERDZ I ENTEX
T AISHDIRME L, BREDEBICENTES £
DHDEEZF L TVWBERTIETT, ThicLo
TNAF T T —IN—DRIFANSNSAREMELA DY ET,
AP @ﬁiﬁb‘?’ﬂdﬁ U R DB CEEREDR S
AR%ZE LGS TH 7—2Zmlc LTONRAEFEERE
L&Y, 114303%-Ati BHE AR SLLES D ZE
TIRBEDNBVET, TIHANNAMFTT—/I\—LDEW
TY,

Overall:
International Comparison

EFENGEBROBETY, FaEEHd. —BERITY.
RIE OB/ LBAMLTVET, WHODHERE I Z
ICEEBTVET, BOXFICLEDOfcDIE. TT TR

WHO DA A 2> ABZNEEBREDDTIEEVH ST
T NAATT—N\—=IE L I NI DODEHEDINTVE
IH. S ENEFITHE>TVET,

Overall

« In principle bioequivalence should be proven by a BE-study!
- Biowaivers are applicable under certain conditions.

« Analytical methods should be validated (not addressed, but
EMA and FDA guidance apply; future ICH M10).

* GCP and GLP conditions should be applied!!

RN GEFELHTT, RAE LT EMFHRASHE
&, FB&%Z L CAEFR AT EHWMETY, fefe L.

SERBIEENTIBEIE. AT T 2 —/\—HHFER
BECY., BEICEALTOHAHGRCGEVETOT. i
FHiEFFLIHBLERATL. L L. DA ZES
ETERERAEENTVWBRENDH Y ET, GCP (Good
Clinical Practice : BeIREEREZE) . GLP (Good Laboratory
Practice : JERRIREHEREZLE) DRHELEBALBERAEINE
T, BRIREADBEELFANTIEHY FH A,

Re-qualification:

«+ after 5 years, dossiers will be re-evaluated
+ evaluation of the assessment

» no check whether is it acceptable according to current
scientific standards

» check whether acceptance of the dossier is valid i.e.
check for issues which may trigger a concern regarding
bioequivalence/bio-inequivalence

« Examples:
— insufficient dissolution data to support the additional strength
biowaiver
— biowaiver criteria not met ( i.e. solution with mannitol)
— bioequivalence criteria not met
— comparator product

WEIDT LE > T, BREREDBEEREEC DV THEEEL
LE L. BHEEEDHECTY, SFRICHFZEZH
ElLEa—LEd, FHMELR—bDHTT, £51EFF
L R—bZ2RT. HEFOHEHELVHESH ZEHE
HLET, SEFIOFEN. IREDHFEMEAZEICAEL

TRIFANBENE DD ERZDTIEH Y EHA. TD
LFOEENBYICERAINONESHERET T,

BIZE. RIFANDZEDNTEGRL >EE LT,
BREEDARTDET =2 EZZF AN T —ADBUET,
Ph1.24, Ph3 ~ Ph6 ~7x&. 3 DD Ph DA T —4
DB Teh . RISHDIBET Ph45. Ph6.8 12i) 5T
L. 3 DTG ofc& LET, TDHE. Bl



LCEMDAREET —25RHTHLOKDET, Th
ICK > THRFEENTRIHNE T,

Free A ATz —N\—FRIFANTIINE, BEBYKE
BB TIEEWT EQNEBDOFHAETIER Db o s
WOBELHVET, FFEEIE. EMFENRSFEERD
BREHLT 5EE->THEEZ L. BFEEHLZTOHR
BRAEHIGELLTUEIWT D > Tebl T, EYFEHE
EMEEBT BeDITNAF T —/\—DEYITER S
nabhofe. HBWVET—2DRIITRY DR+ o1
EVOBELHVE L. EMFHESHOEERER
LTWahofeEWSTETY,

BN T OY S LD RZ—F LTeDIE 2001 F£T
Y. PIDEIX, FHEMELPREICEELTWEWnWETA
BHVELIE, EOKLDICFHBET 2DH. ES5WVDSEHEE
EBERATHONGE, K<OohLhHEW\WETARBUEL
feo Ffee WBEABE->TWTEEHYE LT, @
SHDEHETEMA 5 FFIICIERIFANSNTULEDN
BYERBETIEEN>TEWSTEDhBE LT, Z
DESBEWLDOHDEFLHYET, ThICK>T. B
RAEDRRIE. EREH LT, BMAEENENREES
BaRkHBTEHNBVET,

Dossier submission PQt

» For BE studies, a bioequivalence trial information form
(BTIF) should be completed and submltted

k who. -fort
b\oegulva\ence -trial-information

» For additional strength(s) a biowaiver application form for

additional strength(s) should be completed and submitted.
[ et.who.i ditional-
strength-22-november-2018

» For a biowaiver, a biowaiver application form should be

completed and submitted.
https://extranet.who.il ication-forr
bio i i

BREENMESHEESHEO 7+ —LHHYET, £MF
HEEMESEERIC DL TIE. BEEE(L BTIF (Bioequivalence
Trial Information Form) &EfESHEHAH Y £9, BTIFD
23— b=V a3 EEST. ENENEEFERBRDOT—
2HEBALET, K> TFHMEDIEILICDEAY
£9, FHMEFIEITRNTDT L& LR— MIELRBRELD
DEHh, BFEEDATI CTICBALTES2TWAST
EIZBH5TY, BrIERADOFTHMEEL. FERIEIT =S
RICBS LEDETHENEBRLOT, BEEERT
TEY, BMDEELH OB EDNA AT T—/\—D
T4+ —LTEEKRTYT, 7794 MIERAHHYET,
NAATT=N=DVWTHRRHE L THLOTVET,
WUETY, HUHESTETVE LT

I Pty gy

7. EWEARIREE LS A A Y 2 — 3, Mol

Thank you for your attention
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5 16.| 7 |

HRUDENTT 4 A1 a vy

B& TNTRERISEZAVEZZU7 T4 THEETHIVL

EWERBWE T, B, OAVMDHBH. B2FEH
FEWVNLET,
BME 1 FPP (Finished Pharmaceutical Products : EEZ

mERER) OF Y 3 vICDODWTERTY, BT A
DEELTWBEZATIE. EHEWVELTIE FPP D
EFRAIEBRRETH > T o< W EBARLIFT
EFCVWBERVET, M FVEIZ—T. A2y
BEEXWMRE LIBHTWVWE T, A0V —DFEFDU
TIEWHDTL &L ID, THICDOWTOEYICELEH%
LFREWVWS K5BFEEHEDTLELEDID T4 AHY
TAVHRE > TWABGEE, AL EMELHYEITTL &
Sh%

WHO CHEREHUHNESITEWVWET, fhfcblid. 2D
5 FOHMEEZRE L TLVEDTITH 1 DDEIE
ELTCRRBEZLTS I EICBEOTVWEY., DAl 7
YAAY =D ZTOWKDEERZ—7T Y hEBOTL
&9, AEHGERNTRERBEMEZROHS T LIC
BTOTCWEY, BHENGRTAH>IAY— Elcldthd
AEBEEICENTEH, MBEE. lEFERBIcE ST
BEERLOZERELEISELTVET,

BEE1 HYNESTEVET, TNTIE 22D
BETIDELALOTLEDD RTAF2XR=TIT
BEEENERMGTEMEREICERER T 5 T LA AR
EEVWTHYETH. ThEEXRDRIICE D TIFIHE

ICBELWT ETT, CNETHAREDHRFZ AT
EDBVANITEDTIIERICEE LD TI A FEIc3

2122 avERBRTZEDICT FINA A2V
VFETH

WHO ZEIFEBRLEIFE LA FBIEEICA—D—
ERZELTVERVWER2TVWE T, HLETHRHIA
EWSTET. THEDFR. HHVIFFHEDERICOL
CHHELLIEWEEZTWVWET, 7 LLINTEEE
LB EETEETRAD BICTEHELIIRBTE
BEEOTVWET DT, FEFlatlicEAOZR>TLED
ThHnE FIZIE. HIV/ T4 XDOREFDE DL FEE
ZLTVBODODNET, #HEAVE2T FZERNER
WHZEHBILATHIEHNTEETDTC, FfcBISERL

TWRRITEERWVWE T,

BHREE1 X I\’éﬁfb‘ﬂﬂi*’d’?bf:?‘i%i?’ H
AEEDYSH TEHFIFREDRHE EHREDOMIHZIC
A2TWL @Li#%t:%bb\&ﬁf‘\')?b\iﬁ'o oSS N
ZOVWOBALERITFOZEOT —EXLRHYEFT,
BHEMIE. TOVWSEEFAEEBELTIRK b
LLET7 V7 DOfttEIN— b F—% 4. BARBEDR
BDZ—XADHBHNESH. F7O—/\)iEaza5—
avDEREHEIETVREVWTWEY, & LTHEKS
TVELIESBMEEL T, BEHfcWITE>TL
FWELTITHE A

& AV CTEEEESEHYHESTE
feo MICTEEHDAHIEVS>LPWVETH,
HIEE T,

ONVE L
HAFE

WHO FASEHBIMTIAAYNLEY, SDAHEL 1D
DHEELTHZERVET, HLld. WAWATA—
H—PHRBNHETI2FLHVET, FEEREHNS
LTWBRBLHVET, A—H—HHHFRY1—L%
EHERBRIBEL T, @I Z—XDH2DHhERZTLEE
TEEY, BEA—H—RATDI—FT 1 7 BRI
F—LTHRELTVWETOT, BERREPRT—7KRIV
HA—DBMTEBZRWMERH ERBWVE T, RORXT TV 21—
WWERES>TVWEVLDTIL e bDT T THA T
BHE 7 40—\ nEah 3 ERB0NET,

A& BOA. KALIBEVNLET,

BRE2 5V oMEBRIERADEE WHO hS5#18HT
PEETHENTE, BEHRLLEFET, 3DFET
BETHETLLREEL, 1DETIH. BRDPEICHAFT
ZEFHIEATL & DD FIAIE, FERFERBLGDD.
REEGDHL G E. BKTHARBENEL T HHFICED
BHICT RNV T—IDBBDOLERATWRITET
TL& DD,

2DOEDEBEMTIN KEEBTEDL SVDOREF v
N T a4 BBNUE. FIRORTEEENHZTL £ DD
3DBIF. TRICRET B, EYXRBHHNRE
IR EITH. —EFRENIRIEED S S WY 5
EDHDTLLEDID, KALLBELLETD,



VY Y. EEEE. HHVITEROEEE L
T. HEDA—H—DEMHOEFTESL T LIE. DT
LEYTEH5EL LE Lc, FaIERHE. SIEF—EDEK
BEFEGOTHY . RREEDHIV, IZ U7, &
HETT, TLTC. T B MELHEICET 520
TY, S&IE BMNEEEESZ. DALEOH TRE
LTWET, 2O5ULWS50FORBIE. FEHLEFTHIE.
JO—/NichdERES5NTVWEY, LHL. Eick>
TIERIDBRICE LA HZHE LNEEA, WHO PE
ERETIEES. TNETNDED T ZARN—rI—F v

P2 ERVET, TITDT. BETAIKIE. SHB1TE
03+, BIZIL CRP, &5\ & SRA DEIFE EATERYT S
TEEHRLTVET,

THDF v /NI T I L TIE. FAIXBREELTE
Fho BN T+ —HRTZDIE. REDI—T v
MEREWDS KVIEEENEZETATY, EFRNEES
FEFERBELSBNA LT, EOLKSVDARY 12— LD
BEZONEWVWSERZRETESDLE LNEEA,

WAWAGTRERENZNZTNEEFZF>TVE
T, —BREANN—RTY, BFEANLET . H2HWNE
2FEICTEIANNEZ LTERNTZETADHVET, BF
FRINGENZREUE Y., BN EoNcaRE
DHEGEIE. B, REZNEZRBEIETADHIET,
HBHWVIE BIRFICALERZRATSHhE LT A, —EB
DBEFTARELTVWBREDHH Y. BREFRERZST
NI2558H5CTLLED, TIDT. ERWEFREERE
BALERERY SRR T L2 BB LET,

BE& LKA, AHEMIEHYETH, RIBDEITE.
BERECHR. AV MDBBAIEVS2LPVET
TL&2D,

WHO BESEEc DWW THHEZRWNcDIZFSH TR EWND
FHFEDLSVWLSE2LPWETTLEDD, HYDHE
STEVET, —HDAIE. BHUCHEREECDWT TFEA
HELNERBAD, BfcbEDA Y t—TJMcbofeh e
BoTWET, HILWTOLRZERET Z2DIEHBICHL
WZERREBVWET L, e, WO TERREZYP DT
HFC DT EDDho2fcEWS L HEHDE LNE
Hho IDHTITOT. POLERTESDELNEEA,
Fhicb & LTI DECEBMETI S W o fcFIEL H
BTEPHMENTVBEDDY . B oTlcEBLET,

A& HZEORVRFRLLEVEIH SEDL=
Tl BIEEMFEVSHETRESZIERLET DT,

ZE53LBZEICLTVRITNEERBNE T, €20
C3ADEEDNVS LR O>TWVWBDT, £ LI T TH
TFreWwZ EpbnE. CERZSELNLIEVWERBVET,

BRE3 FJFEENE. AIZIE. BERTHNIE, 5F
T & 1T GMP (Good Manufacturing Practice : EE &
UEERNRONEEERUREEEDEE) OBFEH
IRTOEEEE IS LTITbN, §XTOIIHH GMP
ZIBFLTWAZ EQHREINSDIFTTH. BEICD
WTIEFEEDELSITITO>TVWBDTL L DD, ZLDET
RFEEN, TETELERH/EDLO>TVEDT, AS5H
DHEDBBDTL & DD FIZAIE. WHO »Z DD
& T GMP DIEFZIRET LY. TOMOHEF/EEH
BLIEYVTBESGHE#DDEHDTL & DD,

WHO (&L, FAeBICEBICEL S EFHRENHY XY,
TNZThEPRNLEERZTO>TCVET, BRIEFTRY
N=XITBE2>TVWETDT. &I TLAcBDEIEH
ERWTC. NMURY, A—URY S 7147 LITHEE
LET, OV T—E2R=ZABRBY, ZDOT—4ZIC
BEOWT740—7 v T7OERHIBENE DD E &R
L. STEZIZCET, BEDHE. 2FIC1ETIH
DRA7DLAN)ICK>TH 2 EHEEICITS. HBWVIE
HEOLHBELCEVSTELBYET, T LT BER
DFERICDVTUE. WHO DINT w7« AV ARYT T 3
Ve LR—FTREEXLTVEY, 7407V TOER
&L EENGEROEAZT7 v TLTVWET, IXTH
fBEBIEBLTVE DI TIEHY THA., Ihfcbid
T IETVRELTESWVWSEDDHBHERET,
WEZO. DO SRALKEERLTWVWEEDHLELRT. B
EL. 2L T, EREDERICGRZOAENNETH S
EEZTEC, HELK T EITRYET, 25 ThrIFhE.
HLETENLETOEEICGEVET,

BHHE4 SRAOHRFHEICOVWTERLSDYET,
7' L £ > T EMA(European Medicines Agency : BN B
& & T ). MHRA (Medicines and Healthcare Products
Regulatory Agency : REIEE M - EERMLATIT) ©
BMLTVWBTENBRTEX L, ERGRETZDRE
FEED SRAZ T T 7HA P TRELTVEITH, AU
BARLTWADTL & DD,

WHO (&L, SRA. HEF#HiE. CRP. FFIEREEICDOL

T ERNICIIERRICBET2ELDIERRLTVET, 7
LEYTEEVELEKDIT. SRADY X MBI ET,

FEIFRERR RN X ) — 2020 4 2 A

93



94

PMDAE SRAD 1DTY, LT, BRIFTNTRERE
NTVET, X—H— FSEDHF/ICHLTERLTW
B5EDTY, A—H—RETT, A—H—hH PMDA D
58 % {# > C. CRP (Collaborative Registration Procedure :
HEERFHRE ) BT O0THNE. EAAEUTY,
PMDA |F FHEDIEHRZ ZRER THE T 2 EHLH I ET,

BRE3 ERLTVEY, REDSRAIL. HEFHE
DNHBHENDTETITH. EMA® MHRA ICDWTHE
BODNEITH. VI TU A FTEANGERERS
EDNTELTD,

WHO SRA DHFEFHEEICDWTIE EMA. MHRA @
BEROADHVET, MICHEIDEIDBADNET, XA
AATAAIVICOVWTEHERDH Y ET. FIEP. NRA
(BRERHERE) & SRA BHETEHHEZ L CL2ERD
HBVET, RAZAAT 4 AV EMA EFTO RO D
WEY. NEHYVET, TOFMDBERI VT T A
MZHBDESINEADY ELEAD. SRAL CRP (/N
A8y FTIDT, A=—A—PHBITTNZFEO>TIEL
WEEZTWET, 2ZIWBDEZDIy 30—
R]RTY,

BME3 7y 77 -bOBREBSIBRVAEEL
T ESTNRRVLDDTL & DD

WHO Ei&%E LT, IWEZ—ILET VN ZF I Ty
I T RLAZHLTWETDTC. EA— IV CEET
NIEREEXTY,

BRE3 ohWE L, BYDHESTETVET,

e FRAVLBERLNHY EITDT. REIT. EEID
FHICOAAX Y PWERERVWERWVWE Y, ZODRIIC. AH
TREWEEWERET A, HILTAIK. OAXAY MEE
TEVETH,

R HUHESTETVET, AcBDETAHIE ER
IC2FICT B, R TOERDS D) ET . Rl HWH
BATVWADTIN BRZT SR TEREIELZ D
TWBEWS T LIFHIETH,

WHO (3L, BEREBOASZH > TOWETH. K5IE
BRESHERERAVT, OB LEFEZLTVET. &
ﬁ\éﬁb%ﬁzﬁ%ﬁof\&@&DEE%%%%?

O RN T B HDEBEZFHRALE T, A fhd
HEHNIE5DRRUITEEADH B LWV DSBS, 1 DD
HSRNERZEERL T MOLEFITEBmZRIS S LD
TELY, TIOURDBICEEITONDEVNDT L
IKGESHEVEDICLTVBERVET, UY—XHRS
NTVLETDT, THW2fcl&ZPo2TVBHERVE
Y. TDHE. BER. HEVRET A HiEEMDHEFBIC,
I BDRDOYVICEREREL TWELWTWVLEEWND
LOGRAFZ LTVBELH Y ET,

R HEABETTRDOEDOTIH. REITIE 2 FIC
1TE. BERZRITTVWADTIH, BARF v )ik
HTEEHYELT BRIBLZMITTOSDHE DD\
BRATETWREE LI, SEREERHICHIHED
TETVET, WHODAE, TDXKIICHETESHRS
IESETHED DT, FhfebIcE >TETEHRUVMEER
HEEETVWEWTEVET, BE#WNLET,

il 5. RETAHLNTEREZINTLASEICLWANLS
EEZTHIZDOTIH. GHEINETEEMNARVNEDL
X THRLIRGY FEAD. EMFEHRFHEHBE OV
TEMLHYET, T—F1DDCIRLENFHERFE
HEEEU VI XA MENE Lic, ERMICENZNEEFS
HRIEIMBBEDTL L ID,

WHO FTC TL & 2H% &L
WEISEERARIIVETT, LHL. fiILH YT, &
BIRAREWVWS T EILHYET, IR BODA
BlThnid. EMFHEEUERILELS A, T
LT, EEEFMAILSGLDOTHNIE, [HEEE XS
TENTEET, BCSRN—RDEEZSTY, 5L
rBIDZEICIE. EMFHRSEEERIILEGNT LI
BOTVWET,

—fMEme LTE. EME

*/LLI SRA U)%DD%EE j%ﬁ_f i SRA Tn?@bhﬂi
WFNREFEFHROBRTLALWLTL L DD,

VUV 1BV T5TY, FhlcBlE. SRA DEET,
ZTORETEREINTVWEEDZT7+A—LTWVET,
ZLT ThZEES T LITBYET,

AR E28HUHESTETVE L, ZNTIE 215
B, ZOMDTEBIEZTSETVWETH. TNTIE. &HE
ICEREADSRBOETFIC—E I DUV EEITNIEER
WET,



WHO #.& LTHEERS LOERTL, BREEHNT
TE L, BRRMEF—LDEREY I 79BHTENT
TFELfe, Tlee 7z 7H A MCERELRHVET DT,
O 7+0—-LTLKEEV, BENFTHVEIE. Fifz
BIcEOBWEDE T TV, EMFENRE TSRS
FORNC. ZO7OMINVERETEZCEDNTEET,
EFRAEF —LlIcZENEH LT, 7NN X270
IWCKMT BT EDNTEELT, HABRDEE. WEEHE
YD ESIHL%ET RINAATEXTDT. HEHFRLME{T
FET L. CROMDTOIRICH., BRI & BROEHNICEY
F9, VxRV v IEERHNEK Y FEEMEICESEE
CTHEVET,

WHO FERCKDICRES LWWERTLE, TCT
AT AHIENTETCHARTHY, BUTY, HED
A—=H—DHITHBATEZTENTEF Lice KEGKRT
VIR IVH BEDA—H—IEHBEBVET, fhlc
SO, EEXROMAT. ERNEMTES T LTI
BILZLHBLERVET, BICEERRITTREL £
KDA—=H—H, BHCEBA E PMDA HERAE L Ic ¥ %
FHoTWooL»WET, Z5VSEERHNENZLD
ANTEL T EEHFELTVEYT ., PMDA DEGZEHN—Z
IZHEYETH. SRADINZXT A, HBWVIE. BE./NR
TIAITEBEFELTVET, I—HrtEd. ThET
EBICRVEERZ LTVWEY, AAcBDIID 1 DTY
L. BRODA—H—HESBRESICEFEREEY AT LITE
MLTIELWEEZTEYE T,

WHO #DSEERTT . fhfch. BRIEREDF —LEL
T#H. BAEIZICH (International Council for Harmonisation
of Technical Requirements for Pharmaceuticals for Human
Use : EEMRHIANERRZH) OBEESTHY. IR
ICHRE N AREGRERIGHHUET, LHL,
b bR EHEBNFENT LI, BARDHIBZ. HH50
I& PMDA &id. ZhIFEFERGEPVEY DEH > fcDh
BRRICEBOTVWET, HARDOHIHIE. FEICREDR
WHEDH Y ETDT. ThZRETESIRIDEBNE
TODT, cBIFESICRHARERDODTNERLWNERDT
WEY, MAT. CDOBFEREEY AT LIE BF. bL—
VY- T0=02 3y T 'z {TOTCVWET, X—hH—@AlF
DEDEHVET, BADA—H—DEHRLE > EFZT
FEWEEZTVWE LS, VI T7YA MIERDES &
BOEITNDT. RVERICGESEBVE T, ThfcBDFT
DB, B 25WIEENFENEFIEICDONTIY FcWAI
HTOTBMLLEEY, OARYN—FVTHRELET, £

2 PMDA DRIED&ERRZ 1Z CeH. BARHLS ANV /N=F
YORL—ZVJIRBMLTLEE ARV ELDT
IH REFHLHTBE. EHRFLTHEYET,

AR HUNESTEVE L, ThTEINTERS
BERDVET,

RSP ER© 2 - — 2020 £ 2 H

95



B S ]
The PQ process: Quality Assessment

WHO 7 7 F > BaTHifi
TV e TFAZL

BRIEFING WORKSHOP FOR JAPANESE
MANUFACTURERS ON WHO PREQUALIFICATION
FOR MEDICINES AND VACCINES
12 & 13 February 2020 - Tokyo, Japan

The PQ process: Quality Assessment

Alan Fauconnier (presenter)
Carmen Rodriguez
Olivier Lapujade

Vaccines & Immunization Devices Assessment Team
Prequalification Unit

Regulation and Prequalification Department

Access to Medicines and Health Products Division
World Health Organization

Geneva, Switzerland

E-mail: vaccprequalification@who.int

Outline

Pharmaceuticals versus vaccines

Vaccine prequalification — aspects considered
Quality/CMC review

Vaccine composition & presentation
Production

Control

Stability

Common deficiencies — review Quality

Take home message

01032020 PQT Vacenes - Gualty Assessment

740 ETA. TAICBIE. RBIE. EFHEICD
(NT CMC (Chemistry, Manufacturing and Control © {5,
BERUREERE) OBRRTEFEEZLTVEVLERNE
9, CMC %, FDA (US. Food and Drug Administration :
TA)ABREERF) OEVWATIH SHIEFTRXTE
DFHEDHEEICHD EY, REICKBFEBIIRIO>TWE
fEWAy—I%HELLET,

Pharmaceuticals vs Vaccines

Product profile

get the iliness (e.g.

AR 2
Alain FAUCONNIER

FIHELLEVDIE, ERRIETIFEILES &
WSTETY, BEETA. FKTELCREEBVETH. WA
WAIHEWHH T BDIF T . ZTICEEDTHFE LT

EERE. FEICBETAZRRELTVET, LHrL
BHOSTIFUIIREAZNRLETZDIFTY, .
EERIEIINTOEBBEHRRICLET, 77 F VI
FICHSB. NERREBYET,

EERICBVTIE. TETELIRERBHLH Y LTH
ROBTRETEZEDHEICEVEYT, T7F DB
BlTiE EROBNFIEALE T, HEF. BORLHUE
T, oo DRBEICHT 21400 1\7 ME. EERDIG
BIFETETFICHVEITH, VI/FVOHBEICETZa
ZTALNIVTEETEREBWVA BV E T, AR IEREE
WG FHBEETT, BODKRUATIF > DEETIE
TAIWWAELTRHT EITKY, BENICTHEREEZLT
WEWAITH L TOFBEHRTEE T, . EHARBER.
7 —VERE @ERITAICTIF U EERBLT. BT
HTHRERPAZFHHER) HHVET, BV FERE
ERAICRHLTITS>TEICE 2T FIEREE, AR
BEBGEDFHEEES T TOVEVWFELEBEESS
TENTEZEY., ZLT. ERFHEEENRICITST
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Pharmaceuticals vs Vaccines

Amongst health products, vaccines
form a class separate from
pharmaceuticals.
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Pharmaceuticals vs Vaccines
From a quality perspective

Pharmaceuticals.

O Comprehensive characterization a High

substance(s) with

inability to fully
Q Molecular homogeneity

e of (inherent) structural

O quantitative particulars expressed by mass unit o Potency relies
(or by volume unit)

on bio-assays

Q Lability: sensitive to heat, cold, oxidation,

a More stable
light,...

QO Less prone to microbial contamination Q Higher risk of microbial contamin:

tamination (by
cellular organisms, viruses, non conventional
infectious agents)

O Terminal steriization (e.g. by autoclaving) Q Aseptic process
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Pharmaceuticals vs Vaccines

Quality considerations

O Pharmaceuticals
Robust manufacturing processes
Tightly controlled using physicochemical methodologies

3 Vaccines
Criticality of raw/starting materials (e.g. risk of viral contamination)
Manufacturing process less stable
Quality control methodologies

.................................
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Pharmaceuticals vs Vaccines

Complex release process of vaccines
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Each vaccine is an unique product

Quality considerations

1 Different strains of bacteria or viruses can be used by different manufacturers
for vaccines indicated against a same infection
(eg measles vaccine: virus strain Schwartz versus Edmonston-Zagreb)

1 The same virus may be grown in one type of cell by company Aand in a
different cell substrate by Company B. (eg rabies virus grown on Vero cell line
versus primary CEF)

1 Upstream process performed in a single large bioreactor
tank (scale-up) versus increase the number of
small cell culture vessels (scale-out)

1 Same antigen but different final product formulation (stabilizer, preservative...)
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Vaccine prequalification process

0 Scientific review of quality dossier
O Scientific review of clinical data

1 Testing of samples

1 Consultation with responsible NRA

3 Inspection to manufacturing facilities
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Specific - - review
O General understanding of production process and quality control
methods

0O Production consiste assessed by testing of

samples of final product)
0 Compliance with GMP

O Compliance with WHO recommendations and UN tender specifications
including labels and inserts

O Programmatically suitable presentation

0 Clinical data relevant for the target population in the recommended
schedules
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Quality

0 GMP
O Quality Assurance system

addressed during inspection
to manufacturing facilities

different from
0 Scientific review of quality dossier
(also referred to as CMC review)
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Quality/CMC
Quality dossier

Currently, two formats are accepted for vaccine PQ applications
O Product Summary File (PSF) format from WHO

0 Common Technical Document (CTD) format from ICH

O Ongoing transitional period

0 From January 2022 onward, only CTD will be accepted
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Vaccine composition & presentation

PSF
Chapter 4: Vaccine composition, presentations and schedules

4.1 State the composition of the product (including diluents).

4.2 Describe the presentations ..., including diluents (if applicable),
combination products, forms, dose sizes, type of containers, VVM
type used, and descriptions of application devices (e.g. autodisable
syringes) to be delivered with the vaccine, if applicable
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Vaccine composition & presentation

CTD
3.2.P.1 Description and Composition of the Drug Product (DP)
3.2.P.2. Pharmaceutical Development
3.2.P.2.4 Container Closure System (suitability)
3.2.P.7 Container Closure System (description)
3.2.R  Medical Device (EU only)
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Vaccine composition & presentation

Aspects deserving a special attention during vaccine PQ
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Production

PSF
Chapter 5: Production

5.1 the manufacturing formulae (antigen), batching formula (final bulk),
formulated bulk product, number of vials and doses, lot numbering
system

5.2 Description and flow chart of manufacturing & testing .
5.3 General policy for process validation

5.4 Handling starting material, packaging material, bulk and finished
products (sampling, quarantine, release and storage).

5.5 Handling and procedures for destruction of rejected materials and
products
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Production
cTD

3.2.S.2 Manufacture of the DS, i.e. the antigen(s) including:
- batch size, numbering
- flow chart
- cell culture and harvest
- control of materials, critical steps, intermediates
- validation

3.2.8.3 Characterization (elucidation of structure, impurities)

3.2.P.3 Manufacture of the DP, i.e. the vaccine including:
- batch formula
- flow chart
- control of critical steps and intermediates
- validation
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Production
cTD

3.2.A.2 Adventitious Agents Safety Evaluation
For non-viral adventitious agents
- Bacteria
- Mycoplasma
- Fungi
- Transmissible spongiform encephalopathy agents.

For viral adventitious agents

- Materials of Biological Origin

- Testing at appropriate stages of production
- Viral Testing of Unprocessed Bulk

- Viral Clearance Studies
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Production

Aspects deserving a special attention during vaccine PQ
O Capacity production is an important part of the review process.

(0 Data should demonstrate full characterization of vaccine from the
starting materials.

0 Qualification of cell banks and/or viral seeds, history,
characterization/testing, master & working banks derivation

O Viral safety

0 appropriate testing achieved at all stages of the process (IPC,
intermediates)

O Process validation should be more (e.g. inactivation) or less (list of
process validations — further assessed during site audit) addressed in
the quality dossier.
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Control

PSF
Chapter 6: Quality control
6.1 Starting materials
6.1.1 control tests on raw materials (compendial, non compendidal)
6.1.2 control tests on labelling and packaging
6.1.3 qualification of suppliers

6.2 Intermediate products (as appropriate)
6.2.1 test and specification for intermediates
6.2.2 list of assay validation activities
6.3 Finished product (including diluent)
6.3.1 tests and specifications
6.3.2 list of assay validation activities
6.3.3 list of final lots internally rejected in previous 2 years
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Control

CTD

3.2.S.2 Manufacture of the DS, i.e. the antigen(s) including:
3.2.5.2.3 Control of materials

3.2.S.4 Control of Drug Substance
3.2.5.4.1 Specification
3.2.5.4.2 Analytical Procedures
3.2.8.4.3 Validation of Analytical Procedures
3.2.5.4.4 Batch analyses
3.2.8.2.5 Justification of Specification
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Control

CTD

3.2.P.4 Control of Excipients
3.2.P.4.1 Specification
3.2.P.4.2 Analytical Procedures
3.2.P.4.3 Validation of Analytical Procedures
3.2.P.4.4 Justification of Specification
3.2.P.4.5 Excipients of Human or Animal Origin
3.2.P.4.6 Novel Excipients

3.2.P.5 Control of Drug Product
3.2.P.5.1 Specification
3.2.P.5.2 Analytical Procedures
3.2.P.5.3 Validation of Analytical Procedures
3.2.P.5.4 Batch analyses
3.2.P.5.5 Characterization of Impurities
3.2.P.5.6 Justification of Specification
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Quality Relationships

Quality

Objective
. Qualif
Sampling Personnel Manutay|
Specifications Training
Testing Validation
Self
inspection Sl apement
Aspect
Quality system

Quality Policy

Quality Assurance

Quality Management
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Control
Aspects deserving a special attention during vaccine PQ
3 Specifications for non compendial raw materials need to be provided.

O Established sampling system for testing of labeling and packaging
materials testing (eg ISO, MIL-STD). Sampling levels can change
based on experience but should be justified.

1 Special consideration should be given to materials of human and
animal origin, in order to avoid risk of TSEs and human diseases (HIV,
Hepatitis, etc)

3 Validation of assays important to ensure that the assay is fit for its
purpose. Depending of the test, may include accuracy, precision
(repeatability, inter-assay), LOD, LOQ, robustness
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Control
Potency - definition & concept

O WHO: The quantitative measure of the specific ability or capacity of the
product to achieve a defined biological effect.

WHO Guidelines on Nonclinical Evaluation of Vaccines
WHO Guidelines on Clinical Evaluation of Vaccines

[ Potency tests measure biological activity of a vaccine but do not
necessarily reflects the mechanism of protection in humans

O Atest for assessing vaccine efficacy measured as an immunological
surrogate end-point based on immunological response is not a potency
test.

O Whereas the clinical end-point is aimed at addressing efficacy, potency
is, among others, used to verify the consistency of the manufacturing
process.
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Control

Potency - the ideal p y test: regul y exp ion:

O Should allow a quantification of the biological activity
3 Should be analytically validated

O Limits/acceptance criteria should be based on clinical experience and
not (solely) on process performance. Cross reference should be made
toward submitted clinical data

0 Should be stability indicating.
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Control

Potency - Quantification of biological activity

[ Determination of viable particles in live vaccines: CFU, PFU, CCIDs; ...
0 Immunochemical determination of Ag content (ELISA, SRD...)

0 Elicitation of an immune response/protection in animal model followed by
« determination of Ab titre (ELISA / seroneutralisation / haemagglutination..)
« or challenge

0 Others ?

OUDS2020 | Titaofthasl  PQT Vaccinos - Guaty Assossmant
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Stability

PSF

Chapter 7: Stability
7.1 Provide information on stability tests on intermediates
7.2 Provide information on stability tests on intermediates

7.3 Provide information on stability testing of diluents and reconstituted
vaccine in the case of lyophilized vaccines

7.4 Describe the policy for assigning the date of manufacture of each
component, as well as the final product (e.g. combination vaccine)
and diluents, as appropriate
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Stability

CTD

3.2.8.7 Stability (DS)
3.2.8.7.1 Stability Summary and Conclusions
3.2.S.7.2 Post-approval Stability Protocol and Stability
Commitment
3.2.8.7.3 Stability Data

3.2.P.8 Stability (DP)
3.2.P.8.1 Stability Summary and Conclusions
3.2.P.8.2 Post-approval Stability Protocol and Stability
Commitment
3.2.P.8.3 Stability Data
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Stability

Aspects deserving a special attention during vaccine PQ

0 Real time and accelerated : establishment of shelf-life intermediates
and finished product

O VVM selection

3 Controlled Temperature Chain (CTC) / Extended Controlled
Temperature Conditions (ECTC) indication ?

3 Full results to be provided
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Common deficiencies - review Quality

A. Unclear specifications
for biological raw

materials,

intermediates or % s0

finished product. S

B. Insufficient information “’5' Z:
H

on stability of
intermediates or
finished product or
cumulative stability.
Missing information on storage time for intermediates.

C. Validation of in-house, new tests or in-house references.

F. Unclear production process for intermediates, insufficient information on
validation of production process and consistency lots.

H. Lack of tests required by WHO or tests/specifications different from WHO.

V02020 QT Vacsines - Qualty Assessment

REBICBRDASA FaE>T. K< HBEMEHEIC
DWTHFELLELELD, MELEI-DRICES LD
e MEtEEEOH T 2D DA ZEHFELLET,

I AR TEMER. BEMEL PEG. SREmD
REOARBEETH D] EWVDHDTY ., RIRDIRULICET
FRL. VOF UV TCRERLBRTY, MEDREEIXFE
DH REREZF|IELIE B LD LEREDOHREILM
HEWSTETY, TDRDEZLERBRLTEET,

B &, Pk L EREMDBREEBRNIFTTDTHS ]
EVWSEDTY, BERLERFROIARTOTHEHT L0,
FREDRERBOBRONKRIT NS LBV E



¥, TTTCLE1—DBICBRNETEET,

Cld. MEATOF LOEER. tRESERD/N) T—> 3
UHEWN EWDSEDTY, TNICDWVWTHKCERL
TVWET, BEFERICOVTIE. FICHRO 7O ANE
ETY, BERIUIEITFELTVWETOT. FELT
FoTLEELN,

Fld. THEEOBLIETELNREETH D] W DEHD
TY, #ETEEOY FO—8BHD/N) 77— 3 I
T AHERDIA TN THBHEWNDIERETT,

H &, TWHO BR&TWABEBRDIMThNTULEL, &
TSR RIRE D WHO L IEEG>TWB] EWDED
TY, INBWMBELEYET, HBORBICOVTOE
KREBEHLHVETDT. HLA—H—DEEDEE
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Common deficiencies - review Quality

D. Insufficient information on trend analysis, rejected batches, retest policy
and out of specification policy.

E. Incomplete information for Master and/or Working Cell Bank, Master
and/or Working Seed, seed lot system; primary cultures.

G. Insufficient information on diluents, buffer, non-biological reagents and
non-active ingredients.

I. Unclear composition of finished product, formulation of the finished
product or presentation.

J.  Lack of comparability data for new production method or new
production facility.

K. Lack of data to prove efficiency of proposed preservative or proposed
concentration.

L. No information or unclear information on lot numbering system or
setting date of manufacture.
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Take home message

O Quality should not be compromised

0 Scientific guidance is widely available (WHO TRS, ICH guidelines, NRA
guidelines, compendial documents...)

0 Questions may be addressed to your NRA...

0 ... as well as to WHO
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Thank for your attention
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Programmatic Suitability of Vaccine Candidates
for WHO Prequalification (PSPQ)

WHO 77 F VaHliEry 70— —&—
HIVAY - B KUY A Carmen RODRIGUEZ

WHO Prequalification Workshop

Programmatic Suitability for Prequalification
(PSPQ)

Alan Fauconnier
Carmen Rodriguez(presenter)
Olivier Lapujade

Vaccines & Immunization Devices Assessment Team
Prequalification Unit

Regulation and Prequalification Department

Access to Medicines and Health Products Division
World Health Organization

Geneva, Switzerland

E-mail: vaccprequalification@who.int

ORUSFR &HEThA. TAITEIE. D SIE PQITH
127075 LN\DEEM (Programmatic Suitability)
DVTEE LTVWERLWERWE T, &KIZED Alain &
ADTLEYT—2 3 ORTLENGALH Y F L
fehh Faldd 5D LEHICBIHAA TEEE LTLERW
ERVET,

Programmatic suitability and its assessment

in ceveiop

i prod d countries may not have taken
into account progr in developing countries.
Q Examples:

Q Non auto-disable prefilled syringe presentations
O Stability of components in the event of cold chain breakdown

WHO PQT has always considered programmatic suitability but it
yvasl in 2012 that a written guidance (PSPQ) was developed and put
in place

Slide 2
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Programmatic Suitability for Prequalification
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Submission Screening and Standing
Committee Assessment

« Upon receipt, dossiers are screened for
completeness and compliance with the required
format and contents by the PQ secretariat

» Dossiers are also screened for compliance with
programmatic suitability criteria
« If mandatory characteristics are not met, the dossier is rejected
« If there is a deviation from a “critical” criterion or if a unique

characteristic is identified, the vaccine will be referred to the PSPQ
standing committee for independent review.

Slide 4
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Can a review by the standing committee happen

before submission?

* Yes

« Vaccine development an extended process

« Manufacturers can discuss with PQ Secretariat pre-submission
« A briefing package can be prepared with company input for the

SC to consider.

« Committee provide recommendation to PQ secretariat
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Mandatory characteristics

® Antimicrobial preservative is required in ready to use
injectable vaccines containing more than two-doses.

©® Thermostability: The vaccine or any component presented for
prequalification should not require storage at less than -20°C.

® Dose volume for injectable vaccines for children 5 years and
under should be not more than 1 ml

® vaccine presented for prequalification should not require an
intravenous route of administration

Slide 6
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Unique or innovative characteristic

Slide 7
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Critical characteristics (1)

® The vaccine should fit into currently commonly used
schedules of vaccination visits.

® Oral vaccines should be ready to use
® Thermostability: If the vaccine requires storage below +2°C

during its shelf-life period, it should be stable at +2°C and
+8°C for a minimum of 6 months

® Vaccine Vial Monitor (VVM): Proof of feasibility and intent to
apply appropriate VVM if a tender requirement

Slide 8
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Critical characteristics (2)

® Antimicrobial preservative is required in ready to use injectable
vaccines containing two-doses or in vaccines requiring
reconstitution that are not live-attenuated

® Dose volume of injectable vaccines can be delivered using
available PQed auto-disable syringes

® Vaccines in pre-filled injection devices should have an auto-disable
feature

® Packaging material can be disposed of appropriately in the field
using standard procedures

Slide 9
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Preferred characteristics
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Preferred characteristics (1)

Slide 11

Preferred characteristics (2)

Slide 12
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Preferred characteristics (3)

* Increased thermostability
* No freeze sensitivity
* Packing designed to minimize environmental impact

* Novel delivery devices that reduce risk of
contamination

« Compact prefilled auto-disable injection systems
» Barcoding

Slide 13

http://www.who.int/immunization standards/vaccine gq
uality/pspg2 v140512.pdf
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TEBLICPQDEFIFRIADT I F U DA—H—HES
NEITH. IZETHBA—A—ICTDLSGEFFEICDN
TIEFERDTWVWBHERLEIFTHEELTLL D, EFL
WS ENTV AT ENFRNICEREGFMELTE
RENBELDICHEBTENEZSNT T, 2021 FlTlE,
A—=HA—EN\—=0—= FEDFHDEMIET Z2REHE
TEEY, BETA. ITITRIELTVWSRLE LNEHA
L. LTWLWELWAEWSDLE LNEEA, /\—O— FIC
DVWTELDETEDLSILFE>TWLH, FL—ZV
THhREBERECAEHVET, Ffee N—I—FEED
KDITFTATVLD E VS TBEIC DV T HIRETHNRE
BHEELHYET,

BURALETHA., /N\—O0—Fi&. SIEEFL LV
EETNTVEITH HRIEFEBRFEE B >TVEET,
TDUFNCELT. BEENDNBEDFMEICESEND T
ElE. WELTOVERITNIZEFIRAIZBS &N TER
Hho PSPQODT7OXCRDHRT, ElET7OT 5 LNDE
SHEICHBE LT EWT VF b U E LA, ZDD
TFUNRDBZEDOENETEE LIEWT 7 F VIFRAIC
FELEENhTEF L

L ETRERERDVET,
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8. 19. | HROLENMTTAAAYTay
H& (18F) ALAY (ARUSR) %45 BYHE R IIRNICBAHDHSET 7 F 2 THNE, A—H—

STEWVE L, TERDHZHE. E2FEBENLE
T, BHSBNDVEHITERW LW TEHEETT,
BRE1 WHODTDVF>DPQICEALTTYIH. mE
FFThHEL. EEELEELGAFICE>TLBELOTT,
BIZIE. BROA LEVWSRADNEREDEMEDE L
BEEEY. REIEEETZVD. TDEBRELXEETE
B, KBIZEETELRVEWVSFEICIE. WHO I
ED2TBDTLEDD. TDHBBITIFEREETNEZLDT
L&2D%

AFYSR SEEHNDVEVEEIIIRNTHETT, &
TZ5VDIRFITHESTVBINMNCE>TEEDS>TL B
ERVWET, ZLDA=H—IE PQDT7 v A HEZD
DIFTTR, HENSLERZHEUVT, FHEIN T, &
REINE T, TH. 7OV 5 LND#EEM (Programmatic
Suitability) & LTIE#EELTWEWT &EEH5H00 L
NEth, —MMIT. 77F 207 v A IEDERKD
9, HEMN JUBCEELTELWEESTHIEEIC,
A—=A—FFH LW ERZER L CRER B I GEITNE
WFEth, BZEHESVSTEITEDREAS BN
F9, il BIRIEEARDA—A—H, BRBENHKE
REBOTWAREUEEEETELGRWVGEICIEZ. BAR
RIFORISENS T EIKGEBETLE D, TV FUHNHRA
LEICRBENINELDTH B EEOIFEITIE. H
A KVEZBLDEENREICHRYET, LHL. X—H—
DERICREIICIIMEET BT LTV ET, MiEHlS
ERICER LT EEEEEPITHESIHhEVS T E
& A—A—DEBREICEHELZDIFTY, TIH 5L,
ERNGEHQDBEICIE. ZOLIEFEZGITFNUEWNTE
WHRRETRY £,

BIZIEEHATIEY . BRTEDcHIEREEENS &L
SBEIE. BRICEEREHDA—H—HZNERNE
T, ITIKAZE TR LEICERBLTVEIRREH S LR
WET, ZNTHNE. Z5U02FETIVFUIETUVRA
BICEREEENTWB T EICEBEBVET,

BoLlrd@EY., —BHNICA—H—ZVDELSEESR
1T, BORBETEEL N GF Y. £EEZEPI L
HhoddEBWET, ZTODICHTGRREZERT ST
EEHBEBVET, EDKSVDEELNHZD. A—
A—DBZFNITESIHIGLIEWLWDICEELEERVET,

FEEZELLTWCERVWE T, BREREROT IV FD
BRIETNTRWDITTIH, BHDEERICNT2E
DTHNE. ERIFLED > TV DIFTT, TIH L,
ESVOBENHAMIEO>THEZAAIREDDTKL
BERVET,
PZSEMERET, VIV FUEEZT S EICTNIF
EEMPETHITNE RONTEODH B A—H—H
FEIKRETSILEEHZERVET, TNEEFICKE
REGAVINI bDHBEBVET, T LTRIANICTT
YINT R ERIELTOLDTHNE. £UEZLDRED
BEILZEODTEET, TNSZINTEHTCERADIL
DRERLERNET,

BRE2 A—H—DFRFIZESTLLOD, HaIESEE
DRIF. A=A—IKUFESI VD EHFDHEDTIH,
PZE. HBA—H—TCWHOPIZtTICHRERDNDE
I LTV RIS, BRlmaLDE. A —H—HENS
ITHETESODREICEY T, SEIIETETE.
REFFv/IN\TT 4 DEETHETEGVT LITDHE D
TLBERVET,

ARYSR I—Iz0y—DOFHITODVDTELNTL
52L»5DTL&DD,

BHRE 2 FREGIZBE. A—H—HBRIRAER
OO0 F o aEBET S LI >IEBEIE. ES5W0 ok
BEDRETEIDTLEID, X—H—\DHEFHEICDW
TCTYo A—H—IERNEDHEZEET NIETVNLDT
IhH. PQEMRFT B, BE. REROBEHH
BINERLDTLEDD. ThEd. HBHARLICHTE
FlEFTNnrElr, REFEERBELEWVWSTETLL
Sh DRV BRI EFE. XA—H—DEKIEED
TBHDTLEDD,

ARYTR PQEGE. T E Post PQDFETT 13,
FLLFBHOTLEYTHERE LTSI LICBHE L>TVE
To BHIGRAEICHEWVT, X—H—EFWLW<DHDPQED
Xy AV MELELTREWTE A, AIZIE. 72
TIWLR—= b EMEBICEEGSTREVITE A 7
Z a7 IVLR— bOFICIE A —H—DEFH G ERLERES
EANGL TEWTEB A, HIGT 57, HED—FE



DOHEEHFRL T, —THE. BEZ L TEWIFE
Yho £2395E. BIERENNDA VNI FHHTEE
9, Post PQ Tld. A—H—IFBERN—XT7 7O~
FERERLGELTEWTE A, HIZIE. FEHBLIE

BICEEGRAZRLLTVETH. PQERFLIHEIC
I&. BAESEEDRA T — R AZMRFT Bfcsdlc. v b

AV R EHRLTOWESTRWFE A, EREICAHREL
TWLKROETAIREMIC DWW T OFHELBEIRLE T,

BEE2 SR 77F U A-H—EL LT BERDA—
H—DIEFEALEEEBZESDTLEOD, D&Y H
AOTHICH LTRAIEEBZES LRVETH BX
DHHZDE, BHEWS EITBEDEDTLLSDY,

ARUSR SEGEHAOTHEDFv/\TT14H 100 H
DHIHEoTcELET, A—H—IclE 100 FFE>fc & LE
¥, RE. FIRAETEHEDY . BEADHIE T 200 44
BLGY, MADD G GocEWS T LIS
ZNUEE éhmj\/F%/h&%%L?*EToI—
JIVY—EDOAIY AV MEBRLTETT, AL
ICHTET, ZTTENGRBEEZESI T LITEVET,
HH—TEDHRELHTT DLV ENERBEHIEEL
3
I—Yxry—EDOAZY M AV NTEH ENEE
BET 3. DEVERNERIDT, TNZTNDOHBLE
ZLEIFNEWNTE A, Fifeb & LTIEBARIC, 7
TFUDA=H—D—BLEPYATHLTINE L
HELEATVEY, A—H—DBEOD—EBLEEELRT
A—F&EFE>TWeREWER>TVET,

BEE3 ANLTHLSPQRITDBEIE. X—hH—DHdH
5—EDEZRETBHL. PQZFRE. CDED—ER
FEARDOHIHZ T, TOERNMNIMRBHZTENET, XD
FILINTCZBAAMBAFICLTLE 2 IFEIE PQ
DAT—RAICHETBDTLLEID,

AFYSFR Fhficbh PQ TEHliZ T HE5IE. Post PQ
EZRVVUEBCLOTCEHELTWEY, 72271
LR—bhZRTWET., AIZE. BER T Ot EZ
LTWBZEIGOTVWADTLESEBLEEA, LD
L. HETELEVHREIE PQORT -2 XICHEDLH
TEFT, MBI OVWTE BATSHI -V —P
HQREEFELEODHEDNDVET, ALDOHRT, EDLD
B ETRELRD. BHOZERBALLONITEDNT, Z
NZTNOHELFEEZ LEITNEWFEEA,

AR FEEELSHYFTITH MIcLDDBTLL DD,

BRIE 4 BHEDEED DOV TSI L TER
T, 7L 70V Y IHBREFERTEVAREED
HBH. BELLGWT EIFBRELE L, #HDigse
FESITLELOD, HDIFE. BEREEEHL DTV
HTEZBKRTHDTLEDD,

ARYTFR Z5TTh, BAGWVLIILGEIAHZX
L&, M) IICELTDOEDTY, TI9F D
BRI E T BEE. TV F UBREOERKER. 7/\1
AICEA L CHEREREDIRICGZ Y T, RaEE N>

Do I%fFE>TW e T &z EY, TIHhH. 1
ZtE 7 THEERDHD Y ) I EFES KDICT B0
TY, #HCEALTH, YU IIEDVWTLKBDT. D
TV IHEHEMEOEEDN DVTWNDEE. IFER
LB ET,
BEE4 V) UIITEBELELES. HHIFESTID,
ARUTFR BBENMETT LR, IXTDOV) I
HELBITFESDIFTITH S, BIRICIEFEZT A, Z
DI IEFESEVS T LG BEEDEADLTO
S

BRE4 BRZRYREETVRIEEET, 77FY
BEOTINAADHY . BRIHZTOEEZE>TVSD
I37TY, HIELLTBAHALEFHICBELTHTELRVEKD
ICIE2TWBEWVNDTETLL DD,

ARYTFR SDETAH VIVITDYATLTITD
T, #HZDHLDEWRICLTWE A, BRIFREEICEL
TIRZDESITHEDTVETH EVFR, #HICELT
HZOVOTHRENENS L SICHVET,

BHRE4 BEFERTOHNEOVEVSEETIALW
TL&DD,

ORUSFR BEEATIEELS. TL70IVRIEBRBE &
WSZETY, BRIZBEWVWTIE. IXTTL T a1V R
ERWVWETH, L 74V R TEHEFERDODELEDTH>T
&, BEEMELGIFNIE. PQ TIEZIFANABETIE
HBUECh ZDV) I TEfFES5 2EEFER T
WEWSHEMHITIE > TWEWEEIC, BRIk E LK
WEWS T ETY, REK. BEFERDELD, DEWE
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EIAEDIH TEBENCOEENDH S EDRIFHNER
ICGENEYT, TIDS. BEEILDOEEDH S &
TEERAIE 2EEFEAGVDDOHNRICEZSDIFTT,
BRENGZTLT IV YU DIE BRIEENRIT o N
BTWTEIBTVEY, ERGFMHICERLETVEN SR
WTT, ZOVO G >TWEWT I FUHRESR
EWSTERBOTIFRICIE. EDTBDZEEEEER
TREILE T, FBAEELICBEWVT. HHHMCIT DR
EVSTETHELTHE DT LEBREILET,

BEE4 V)V TKERBRLE L #iE 2E
EFEZABVEDHEE LLVDREBWVETH. £ MMTE
W BDIIRTHNBRETI D, FHITIFEDI N DOH
BEDRUETL & DD #HICBILT. BBENELDERKIE
ESWNSTETLESDY,

ARVSFR ZOZLRF FIEINTNDSHEZLET,
SDETHEBEMCDOEBED DV EHIZHE VDT, 1R
HLTWEY, YUV IEHZE—HEICT ST LICLDT,
BEECICEHEDEREFT L TWVWBSDIFTTH 50D
BIETIIBENEWNSTETT ., Z5Lofcb DB NI,
FRRREEDNRICIZ D EVNDSTETT,

BRES ALEMOHET. 2°CH58CT6 HAMD
BEMDRDBENTWNBEDT ETLRA. TOREM
R AN=EY FCESVDRERNBREINGOHEN
FHEWDTL&SD. BHERICHZTIIEEL,

ARVTR @AN—tbEVNDDIE. ES5WVWSTET
L&D,

BRES VAIVARNI Z—DREMLHZDIFTIH
BIZIE, TIEFESO>L» 27 LDS0 H EDLE M=KD
SNBHEIC. BLZEMLVSEHRTES L. Endsn
DIERDBED ZHBH AV LEWEBWE LT,

ARVTFR 200 EZRELLTVWAELDTT, QC
(Quality Control) D7 X FEEELTWLSESL» &S
TY, BIZIEMMR DTV F >V TIEFRREREDT A T
i Mlog T, RADIREZIETF LEL TEWIFEWNE
LTVET, I ELH DTV F > Tl 3.0log U ELTRND
BEE LTORENTVET, e, BAREMDOREICE
DWT05log ICRIFBTENTEET, ThaETR/IDE
BELTD2DOEHDEELHBEHLTEWIFEL A,
BCG 2 AT DT I FrDig&EIE. RITAIREGEELIER

TRIREGIEED/IN—L Y P TRTWVWE T, THUd 20%E
TREL2EBVET, E->TWEIERVEBEEEAD
TNLUETIEGD > TERBVWEYT, TIFVICEHTE
WEY, RNDOAETRIDEREHRF LA TEEY
Fth, BLZEEICDOWVWTIE. TI7F DR ATFlck>
TESRPYATERINTVET, BEELGDIE. AN
TEEZIEFI ST &0 RNEBOBEEZH T LD
BELGRTY., TTEARICBIDYWERITET T
L&2D%

BEES HUNESTEVFEL BEIGVE L

AR McOHODTLLOD. EREERAIAHYET,
BE6 SOBRLEELIITH EEDRKEP. &
EMETAMBELTHA RS A VIEHBDTL & DD

73T BBRBREVSEERFEDGVAHLRVDLD
LhEtA. EWVcWT & (277 FICDNT
EWDTETT, INTDTIFUTIEEL. BEIFE
DIRRTEZBTIF P BRERDTVIVFUHEED
BETY, Fles BEOT I F U HEBEVOIKRRTY,
FRIGIRREWD T ETT, TV F % —RINEIFE
HBEMH. AIZIE 40 CEVOERETCREINSHER
Ele. HA R4 UhHHERLEIFET,

ECDC (European Centre for Disease Prevention and
Control : BUNERFHEE LY 2—) O IMERAZXH] &
WOHARSAVDRHBIET, TORTEEDEREM
DREHNENNTVET, TNITMAT. AIAEEED
40°CEVOTERETOREMICET BEHAEIN T
£, T, WETOLZAP QCAEDEBEMEICOVNTE
EONTVET, AIZIE. DY) —ANfiEEE LG
FNUEWNFENEWS T ETT L. FREMORT Vv
WEBLEITNEWNFBEWEWDTETY, TIFUHR
BRICHBI SN AR IMENH 5 L ZBRT 26D
TIRIFNEWFGEVLDTY, ZOHIC, FIZIE 40°CTE
EO®RICOVWT3H. 48, 5AGEDEELNHZ DI
TY, —MEI—ILFFT—UICBVTIE 2°CH5 8°C
TIRONE T, (FEAEDT I F U DREEDREIL.S5C
E3ICTREINTVSHERVET, LHLGEAS, FAD
BRERClE. I|/E. FEALEDA—H—IIERADREZED
TWBEBRWET, FIZIE5CE3CEVN-TH, BREZ
DEDIFZNFERESEDSHEWDIFTY, BEIF. &
ERESCRIBTTIZYMIEEADERVWE T, LHL
BHS. £ 3ICHFAMEE L THFENTLSDIFTT,



BRE7 ERICHFRRTOVIF U ERS T4 T7H
FEoTIHEICIE. FEDESI I LLHBDIFTY., T3
WoTeR T WHO IREDKSITENZERFILTWT S
ELTWVWBDTLEDD, TOREA—H—ICHLTE
DEIICHERELELSELTVNBDTLELSDY,

ARVSR FELLBEEHEOHERG G EEREL
£9, A—H—DTVIF U EREDITEDLRTIEY.
ZDOHEDSRIDZFRICHTENE T, T OROHHXSR
HORROENTVWEY, BEMDHERZ T DHEFIC. #iX
DEOEE TORBEEEEFICANE T, BEPICDONT
&, WHO ODEIBMHEAA K14 hHBDT. Th
EES>TWeEK T &ITBVET, FfebDu T THA
MIEBEINDTEITEDEBVETH. ZDLDK
HARZAUDNHYET, 5. BIRAEICBE LT,
VWM (Vaccine Vial Monitor) IZDWCHBFEL LIEER
WET, WM I, EEOANAKRELZYEIH. D
TV FORFICOVTEYIGREIC LEIFRIEN
FTHEWT EDREINTUVET, FIZIE. EHXDERIC 2°C
D5 8 CTRELEITNIEVTEWVWEE>TVEY, L
L. WDOEZSTHBEIFBRTELGVDT., FAE
BEFENTVET,

BNATIVCBWTEZAZ—LTWT, FIZIDREIC
BEEAHD Y. BREMDT —2 TREDREA VWM TR
TNTAEEICHE > FEFEICE. A—IVRF—> DR
TEZGWT EITRYET, FIZER)ADZETTH.
—20CTIRESNSC LIV ET., REMEDTOT 7
TIVHIEBICBWNEE TREINTWEY, TDT I F
U —20CTERE. MBI AP TESHAICKHEEIN, B
2:8E T 6 HABMREEINEIZ. WM IFBHZDHLST
TENET, BELELSEHSTT., TIHS. WM
DFEWNAD ML —ZVTERBEBINTVE T, WM I
FRICBIFAIY FRAVFERELTVE T, WMAH
HBTNAREZDKSILHE>TWVWBDIFTY, HlIZIE
A—h—HTF—2ZRHL. WMHMEDNET., ZDT
TFUNICWMHBHBEWNS T EF. HRHAZDE S
ERZLTWDTHEZLSEDIHE>TVWDEND T E
T9,

BRE7 VWMZEBL TTLLOD, GMP (Good Manufacturing
Practice : EERRUEEPAROMEEERUREERE
DE%E) OHA FZAVIEBHEVDTT D, FaIER6E Cld
BLDTL & DD,

AFVSR BEOREDPYHEZRERTCVEY, EET

EELTVEITH BEDHBNRELTCWVWSESHY
£Y, FORBDPY HEBRLTELT,

BRE7 ZJAEHEIOEATIE. GMP OERFBIRIIEIR
FELDTI L,

ORVTFZR VWOA, BRFAEEICELILAEZEZT
WET, TNTNOETRAHNEBRICTESZDZEZ THE
HTVWET, FBICERMTTH. KEDREDPY H%
RTWEET,

AR McHIEITTLLEOD, HELIDFTHEICW

BEANHYE Lo, AERBLGEIENICERLTYL
RFNZERVWET, TN TIRERGEZRDYE T,
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10.

HHZS

Clinical Data Dossier Requirements

WHO 7 7 F >/ 21
FVEL s ¥ 2Ty — K Olivier LAPUJADE

Briefing workshop for Japanese manufacturers on
WHO prequalification for medicines and vaccines
12 & 13 February 2020 — Tokyo, Japan

WHO vaccine Prequalification: Clinical data dossier requirements

Alan Fauconnier
Mathias Janssen
Olivier Lapujade (presenter)

Vaccines & Immunization Devices Assessment Team
Prequalification Unit

Regulation and Prequalification Department

Access to Medicines and Health Products Division
World Health Organization

Geneva, Switzerland

E-mail: vaccprequalification@who.int

SEaYvy—F &Th. ChlcBId, D SIEERIER
SEDEEARDAIEICOVNTEERZ LTOWERWERVE T,

Outline

» Reference documents/Notes
* Dossier content
» Experience from dossiers

» Key Clinical Data Questions
/Important advice

TLEYT =3 VDT, FBICEEGRFF 1 XY
b RGN EXZICOVWTHHMSE LET, ZRICDOL
THLHHELLET, HRFEXEDOFHIF. (D 74—
MTEDWEDICRYET, . BREORER. £
LTRELGBBRRT —2DEMEER. EELT P/
AHELLTEVIET,

Note 1 : Reference documents

+ TRS 978, Annex 6 (2012, PQ procedure)
quality/TRS_978_61st_report Annex_6_PQ_vac

cine_procedure.pdf

+ TRS 850 (1995, GCP);
htt h TRS850/WHO_TRS_850-/

+ TRS 1004, Annex 9 (revised in 2016 - replaces TRS 924, Annex 1; clinical
1 of i ; http:ffwh h

+ TRS 927 (2005; non-clinical evaluation of vaccines);
hhhhhh evaluation_of vaccines/en/

“Points to consider for manufacturers of human vaccines: clinical
considerations for evaluation of vaccines for prequalification;
quality/pq vaccine

+ Any specific TRS
* Related WHO position paper

THEONFELNET. BFETAIERH LTV
TVWEDTY, 1 DB FFIFRADFIETT., <h
ZIBET HANELN DY ET, FlEHLHICTDONE
BB LTLEETL, GCP (Good Clinical Practice) @
HA BV AEEDDI DT EELEBVET, ZhbHs, &
7/ TRS (Technical report series) M 1004 BAH Y F 9,
2016 FICHETENTWVE T, IFRICEELXETT,
BEESERNEERARICBIT2HALNEENTLS
5 TY, BERFDICOVLWTHNASNTVWET L. &IE
EHORHEHVET, EDOKSICERNFTFMEINSH
DA ET, FIAIEE. BWROGVEDICELTIE. B
DENEDFHENNREICEZ>TEET, £ETCDTIFV
ICHAIRFENAIRDH 2 ERVE T, RBEHBREITTE
MEDNTESHZELHVET, ThHS. BREMICEL
THLRIBEBROBREBEHDEEHNLN DY T, HEMARICHE
FEERMICDOWVWTTY, Tl JEERAKRDT 7 F > O
IZDWT. AIES DU F U HEDICH Tz > TDIRFTE
EABHWET, TRSICEFEDTVFUICEDZEDE
LTEEDDYVET, FIRIE—MRDT I FITMA T,
BEDITIFUVEROEDOAHY XTI, WHO DR
vauR=/\—%&dHl, EEEEEZ L TWHTDRYT
Ja1—VDEEHNE TEHEEETY MMA T TRSDHITIE,
TU0FOHRBICELTERZ T 55EDEREELHE
NTVWEY, ATV 21—k, ETEEETY, HIAIEE
57 FUOBEICE. 288, 488, 6 HBITES



TWEY, TIH. EETIE4B. 108, 14BL7%E->
TWT. £2<GEVE T, ZTHhoFTALTHELEIFNE
WFTEWATr Y 2—)bE LTIE. BERET 7 F I Fin
DEHR6HADSEES>TVETY, LHL, &, EIC
KOTIFHRELTERINALSELTVERETAD
HYVET, MMRODT 7 FUREBRGEEDT I F &
Ba5EE. HAFERICBWIREIHR T BT LITK
WET, FHTT7 7 U AIKBWT I BRYRISERRN G 7 —
2%, HRERAZEE L TE>TODLEITNREEY &8
ho FOWNDTT EE, TTERNEDHD B EDICHES
TVWEY,

* Note 2

For vaccines originally licensed many years before
application for prequalification, emphasis should be
given to document history of safe and effective use.

* Note 3
Provision on request of raw data

T F ORI FIZIE BCGC DK S ICRIFLEINS
EONTVWBREDHHNET, NS LTE %<
DEFRFBRD DD DT TIEH Y A, BEDFREW
2T LIBVET, REFEONTWVWE TV FIE B2
HPHRICOVWTOREZXELLTEL I ENEET
¥, TLTC ET—2HFHEDHF TRELENDHED
HYVET,

Format of submission

Common Technical Document
(CTD)

[ICH M4]

Vaccine Prequalification Dossier
(VPQD)

We shall continue to receive Product Summary File till the end of 2021

BREDT7+—< v MCEALTIE. O LY TEREA
BIHTY, PSFHS CTID x5 E WS BTEABAH Y X
T, 2022 FH 5 CID AR INE T, OTL LY
TlE.ADDT#—x v bEFEO>TWC T &ITLF LTz,
PSFD7T +—< v FDERFBBICOVWTIE, REICHN

m vrFryrav

10. [E

FNEBWNET, Ny o7y 7 LTRRLETH, 3
BRIE L E YA,

ICH M4

P1
P2
P3
P4
P.5
P.6
P7
P8

CDDT7#—x v METEFHTLELOD. V2L
1hHDET, EENEEDTY, RIC2H55FTH
BOEI21—IbHHVET, EVa2—IV1%&PQDAIC
ERELET,

Module 1

Module 1.6 — Pre-Clin and Clin Information (1/4)

1.6.1 - List of pre-clinical studies sponsored by applicant —
not included in Module 2.6 and Module 4 of the
application- including any conclusion(s) including preclinical
studies performed after initial licensure of product (and the
reasons for these studies)

1.6.2 - List of all clinical trials sponsored by the applicant
relevant for the application — not included in Module 5.2 of
the application — site, age, date, objectives, registration,
GCP compliance, statement on conclusion

T2V T OBRIE. EVa2—Ib 2 4, 5ICEA-
THRVWEDTY, BIRICATSEHDTY, T TEERK
HBOUX MDAREEEVET, BFEEHLNRME LR
ICDWTC, BV 22TV 2—IV4ICADTWVWE
W 2BFREBROU X MEANE T, Z0%. BEED
KHELIE2 TOBRRKABRD ) A FEANE T, EVa1—
V52 [TA>TWEWRE AN T,
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Module 1.6 — Pre-Clin and Clin Information (2/4)

1.6.3 Cross reference to the final approved protocol
by ERC and NRA

1.6.4 List of any clinical trials that are known to be
currently ongoing with the vaccine candidate,
not relevant to the current PQ application including
the summary of details of the study plan and
expected date of result (for example, clinical trials
being conducted for a different use indication and/or
with a different age group, etc.).

RRERET>RTOMNIIVEDHEEERRZ ANE
¥, REZERPRKELIRNERAR L7O NIV E
DEEZSETY., 1.64 Tl BRIABRNMTONTWVS1S
Blc. BET 7 F I LTITONSERREERD ) A b
EANET,

Module 1.6 — Pre-Clin and Clin Information (3/4)

1.6.5 List of other studies with applicant product — not
included in Module 5 - for which the applicant is not the
sponsor.

This list should be compiled from publications

1.6.6 Complementary clinical summary supporting the
use of the product worldwide by UN agencies

This applies to those cases where the vaccine will be used in a
different way from the conditions in the marketing authorization.

1.65 &, BEINTWABREEFE S FDFRERD ) X
FC. EV2—IL5ICADTVWEVERD X b2 AN
£, XMMELZRGEHNSTDUR MEEVET,

166 |&. HENGZEART<)—TY, EEHLLMRT
BREfk > L2/ ITEHLOGHEERZANET,
BEALT I FEEAEL. BROOICAR LTS
FroEBHEHT 256, COBFHDRFEZLET, Z
DEEICIE. T D TRS (Technical report series) 7RI 3
UR=N—ITDOWTCEBBRT BT EDNRETT, HIZE.
HMOETDT 7 FUHEDEZDH. BREPELLMEIC
DVWTEDIPOTRIDGEEZRTVWEXT, DT~
FUEDHRBICODWTEHBERDAVE Y, KIFEEVE
Lieh BEETADT I FUIEESTRHETHEDNZHE
LN&EHA. TOWV2IGEIF. BIIDBEHREZRMILE
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Module 1.6 — Pre-Clin and Clin Information (4/4)

1.6.7 Assessment Report from the NRA(s)

The applicant should provide the reference NRA assessment reports or
rationale why it cannot be provided.

1.6.8. Clinical Independent expert report

This is important i if the ion for preqt ion is based on the
extrapolation of the existing clinical data to the likely circumstances of use after
prequalification, and if the data are old or there is a doubt regarding the ethical or
regulatory oversight of the trial, the report should discuss the degree of compliance
with WHO GCP recommendations and current guidance regarding preclinical and
clinical trials with vaccines”. Discuss epidemiology and how the vaccine fits in the
global context.

Provide the CV of Expert.

T FUNICEWTEFEEERDL S DFHE L R— b Hws
BT, ArVa— IVaEEBILT 5. FlEm&E@ENT
DHEENDZLEVSEAD S, BARBRSEICMA T, &
L BEODETOLR—IDBEBICGVET, ol BB
PREGICIRTL LTeBPIROBEZEHIVETT, FICEEI(C
BOoTVWETY, BEEEEEINTOWGEWDT ZF >, 30
FELSWVEIICHEEEINET 7 F >, GCPITE CTERK
AR LSBT NTWED 2RO T 7 F V6,
TARTHXRICANTE A ZIFTNEESHEWT &ITEY
£9., B2 DBERE L TEHPSUR (Periodic Safety
Update Reports : TN Z2MRIRE) HNxirnidx
S5FVWHIFTY, InEBEFRELEITNEGYTEA.
2EICTEDBEEH Y FITH. —RRIITIE 1 FEITT [
DREDHBETT,

T FUHEANICEONDIHEIE. EFIROBREIC
LBLTDT—EADREILEYET, BlIcK>TIEESR
WZERDIMEICEDHEEHYET, OV 2EH
HEHTEXRITDOTC, I LEFEMRDBEHNHEICE S
TEFT,

FRSTH Y BYICBERIN TS BN GEE 1B,
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DERLH D EVDFEICEVNTE. TOREIVESL
CBEWRBFREINZHZHEEHVET. CORICEBLTIE
BSBAOEACHEVET HTEHHRET, 500
CREEDRDENEDNZHRT HIENTEET, &
DEIBELKR— b ERMT BIcH o TUE FEFIIROE
FEEEERICREDUETY

1.6.9 Post marketing Safety documentation

1.6.9.1 Outline of the post-marketing pharmacovigilance plan for the
product or Risk Management Plan — must be relevant to UN supply

1.6.9.2. Initial evaluation of vaccines that have been in the market for
more than five years or reassessment of already prequalified vaccines
(The latest PSUR may be provided)

* Outline of the applicant’s procedures for the collection, onward notification and assessment
of adverse events.

« Listing of all reported serious AEFIs for the vaccine in question in the last five years or since
the last WHO reassessment- type, lot #, date and place of vaccination, patient age and initial,
seriousness criteria, causality and outcome

1.6.9.3 List of ongoing clinical studies for vaccines licensed within the
last five years. Add a cross reference to Module 5 and any studies that
may not be part of the CTD

MRBEOREMDNETT ., INSDBEROEEL L
BELEnE T, EXRTEMEROFEOHMENLE L
BUET, TNHSEIRIIZI AV FOFHES M
EILBBREENH Y ET, EEOHERICEELLED
THRIFNEWFGEWEWS T ETY, BEICK DT
TNIFETHEELOWERVWEY, 77U HEELEE. E
ERTEUERONHETVEATNTVEWNEZADRR
3. EBALIBERIHDONELWNTT, TIH L. HBE
ICK > T, BRI L TERT BT EEHIET,
ELTEERREMERDITEVWETALBYETDT.
IOV B EMD SRDB I ELEEZBDIFTTT,
ZDI=SHITIEFTEL EIFNIEWNIFZWD T, BERIIC
TAARAYYAVTREBEVWD EICHVET,

TOFUAELEGEWINESEUERE>TWS E
WoIBEIE. PSURELREDLE LNERA. TNZEHGE
FILFOHVEVTLHVAIREELD BT Lid. KIFE
BELLFLRE 7—20WNE, BHMICBEALTHIEE
Ko Ed, BELEDE LT, AEFI (Adverse Events
Following Immunization : FRAEBEREEER) DX
FEHYET,

TOFOREMDTOT 71 IV ERDBHDIER
EVWDSTETREICHEVE T, #iEHhDT 7 F > DREK
HERE. BED S FUADEDTY, TDU X FHRE
TY, Ffe. BV a2—IL5 ICRH L THESBETVE T,
HDFERICBIL TH CTD ICTAD TWEWE DI L TfE
DIEBENBIET,
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Module 2

Module 2: Common Technical Document
Summaries

2.1 Common Technical Document Table of
Contents (Modules 2-5)

2.3 Nonclinical Overview
2.4 Clinical Overview
2.5 Nonclinical written and tabulated summaries

2.6 Clinical Summary

Slide 14

EYVa1-)V2TY. TDESIBHARBTY, (IDDHYR
J—=&EWDS T ET, FREER. BRARGEIE LS EHTT,

Module 5

Module 5: Clinical Study Reports (1/2)
5.1 Table of Contents of Module 5
5.2 Tabular Listing of All Clinical Studies according to
development plan [site, age, date, CT registry,
objectives, GCP compliance, statement on conclusion].
This table should include any changes that has
occurred over time in formulations, manufacturing
scales etc.

5.4 Identification of pharmacodynamics studies (e.g.:
immunogenicity to support the dose, dosage, schedule,
formulation).

Slide 16
EV21—IV5TT, THOWLLRIETVADEEHL D

W&ET, TVF VIR REMDIETVRICETS
HDTY, TDEDL. FRFABESHVET, FFEPICWE
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SHDEEHHOeHEDD TDHEDEAFHERIC
DVWCHERELTADTVET,

Module 5: Clinical Study Reports (2/2)

5.5 Identification of completed or on going efficacy studies
(e.g.: place-control; active comparator; dose-response;
uncontrolled studies).

5.6 Clinical Study Reports — relevant studies

5.7 Other study reports (e.g.: interim analyses of studies,
reports of studies not reported previously; ongoing studies;
safety update with discussion of sAEFI).

5.8 Post-marketing studies or information (including all
significant safety observations).

5.9 Literature References

. HBWNNITET LIcRARERORESE. BEsR
BRICDWTTY . ZDMDEBRDMEZHNEA THNUL,
ZeMDOBERZB DI, TS50 2BLDLBERLEE
DET, TN 5. TIREFARDFERPXHIERE DY
LY., COLRETALEHLLTLLTEALN RN
£7,

Deficiencies on submitted clinical
dossiers

Review in 2015
- 85 dossiers
- 48 with clinical deficiencies

2015 FOHRFZRICHIT HEERERDNRTT, 15
BARDMIED 85 DERFZFRICERSNE LI, 48 136
RHICRIED B 2 TcH DT,

Deficiencies by categories

_ Safety : 18%

~ Immun: 35%

_ Clin D/Prot: 35%
_ PostPQ:12%

I ’ safety
B immun
oot
mpostpa

BERAEDOHT T —DHRTT. 18% HRLIH
THRME. 35% HRBREMICET BRME. 35% AR

RS 7OV MY 2R ME. 12% D ERFTEREERIC
My s MmN 28IGTLT

Common deficiencies as per categories

S HBIMEEBBAERLE LI, b K<RE5NZET,
RZEMTIE. BEEROERDVPERTENT &, ek
D7 +0O0—=7y THEAHIRTDTHAT EEELDHY F
. 6 HADT7+O—7 v TEBEEIEROTVE T, TRS
ICEDNTVET, T—2HTDTIEEVRE. AIZIE
TN ARRTEITDGZEEHY T, REMBERDL
BRESNTOVTTRATIEGEWGEEP. BT —2\—
AP SAE (BEABEER) OFMICKELHZHBEND
WEY., BENGUXVERICET 27— 20 5W5E
bHYVET, Fle. RBAEREICDOVTF. KBTI F
VOBMEDIE TV AHRIFTWBIEE. BWELR
S5NY. REREET —2REITZRETWREELHY
9, TRSITIE. BMDOFERE T 5L D ICHREICREN
TWET, —EBOKRETIE. BMEERL# L UVVEED
HUVET, Z5V2BEIE. T RAHYYarvEFTY
£9, HlAIE. BRERIRDOEWEERTRA T LTk
B5CEEHVET, HFEHEDE. MHEHHETHOERET
FEL MEHETA2<IThbN TWEWEWLW S MEL H
VEY, REREDOERNEBRVNEDTIEEWL. 7Y
TADNY) FT—=2 aVIEDVWTDRERHN GV, HHHT Y
FUNCOVWTDERIGVEVWSIREELH Y ET, 5
&, WHO D TRS DRI 3 U R—=N\—HEBTLZEL,

Fle. VRAVERICOWTOT—2H750 ROERER
MEZ7ONI—IVICDVTI X MZE > TWSEERD X
T—RAARBERHITENTLEL, EBREERDEERICD
WTHDIETYRBEWEWSBEEEHYET, HIX
ke LTH LWL, BRAREROBROIET >V X
WETY,

BATHRBRZT>THEBVE A filcd WHO ITIE
TSy b T+—LhHYET, BREBROEREEFH
ICEEDTTY b TA—LEF>TVEY, TEARL
ERVET, XBICLEWEEEHEEBVETH. B



REABDERIETZ v b T+ —L TR TWEERW
ERWVWET, NIRRT OV TOERHRIT T UL
%, BIZIFEFRBOIEBICOEVHZELHDYET, 58
DRI, MEHEMDEFIRDA > TWEWEEDLH Y F
T, RENGEEERICOVTOBERNMRITTVWS. £
foo HBEDZIFANKARETHSHELHY FT,
B, BEIEREE Tl ttﬁ’xitiﬁﬂu%ﬁﬁmuﬁ*ﬂ_{b\%%
DEFEOTHERTHEDIHERLTVEY, KiclEHEER
ZELGITNEGSHEWT EDH Y ET, BAEEINT
WA HEBENE TEREINTULEWGE, SHBRNMGEIC
BBRBELHIET, FFEICEST. ZOV o iR
LTESDTEEETEEETY., BARUANDETERIC
ARINTVSEBETHRZITOBENHTL S
DIFTT, ZNH5S. 70O VDV TDERHIRU
T—AREMEZZ )V ITEEBRITOVTDT— 2DV
L HROFIBICTOVWTOBEROGWZENHY T,
REICECESNDS R EE LT PSURDGZL, Tt
& PSUR B AL TH S, PV (Pharmacovigilance : &
ERLE2ER) OHELIKITTWVS, £ERTL2TH
BEVOSRMEL L HBYET,

Key Clinical Data Questions (1/2)
* How was the data generated — GCP principles (data and
ethics)?

* s this vaccine safe — non clinical, clinical, procedure and
duration?

* Does it protect against the disease — efficacy or immune
bridging?

*  Which age group should receive the vaccine?
* What is the dose, and how was it determined?

*  Which comparators were used — WHO PQed, vacc with
efficacy data?

* What is the duration of protection? Is a booster dose
required?

INHS2MRAZA FEEST. BEELET, BE
ABEREERNGZEBVET, BRBAFEICOVTIE.
GCP DRAIZEFLET, MEBHNICOVWTE, 7—%
DIFWNCDOWNTH, BRRFBRDZ T ANATREZEDICY
B1z8IC GCP ZF > TWIEK TEDERBICEETY,
GCPITEDWTHBRATT > TTREL, fAfeblcé>ThH
BETY, 79FUHRETHBIENRINEZL T
B EHA. FEERER. ERER. FIETT., £le. BHAM
ICDOWTDHREHMETY, WROKEERIT, REICHR
BOO. FICERBEOHBRZTOHELHVET., WD
FWEEZSNBEHE. BWEEREZITO LSO BENT
2HBa0HVET. EOFMBEICTIF AT ONER
D RIY 3 R=N—C@AEERETHEFNENITE
Tho REEIFEDID. ESP>THREEZRDIEH.
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En‘E5EL ZE, ROELTUEWTELAL, BRE5ED
LANINCDOWTCIEEGEAZHBA LGS THEHWVWITFEE
Ao HEBRRITAEESTEOHEHRBEHIUETY, FiF
EEHEEVE LA WHO OEFIFR R e E & L8
HELTUES>TWeRERVWERBVWE T, BEBIEE
N<BEWEDONNE. HEBIETIEH Y FHEAD. —KH
IKE7 7 F 2 OBEMHEL ENS SWLHHI> TH WA
HBRWTT, BMEEHNLELZDOHNE SMCELEELT
CEER

Key Clinical Data Questions (2/2)?

« Is there data on consistency of 3 commercial lots? If not,
why?

« Can the vaccine be co-administered with other vaccines?

* How generalizeable is this data — other population or
WHO regions?

* What is the pharmacovigilance plan — considering UN
market?

* What is the post marketing experience?

RICEED—EMDT—ZICDODWVWTTY, —ZBOET
&, /IS1 8y FRT—IVEFTEBLTVWSESEH Y
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ICDWTT—2TRITELHYET, REMEBGKRL
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Advices to manufacturers

« Follow the recent guidelines rigorously
» Ask questions if anything is not clear to you

« Don't hesitate to request a pre-submission
meeting with the PQ team during the
development of your product

BREBICODWTOREA RIS Bolc. A1 K14 0%
BERICFOTREY, BlAHYELIES, WOTHL
TFEW, T, BRARPICEFREF — L EDEF]
EAZ )V TA L TWEREERWERWET, I
NEFTO>TLEEV, ZLDORIETT S WV o BrIHEH
DRIFTSNTVET, BFEFICHELAHFE LT, 2D
BEINZIFANSNTWET,

=&, Ny o7y TELTPSFDERGEEICDNT
mLEL ACKSIBRAETIN E>REETH TR
TNTVETY, TNICDWTIE HBRIELEEA, BT
ANDIERE L TNV 7 v Tl ANE Lfc, TNTHE
DUET,

Back-up slides (PSF format)

Clinical development program (1)

» Format: tabulated summary (1 or more tables)

» Objective: identification of critical parameters
that may have changed during the clinical
development of the product

Clinical development program (2)

Clinical trial information (1)

» Applicant’s sponsored clinical trial overview

« List of all clinical trials conducted (in all countries
relevant to the application for WHO PQ)
_ For each study sponsored by the applicant (before
and after initial licensure)

Approved protocol (by NRA and Ethics
Committee)

Evidence of registration in a CT registry (WHO
ICTRP)

Compliance with GCP

Clinical trial information (2)

» Applicant’s sponsored clinical trial overview (cont'd)

« For each study, to be provided (in a table or brief summary)
_ Type of study
- Rationale
~  Study sites
- Dates
- Statement of final conclusions
_ Copies of publications and abstracts to be provided
List of ongoing trials
_  Details of the study plan
- Expected date of results

Clinical trial information (3)

» Other studies with the applicant's product
» Not sponsored by the applicant

» Vaccine as intervention of main interest or used
as comparator

» Also observational studies (e.g. case-control
studies)

Identified by literature search



m vrsFrtyay

10. HE§E

Clinical trial information (4)

» Clinical summary — (similar to CTD 2.5)

+ Detailed summary and interpretation of the
safety and efficacy data of all studies (pre- and
post-licensure)

» Relevance to support worldwide use
- WHO recommended schedules
_ Co-administration with other vaccines

» Expected to complement (not replace) the
summary written by an independent clinical
expert (8.2.5)

Documentation of safety (1)

» Pharmacovigilance plan

« Introduced in the current PQ procedure (from
2012)

* Important to determine whether evidence to
support the use of the product in different
populations (geographical areas, age groups,
etc...) are planned

« Some evidence will be expected as post-
prequalification commitments

Clinical trial information (5)

» Assessment reports
* Whenever possible

_ Clinical section of the national regulatory authority
(NRA) assessment report from the country of
origin and/or country where initially licensed

_ Assessment reports for any subsequent variations
to the license for changes relevant to clinical data

_ Assessment reports from other NRAs

Documentation of safety (2)

» Initial evaluation of vaccines that have been in
the market for a long time (or reassessment of
already prequalified vaccines)

+ Outline of the applicant's procedures for the
collection, onward notification and assessment
of adverse events

Listing of all reported AEFIs

Periodic Safety Update Reports (PSURs) may
provide all the information needed
_ ICH format preferable

Clinical trial information (6)

» Clinical expert report

« Independent clinical expert report
Evidence of expertise and independence to be provided

« Particularly useful for products licensed long time before
Limitations put in the context of the requirements at the time
of licensure

Ethical approval / GCP
= Study design / sample size
Impact on disease control after introduction in vaccine
programme
Post-marketing safety data

Documentation of safety (3)

» Recently licensed vaccines
» Ongoing phase IV studies

« Ongoing active monitoring of the safety profile

» Documentation of serious advent events

+ Fullest possible description of each case, including
any information there may be on investigations,
actions, patient treatment and outcome

Periodic Safety Update Reports (PSURs) may
provide all the information needed

Clinical trial information (7)

» Preclinical studies sponsored by the applicant

« List of all preclinical studies sponsored by the
applicant (TABULATED FORMAT)

» For preclinical studies performed after initial
licensure, indicate the reasons for these studies

Clinical Information in Package Insert

The information in the Pl must be referenced to the
clinical data.

* Indications

» Dosage-regimen
» Side-effects

» Pregnancy

» Special precautions

RSP ER Y 2 - — 2020 £ 2 H
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01. Introduction (1)

Prequalification of vaccines
+ vaccine on the priority list for prequalification

« functionality of NRA

« 3 aspects of vaccine evaluation:

dossier
review
(quality-clinical)
final .
on-site
‘:g;g:’]gt inspection

201032020 Testig o vacones

BEHCT U F > DEREE AL AICDWT, BEELL
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IHN FIARET 7 FUHNMBRGE ) A MIA>TWS E
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KEZELTVWE T, BARDHZEEIE. PMDA DIEEIC S
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BEAMICT I F U OFMICHWVNTIE. 3 DOAIEHL D
NET, £, BEDEETY., @B - IMCOEELH
VET, BRT—2DBEELHVET, AT, A1X

WHO 7 7 F >3
R g e B

Alain FAUCONNIER

D WHO Tld, RMDERLHVET, TLT 77 F
Y ORREGORELEERZAETY.

01. Introduction (2)

Testing at different levels

In house testing
« QC routine testing according to approved specification

Independent testing
<= WHO independent testing
« Release testing by NCL/NRA

zzzzzzzzzzzzzzzzzzzzzzzz
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02. Prequalification (1)

WHO independent testing
« context
« initial testing of vaccine samples (PQ application for a new product)
TRS 978 annex 6 section 3.4

« annually performed targeted testing (PQ'd vaccines)
TRS 978 annex 6 section 10

+ adverse events following immunization (AEFI) / complaints

« conduct
+ WHO contracted labs
« 12 laboratories worldwide
(NIFDS, BGTD, NIBSC, SANCLBP, Sciensano...)
All are National Control Laboratories (NCls) or OMCLs

https://www.who.int/immunization_standards/vaccine_quality/Laboratories_t

able_16Feb2017.pdf?ua=1
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Tl BRREZTO>HEHVET. AR 7I7F>
ERERICEEERO L. EBEHNETEREVOEE
TY., TDKIGE3DDRRICHWNT WHO [FEE =TT
WET, ERICEDTDBREEITOHNTIH. WHO I
HMEDSREFS>TWVWSBDIFTIEH Y EFEADT. 2K
LTWAREEICBEWT A2 &IGYET, TDURX
Mld. WEBH 1 MMCEHINTWEITDTTERTE
W 12 AEDZRHEFEINTWVET, FIAIE. NIFDS
IS8 E. BGTD I AT 4. NIBSCIFHREDKEREBEEZTY,
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Medicine Control Lab) ®%w FT—0DZRICADT
WBEDEHYET, A—0 v/ \RZDMDMITICE L
DN DDHBRY FT—UTY, RED EU BN D Y
NIBSC T DRy b T—2ICERITBDD. GbhaEhH &
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02. Prequalification (2)

WHO independent testing
= initial testing of vaccine samples
« testing of 3-5 final lots (consistency of final product characteristics)

« lots from consecutive bulk lots

+ additional information (e.g. validation documents) may be requested
- tests: usually potency, other relevant tests if applicable

« reference reagents requested if applicable

« parallel testing by 2 WHO laboratories

« 0O0S: request for results of NCL that performed the batch release

* WHO test report shared with manufacturer

zzzzzzzzzzzzzzzzzzzzzzzz
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HZOHELLET, FFREIDRFEEHEHT. £E50 D
TERENMLEBICE DD EWVND & BEARMNICIE3I~5DD
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T, BlIRIE. NCLOSERNETERBAIC. TOBR
% WHO DRINZEEE LTO%@’“E'N@E LTE55E

WS> &ETY, Zhb‘%ﬁ']wu DEUJEE L\T?ﬁbh%
BWETY, LT, WHO @*ﬁﬁ%ﬁn ElIA—H—EH
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02. Prequalification (3)

WHO independent testing
+ targeted testing
« annually

+ beginning of each year, manufacturers to provide overview of
vaccine lots supplied to countries through UN agencies, but also
direct purchases

« Vaccines and lots are selected by WHO
+ usually 2-3 lots close to expiry dates

« selective risk-based approach (time of last testing, production
history, testing method, ...)

« by 1 laboratory

+ WHO testing outcome reported to procurement agencies

201032020 Testig o vacones
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02. Prequalification (4)

WHO independent testing

= AEFIl/complaints
- based on reported AEF| (related to the product quality)
- example: Incident vaccine central store

Exposure of vaccines to temperatures exceeding recommended
storage conditions — WHO retested activity of vaccine

« WHO recommendations to respective MoH

WHO HMREZ17 2 AIREMED B 5 3 DEDIKIRIC
i?b\%ﬂﬁﬁhbﬁk%éT?oﬁ%%%b?ﬁ?
VERORICHTERBRIC. REZEXRLET, 5
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11. Btk

02. Prequalification (5)

Independent testing

« miscellaneous
+ WHO Technical Assistance & Laboratory Services Group (WHO/TAL)
« control laboratories qualified by WHO

« control laboratories audited at regular intervals by WHO PQ
inspectors and WHO/TAL

« laboratory contracts time-limited
« paid service - identical fees for each test parameter

zzzzzzzzzzzzzzzzzzzzzzzz
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03. Lot release (1)

Regulatory framework
= WHO Procedure for assessing the acceptability, in principle, of
vaccines for purchase by United Nations agencies
TRS 978 annex 6 (2013)

All lots of prequalified vaccine shipped in response to orders
placed by a United Nations agency must have been released by
the NRA in advance of shipping

<« WHO guideline for NRAs on lot release of vaccines
TRS 978 annex 2 (2013)
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03. Lot release (2)

Regulatory framework

+ Content of WHO guideline for NRAs on lot release of vaccines
(TRS 978 annex 2 (2013))
« responsibilities of NRA/NCL and manufacturer

* conduct
» review of Summary Lot Protocol (SLP) only
» review of SLP plus independent testing (full or selected testing)

+ data monitoring
« lot evaluation and decision making

+ recognition/acceptance of lot release certificates from the
responsible NRA/NCL

201032020 Testing o vacones
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03. Lot release (3)

Regulatory framework
=« WHO prequalified vaccines not batch released by WHO

« NRA of record responsible for batch release

« supply through UN agencies, possible request by recipient
countries of SLP and release certificate from the NRA of
producing country
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03. Lot release (4)

Testing policy
« product specific
« implementation/reassessment (risk-based):
1. should the vaccine be tested by an independent authority?
2. if yes, what critical parameters should be tested by the NCL?

3. should testing be done on every lot or on a reduced percentage of
lots?

4. are testing results available from another NCL?

nnnnnnnnnnnnnnnnnnnn

RITBEDRY V—ILDWT, #F2LET, HREE



DEEELEGYET, B, VAIXRX—XATIToTW
TEI, VI—AHBEHEZT DL VU -
HERRBZHLEELE LW OO ZHRLE T,

MZE. HEWTIFUDBE. miHIC4~50FHT
WBIEEIE. IFRICRVREDN DY I DT, AEFI D
BHa, BE2EDOTOT74—IVERVWEWS T ET.
BRI LIREIFE/L RO SNGWHELH Y
9. BMDOIRIT LIEHBRARS SNfiFEIE. NCL
ERBEABEENM T OLEELG/NT A —2—DMAh &
ZZAEY. BERERHEVERLELA, GMP DEE
ICHKFLET DT, GMP TEEMICTOVWTIRRETVWER
¥, TIDH. CITEREIHEVERTEIHVEE
ho BEIFETCOAY FTIS>H. BEFE. OV %z
BOTHEIDZEZEZET, [UDPFHLWVWT I F DR
S Lchsic, e bIdBRILE T, RAIDIRIILT
HRICOWTIE, 27Tnay bOEBRZ T 5K D BEL
LEd, BEAMEEET L BORETIE. AIAIES5D
DOy FOR, 1 DRIFBREZITNERVLNEWVWD T &I
GEHBRLHYET, oo REBROHMBO NCLHSTF
BTENTEBDEDIDEEL Y, Kl L OMCL (Official
Medicine Control Laboratory : AHIEHERIREIERT) D% v
T —2ICDWTHEL LEF LA OMCL TEU DE
TRAENMIDNBRIF. DI R TIEREEZINGW
BENEZEWNTY, AN NCLDETHAHHDH5TT,
ZDRH. WHO B L TIT o TLETY,

03. Lot release (5)

Testing policy
+ what is available?
what is needed?

testing
policy
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03. Lot release (6)

Testing policy « source: certified?
+ what is available? W -  health status
PSS . breeding
what is needed? . ethical: 3Rs

testing
policy
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EEBROBETHNIE, EMIDHAT. HRIFERESE
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03. Lot release (7)
Testing policy
« what is available? animal
husbandry
what is needed? ‘
policy

- use of reference/
standard

* international/National
/In house
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03. Lot release (8)

Testing policy
+ what is available?

what is needed?

testing
policy

© how?
«  frequency
« storage conditions

...................

ABMEO/NT 3 =V A BRRIZESTEDD. B
BFESBTEDH. EDQLIITEIFEOTNBDH, F+ 1)
TL—2a>v0EE,. 7 X bOBFFHEDEE. RE
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03. Lot release (9)

Testing policy
« what is available?
what is needed?

testing
policy

- reference standard
© virus

 bacteria
* vaccine
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03. Lot release (10)

Testing policy
« what is available?

what is needed?

testing
policy

- certified

«  sensitivity, i.e polio
+ materials used

....................

EMENLGEDEESH, MlgEE. BHICOVT,
RESNIBEMZEOTLEH, EBROREFIESHT
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03. Lot release (11)

Testing policy
« what is available?
what is needed?

testing
policy

animal
husbandry

- reference

+ equipment

200372020 Tesing of vaceines
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03. Lot release (12)

Testing policy
« what is available?
what is needed?

- SOP
method Validation

+ equipment validation e tez:llzg
« personal training and policy
qualification

+ handling samples
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03. Lot release (13)

Testing policy
<« what is available? animal
usba
what is needed?

- statistical calculation
« alert vs. control limits

testing
policy

eeeee

BEAMICEERLEITH ABRERIEIESIETHD
D\ MEAENGHEETODH. Tld7 7 — FMREE
CEEREEICKET S PUAICTEZON. ThEd
2SD. £3SDICKBRICT7V>av Iy b ZTHDH
BERRET DHEDNDHVET, TIVFVDEEDKR
V—DHETREDUVETT,

03. Lot release (14)

Testing policy
+ what is available? what is needed?
« criteria:
« focus on final product
« testing relevance from marketing authorization
» potency?
» thermostability?
» appearance?
» identity?
» sterility?

« percentage of lots to be tested (previous data, ...)

= regular review of policy

.....................

ABMEONZDH, AHNRELGOL. BEERLEL
feo BEE, RRERICT A —HALTEZATCETW
fefe. RREEOBREZT 2D TIEGL. &RAIK/NILY
ITIKET 2BE0HY ET, RIKHRT. Z<0EH
BORELGZDZDTHNE. OV MIOWTHREEZT
BDTIEEL. ZIFANARETHNERED/NIL T 21T
BEETZEVNDITEEHYET, 25 LTREREZR
S5TTENTEXT., TOKSIGEZHIE. BEET
IFIEBICEETY,

Tl FEoTVWBERCIE. BRFEAERZZITSH ETED

SIBRENEZSNZDEEZBZITNIEWVITEE A,
WM. BREM. MREEEEZET T, WRARILIER
ICEHETY, V7FOREBICDOVTIE. Lo el
EERIEREBENHNETY, —A. BETEVWEELHYE

m vrsFryrav

11. W

T, MADKREICHEVWT. BERENA/N—ETN TS
BELHVET, FEEEMEICIOVWTEH, HFYERE
WZELBYET, EBREICDWVTIE, GMP DEEREFIT
HBERENBZLILE>TVWBHS5TT,

BEZEFTI/NY FOEEICDOWTIE, BEDT—ZIT
BEDOWTEZATWEET, AIZEFRISERICRIED
KREHNDH Y. BREICOVWTERWIOT7 7 1ILHH 515
Bl IXTONY FOFRBRZERDIEWNMGELHVET,
%wﬁm\mtumv??wﬁﬁﬁwﬁiéehézt

HVET, RUT—ICDOVTIE, EENICLE 21 —%

L&Hh@tUiﬁhom%m%&%bofv<b5?
T, BIRIE. Ov b THREETZEEICDOVT, FiEE
EBITEDO>TWKIHZENDH BN B TT,

Kk T77F>DWHO DEERY Z—ITDWTHEE
LLELf, TERBHINESITETVE LI

Thank for your attention
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11. | HERLBEMCT A A vy ayv
718 FNTI. CHEROHZHIEEFEFSECLET,
BHREE1 14 BRELEVERVET, WHODHA K

AL TELEDTWBRE L, BREHRHRDT
WERREICHEN HSHEN DD ERVET, FIZIR
BAERZIRMBICBWNTUIE. WHO DA A RS A VIck B &
BEEEONROSNTVWSEERNET, BERTIEZST
FHNERA. TOXDGHEHEDLHZHE. ENDLDIC
HWHENZDDTL & SD,

74T FEEOKEEZ WHODHA RZA VITED
WTERELIERERDHVET, £9I1d) X 75HEZE LE
T, RENRICAHLBEET ZNEEZET, AR &
AREBEEICRERREGEERELTES ST L%, FIC
BHAGWRY RO TWBDIFTTY, IERITEEEDD
BBETT, TOEE>TH. INTD/INTA—2—,
BRI LT MELTLKETVWEES>DIFTIEHUE
Hho LOLELAS, ZOLIGERBIEICE>TWVNS
DIFTY,

SOERIG. BHIEREEICBHELLHBFETL L DD &
EBILAHDREICGE DD MATIRTRZTHHEND
T EHBEREICLIEWEBUWE L, BrIEREEICR LTl
HA BV ZABHBVET, ICHDEDEH Y FTH. &=H)
IZESDIE. WHO DEDTY, WHO BERLTWAD
ThHNnE. TOREITT L TREEITOLEDHYET,
A—=AH—FOy b EICBREBEZTOVENHSHDITTY,
IBEOREEEE LTE. X—A—DToTWBT &
ICBHELTVAREDEZERLTVWEEXT, HRNTOT
WBEDICELTEZDTY, AV T 547V REFD
RBTWERWTT L. A—A—&ELTPoTWABRT LIC
L TIEHEE LW TY,

IR7E. WHO TH&5t L TL B DI&. PRS (Pharmaceutical
Regulatory Science : EERiFHRZF) T9, BEEE
SHOHRELTWRHAM RS/ aHVET, FAIE &
BEOBEMICETEIRETT, N ERAICLHYE
LT, A4 RSAVEEREERFTLTVEY, TE
TYRCEDWTHA RSA VA>TV EWVWSTE
TY, SEDREDEH. WHO DEHLH S, FZ I
D7 T TR, Bk > THREERDSNDS &
TANBNET, WHOLE>TWBRDIE. FEIFZEN
ZHRRICES>TELBZEVWSTETY, ZDedH, &
UNCRBEE L TESSBICHA RSA U EERT LA

B LTWVWEYT, T—E2DHB5HEIE. A—H—I&
ERRSENENTEEHBVET, LHALBRERELT
WHO OIS ICiE> TW ek T &iciEY £ 9,

Gk
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Inspection

WHO 7 7 7 > ¢l

7Y e TFHAZT

BRIEFING WORKSHOP FOR JAPANESE
MANUFACTURERS ON WHO PREQUALIFICATION
FOR MEDICINES AND VACCINES
12 & 13 February 2020 - Tokyo, Japan

Inspection

Alan Fauconnier (presenter)

Carmen Rodriguez

Olivier Lapujade

Vaccines & Immunization Devices Assessment Team
Prequalification Unit

Regulation and Prequalification Department

Access to Medicines and Health Products Division
World Health Organization

Geneva, Switzerland

E-mail: vaccprequalification@who.int

74T FREEIDERET—CEXICELTHEL
TETCWREXT, KBIZEMIC, BIIRBEICDWT
PELLIEVWERBVET,

£9. BRENEEZIELET 5 F —LlE. W DHDIRIC
DPONTWVWET, ZE EEm. T7F . E%*ﬁ%gﬁ
BEROUWHHY 9, BEREZIELH LTV LML EFIERE
F—LDRIFELTVET,

Alain FAUCONNIER

01. Introduction (2)

« Type of inspections

wos Medines:

RS Vector Control

Clinical tral sites / CRO.

Laboratories

EROEERN BV EH3DTTH. WHO BEMEY
BEDOBEEHEL LEVEBVET, EANBE

EZ & (VD : In Vitro Diagnostics). EX &K 8 &

(FPP : Finished Pharmaceutical Product). [E % & & 38
(API : Active Pharmaceutical Ingredient). 72 F >/ Ba&.

mBaxR. \EMBHR. RHENI 22— bO—ILT
T, TNHHS. TRICEAL T BERERET 2 EEE
B, & L IFEXRARERZFMEA (CRO : Contract
Research Organization) BEEAH W KT,

01. Introduction (3)

Prequalification of vaccines
« vaccine on the priority list for prequalification

+« functionality of NRA

« 3 aspects of vaccine evaluation:

dossier
review
(quality-clinical)

final )
on-site
ﬂ’;‘;ﬂl’fg inspection

SEE. 77 FEZTOMOERANICBEL T, FA
feBHEYTRZERICOVTHSELLTVEEY, ¥
JFVOERRHMDEHE LTIE. FHIREEDTHD
BRIBM) XA HAHYETDT, ZhICEH > TWLWB0
ENHVET, TNHSHERBIEFE (NRA : National
Regulatory Authority) O#ge. 37 HBRIEEICEET S
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BHLRHVET, Thh S, 70 F V. BERT—42
DOFHil. REMEEBRLDY FT,
ARIFHERDERICDOVWTHELLEVWERWVET,
TUF DRI T O ADFICA>TWVET,

02. Objectives (1)

Assessment

= at company level
« compliance of production with WHO GMP guidelines
« existence of adequate pharmaceutical quality system
« adequate facilities, air handling and water sytems...

« at product level

« compliance with WHO guidelines for production and quality control
(product specific TRS)

« compliance with WHO guidelines the international packaging and
shipping of vaccines

« conformity with UN specifications for tender (which reflect the
needs of the immunization programmes at country level)

« implementation of Vaccine Vial Monitor (when required)...

09032020 WHO POT vacins nspactons

FHECDOWTTID2 DDLANILEB Y ET, 1 DB
TBELNIVTIT2HDTY., g —HGELA7 D
ERATIHE BREMICHIAFHETT, WHO D
GMP (Good Manufacturing Practice : EEZR N U EZERHN
mOEEEBERUREBEEDORE) A1 RS54 UICELT
BUEMEER ESEAADEIHERRLE T, Thho, EX
mELEDBEYGMEY AT LY, ZB&. KEWEEDHIHE
BB ZRET, A—H—2BNGEEREEIHVET,

2DBE HELANIVTIT26DTYT, WHO DAA K
AV TEE - RBEBEMIDODNTVWA T EHDRETT,
ERH GRS - EEICBET B WHO A4 RS 1>, EE
DRDTEANY T ICERISHDRETT . AFLBIRERIEF]
DHREICBSNEHESHICEEDY £, VWM (Vaccine
Vial Monitor : ARFEICL DTV F VDL ILEEEHR
T5Y—IV) OFEELHYET,

02. Objectives (2)
GMP

« proper design, monitoring and control
of manufacturing processes and
facilities

« identity, quality and purity of vaccine
by requiring adequate control of
manufacturing operations

« prevention of contamination, mix-ups,
deviations, failures and errors

+ strong QUS

« appropriate quality raw materials

« robust operating procedures

- detecting and investigating vaccine
quality deviations

+ maintaining
laboratories

reliable testing

© 0

090372020 WHO PO vaccnenspections

GMPERLIF.TI/FUDHBE. EDKSIGLEDTL &
She 1D2DEBHRERL LTS E. ZORFEHET R
mTHA. BEZRY Oy ba—)bE, B5ET B
BCIRNTOEETRIChIE>TERELTWAHESH
EHERT HEDTY,

03. Guidance (1)

WHO Technical Report Series
« GMP related
+  GMP Main Principles: TRS 986 annex 2 (2014)
« Sterile Products: TRS 986 annex 6 Under review
« Biological Products: TRS 999 annex 2 (2016)
« GMP for API: TRS 957 annex 2
+ HVAC:TRS 1010 annex 8
+ Validation: TRS 937 annex 4
+ QRM: TRS 981 annex 2

« product specific (production and QC)
« IPV: WHO TRS 993 annex 3 (2015)
« rHepB: WHO TRS 978 annex 4 (2013)

090312020 WHO PG vacins mspections

T FORE - @E - MENEY. HDOERERICOY
PO—IVENERIETREE D TWAH. FBRALE. B
BIBALE. ®HE - KRB - TS —DRAENEBALITONT
WBHLIERTWET, ZNSITRIGT BfcdlcA—hH—
BRkOoNBZLIF £ REBEEIXTL (QVS:
Quality Management System) HEBA EEEETNTL
BT EEBEREINE T, EMROBIFHERENTVSD\
EETEDFIEBZEL LTLODYERFINTWSED. 7
T FORERBOBREEEN D HD. FERELND S
O R RRICEEEOEVHEEZ LTVEHGED
FHRENE T,

BRIEFING WORKSHOP FOR JAPANESE
MANUFACTURERS ON WHO PREQUALIFICATION
FOR MEDICINES AND VACCINES
12 & 13 February 2020 - Tokyo, Japan

Inspection

Alan Fauconnier (presenter)
Carmen Rodriguez
Olivier Lapujade

Vaccines & Immunization Devices Assessment Team
Prequalification Unit

Regulation and Prequalification Department

Access to Medicines and Health Products Division
World Health Organization

Geneva, Switzerland

E-mail: vaccprequalification@who.int

WHO BAERRL TWBHA XV ADSB Y ET DT, T
BALET, GMPREET. W DHhDHAZRIBBEH
HYEF, TRS (Technical Report Series) (< GMP D {&
BRAIDBVETDT. BEEMERITEEE L,
ThHhoRERG ML EXREREE (AP) O
GMPAHWET, £o&—RMNGEDELTIET VY -
Ny« NUTF—2 3> ZNH 5 QRM (Quality Risk
Management : @B AIIXI AV ) HBEEINT
W&,



03. Guidance (2)

Other

= ICH
* Q7 Good Manufacturing Practice for API
* Q9 Quality Risk Management
* Q10 Pharmaceutical Quality System

« PIC/S
« Co-operation agreement with WHO

* GMP |Inspectors from WHO's Prequalification Programme
regularly participate in PIC/S training events and share their
inspection planning with PIC/S.

001032020 WHO PO vacin nspectons

ESIS, —RNBAA RS0 HUIMNCEHEIMNGE DD

HVET, FEDTV/FUIFThITEELE T, flX
B ARECRIATOF> )AVEF >V S Hep-B &>
fea 22vow P00 F 2T, WHODD T 75 A
MCAHAZVAPMFETNTOVETDT. TERNLET,
GMP DEZETRESNE T,

TN TIEH Y T8 WHOD GMP HA 22 R
DALEMLTCNETEZ2EELLTEEE T, AIZIE
ICH Tl&. APIIcB8Y % Q7 D GMP, QO D®ME XTI
XAV (QRS). QIO DEFEREEVRATLTY,

e PIUSHHBVET, ThEEBRNGRY FT—
7 TIH. WHO [EEHE L TWET, PI/SDOZ—FT 1~
JIKIEWHO B 5EBMLT. BRSFEEZERVTVET,
EIEDEEVERE T T,

03. Guidance (3)

Other

+ Eudralex Vol 4 GMP
« Part | Basic Requirements for Medicinal Products
« Part Il Basic Requirements for APl used as Starting Materials
* Annexes
v" Annex 1 Revision: Manufacture of Sterile Medicinal Products
v" Annex 2 Manufacture of Biological AS and MP for Human Use

+ Miscellaneous

v ECA Foundation : Visual Inspection of MP for Parenteral Use

00312020 WHO PO vaccinenspoctions

flcE. GMP A4 K54 > TRUND Eudralex H'ép ¥
¥9., EXRICEATIEREHDNTREINTVET, &K
BRDGMP DEDE. APIRRDEDHH Y £, Kk
ICH &BITWE T,

TNDST Ry VAL ERH Y. T FUZEEEN
HVET, T7FVORBENFNOREICEATE 7RV Y
A& RE BETHRTY, BEXELEH > THVET,

. BEYVERIIHVDOTTH, WHO REELE
LADHARZVZAERTWBZ ELHYEFT, FIAIE.
EHBERT. NEBEREVSEDE/NATIVHRT

m vrFryrav

12. 5

TofcTEDHBINET, A—H—DRBTEMLIcDT

ITH. TZDRR Yy IHRKREF@IL >, 1EDY T
FDEREDNRE > TVWETH. HEWICHREHFE &
WS Z ETHMERICEY T L, TN T ECAME (E
EGORBRIE GMP AV TSA 7V A ETR—L
TWBEE) EWDIFEFMERIOER LE L, REIH
BTEHYELA. EHAIFONAERICBEHLTIE 1
BDY 7 FHARYTESEVSIERHERZZES CREFE
EEHBALIEDTY, GMP A4 4> Xk, WHO DiEE
R TIEGL OREICHENTZIEDBYET,
ZDGAIFECAMBEIEEELIEWDS T ETY,

04. Progress (1)

Need for inspection
« pre-approval:

following completion of PQ dossier review and sample testing

« post-approval/routine:
« follow-up of corrective actions
+  On the basis of information provided in PQVAR

« reassessment of submission

« result of complaints/reports of serious adverse events following
immunization (AEFIs) if suspicion of quality problem

090312020 WHO PG vacins nspectons

BEROREMIE 3 DDIRAHEZSNE T, 1 DB
BEEHNRELRGEINSEERF T, WHO OEFIFREE
ICEREEZ T 5 &, BHGIDBEERICAEBEHERET
WE T, TNIZEREREDRFESE (Dossier) DBEED
Bbo>T. YU TIWDTRA MDD >THEITHbNSE
DTY, BRIGREDAMAIITHINT. EERRIICERLA
DEY,

2DBEIE, ARRICREINZBE L. THERDE
BTY, A5HD CAPA (Corrective Action & Preventive
Action: RIEMLBERUFHHLE) HHEOT7+0—7" Y
TT. BERNMTONET, BERIE. BRELTHINT
W% PQVAR (D7 F >V ERIEREFEXRRES) ICEDOWT
TONET, PQVARIE. REDEXREETIN. ZD
RAEZRT. TOEICZOEEDERERET HHED

EROET, PQDTIF U EEO>TVBEEHITER
IZHE3Z EIFRRSHTY,

3DBIE. BEE. BFHEDZEDEETY,

Thh omElc, FELPEZE. & LUIEEER
DNHIEBEDERNHY T, ﬂ:ﬁ':""F‘ﬁi'rEZW)J tlrff’it
TNBETY., TDHEITIE.
BIBVET, %EF?%b‘tb‘oTz%m@U'??/kFﬁ
LT, HREREZTV. BRRE R TREARROBEAH X
TNTWBDESIHERRT A LIV ET,
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04. Progress (2)
Frequency
+ pre-approval:

6 months from dossier acceptance for assessment or when
confirmation of preparedness of manufacturing site

« post-approval/routine:
+ due date from risk-based approach
« 1 to 3 years from date of previous inspection

« for cause/notification:
= announced: 1 — 2 months before inspection.
« short announced: up 7 days before inspection

001032020 WHO PO vacin nspectons

BROBEICOVWTCHRELLE T, ZRAERICEAL
Tld. BRI 7O ADH T, BHFEEHEHIZTEEINT
H5 6 ABMUAICITONE T, FERHDEREICADT.
SEHNREEINT6 HAURNTYT, WHONERZLET,
TDTIFUDEHIERAMDNRE L THEDE DD BiE
HHHEHN THOEA—A—D GMP REZRSEWND
TETT, el 6 AAUREWVND DITBEEDHZETT .
T F > OREHBICHESRDOBERZTOEVNDTETT,

Ll =RV TIVIVYDOT I F o ahEld, #
EHENESNE T, TOHEIF. BELTWEZ A2
VYUTHVWETDT. 6 HAZBATIThndhELng
Hh, BENICIE 6 HBUATTH. BHSHNICEENG
EHAHAHEICIE 6 HAUATIEEWT ENBUET,

ARBERUOTEHERICEALTIE. £ PQVARZRT.
%’F’\blﬁngﬁﬁb‘%%b‘g:)b‘%ﬁ.i?—o %%iEALi

ARBERIFBEEIITONE T, £EHEITNE.

IERFDERDLS 3FERTY, LESE, 3FECTE L:ﬁb
nacllchEvEd,
£H5 1D RAEHERL I HVE T, HEPHERR

HH2HEIE. RHITHIT 2EEFEZRBED1~275
BRICT AT LICBEOTVWETY, el EEDH LI
G, BEL 7 HURIKTONS L S 5E8HN
HENET,

Ric, BROEHICOVWTHEL LTI, FhfcBiE

WHO DAHA XV RITEDWTEREZTVET, DA

A Z 2 Xl GMP DERZITSIHEDERNRAHENN
TWET, ZLTGMPICEITS 17 DREEREDNADT
WET, TNODERTLELI—ENET, TIF U A—
A—ELTREERGMP Y R 7 LEHBAEBD ~L—
ZVIBRENREERSY . HA FTAVICEY EIFS
NTEBENTVET, INTDOWHO HA FZ A
VITYA MCEOTVET,

RE. BITEELTWASDIERE) RTIIRXI AT b

(QRM) TY, URIIRI A2 MMTELT. WHO A4
FSAVDBBIEITH ICHDAA FSA>VEHYET,

04. Progress (4)

Planning
drafting of
agenda and
agreement on sharing with
inspection manuf. and
dates NRA

selection of on-site
team and inspection
approval by
manuf.

STEICE L CEHRBBLE Y, ARBIAEREZZRICEWNT
FELET, BEROAMICELTIE. ®XAEEBALT
BEWMYVET, B2X7 v 7IE WHO B F — LiRmkZ
TWET, DFVEREDT—LZEVET, TLT
BRI LTTDERNDAERETCRVA LV SEEE
RODET, E3RATY TR TITVEZDEREEY,
A—A—. FEHB/ (NRA) EHBLET, DFY. &
WSRO D DEDNRA EHB LE T, REDAT v T,
RMTDOEREZTVET,

04. Progress (5)

Inspection team
= |ead inspector
+ PQT inspection team
« expertise in production, QC, QA, quality system and GMP

« co-inspector(s):
+ WHO expert (dossier quality reviewer, GMP inspector, ...)
« external expert (product expert, GMP inspector, ...)

=« NRA of manufacturing country or with regulatory oversight of the
product (as observer or participant)

= technical staff from relevant UN procurement agency
= observer from recipient country (request from country)

nnnnnnnnnnnnnnnnnnnnnnnnn

BERF—LTID HlE. FTER)—F—DH0E
9, U—4—l&. MEREE (QA : Quality Assurance) &
BEE (QC : Quality Control) OHEMMEF>TVE
’92 e, BRRGIERF —LDAVN—TEHYET,
ZLT. D9 FVOEMRDHLT 1 BIEFAVET, £



LTYU—H—ITIIAT, HEEREHPAVET., PI3Y
WHO OFEFIRT. HFSEDEEZTOATY,

e, V—2—LLTERIMD I EDBIET,
Whip ZHmOFHZTTVE LT, £foo AEDFFIR
LEEELLTEMT S LENBYET ., HaDFFIR,
HBEWNEGMP DEREHLN CNICEELE T, £/ NRA
DERENFT T —N\—LLTBMI B EELHIET,

RERSENZBEVDTIH. EEDFHEHEID X
VIN—BABIELHVET, HMEELSSF T —/\—
HBABTELHY) EITH. HEFDENTT,

04. Progress (6)
Pre-inspection

+ review of documents:
« previous inspection reports and CAPAs
« quality assessment reports (PSF, CTD)
« vaccine annual report/product quality review
- list of complaints/variations
* site master file
< determination of inspection coverage (products, areas,
sites, activities, ...)
« preparation of inspection plan
+ sharing with manufacturer of
 inspection plan
« list of experts/co-inspectors

=
@
a
2
°
=
)
o
o
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o
3
o
o
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o
o
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BER 7 T — AT XEDBED DV ET. HIZIE
AIEDBERICEDIS CAPAZLE2—LET, KHHF
SHOEEPICRETMMEL R—bZ2RET, YA TR
2=T7A4Ib. HREOLE1— EXREGLEELERET,
mBE. TVU7. MRE EHEE. AROEFHEZRD
LY. TNH S5 BEFTELIERLE T, ERFTEIF X —
A—EHBL, EDLSLFET. EOFMRPHREE
RENARZTODH G EZBNLET,

04. Progress (7)

On-site inspection
« 3-5 days

< agenda
« opening meeting, daily discussions, full transparency
« tour of site to review facility, equipment, utilities,
manufacturing  processes, quality control activities,
warehousing and shipment
« assessment of data and accuracy of the submitted dossier

« closing meeting to discuss the deficiencies and initial
outcome

)
o
3

=
5

Q

°
=
)
a
o
o
n

« draft report with list of findings left onsite for manufacturer
to begin CAPA preparation

nnnnnnnnnnnnnnnnnnnnnnnnnnnnn

SRMOERIE, EE. 3 BH5 5 BETVET,

T7IIVEDHRETID BEEETF -T2
S—TAVIDRBYET, TLIERY T — T—E2D
U, RESNCHRFEROEREZRE Y., R&IFY
A=YV I7:i—T4 V7 FTVEY, ZTLRREEE

m vrsFryrayv

12. 5

BRAET., BERTRIE. BRIOT L TERRDEER
TEEELET,

05. Outcome (1)
Post-inspection
« issuance of report: max 30 days

« approval and release of report by group lead of
inspection group (peer review)

« review and assessment of the CAPA

« statement of the GMP compliance and recommended
inspection re-interval

« publication of WHOPIR (WHO Web site)

A—A—E BERRDOLKR— MEDWNT, CAPAD
RZzRIBT 5T LIcBVET, Elee BEERTER30
BUAI, TOLR— ) —F—lc &> TERBEN.
FITENE T, BITRIC. XA—H—ILCAPAZRET S
ZEIBYEY, WHO R, CAPADLE2—%ZLET,
Z LT GMP LR, BERELR EDHRNEE T,
BERRESZIF. WHODDU T 75 A FTRATNET,

05. Outcome (2)

Inspection report

« TRS 996 annex 4 (2016) Guidance on GM practices:
inspection report

« recording of observations and deficiencies

« arranged based on WHO GMP for pharmaceutical products:
main principles, or according to 6 inspection systems:
1. pharmaceutical quality system

production

facility and equipment

laboratory control

material

6. packaging and labelling

o B oW oN

090032020 WHO PO vaccin nspections

BERWEEIF. HA R SAVICEDVTERMESN
7T, REBOHPICIT. BEFEPAEFENENMNT
WET, KIEFE GMP D 17 DAEBERDHBHEHFELL
FLIDNZTNSDRAIP. 6 DBEREV AT LICEDNT,
BERLIABNRVEISNET,
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05. Outcome (3)

Inspection report
+ deficiencies
+ non compliance with GMP requirements
« risk-based approach for definition and classification

+ classification
» critical: potential risk/harm to user
» major: major deviation from GMP
» other: departure from GMP
~ recommendations: not prescriptive
+ origin
» defective inspection system
» failure to comply with system

001032020 WHO PO vacin nspectons

ERDER. BHICRBIRIZOT5E. VAID T

DT A BIVITAD v — | TZ DM THEE ICDBEEINE T,
LA LGAS, THE] L0501k BFENICEDKS
ICHIST BB EIMMTVE A, BERVATLICAS
DOREL D fe. HRWIERY AT LITERLTW
FWNVEEDEDINKT,

05. Outcome (4)

Situations w.r.t. deficiencies
« “other” only
« acceptable level of compliance with WHO GMP
+ manufacturer to provide CAPAs
« CAPAs assessment and follow-up during next routine inspection

« “other” and few “major” (< 5)
« compliance with WHO GMP after assessment of CAPAs
« CAPAs for majors with documented evidence of completion
« CAPAs paper evaluated + an on-site follow up inspection

rzof) LHKEWEEEHYET, DFY WHO D
GMP [CEHRRADFRTEDEWVNDSTETYT, X—H—
& CAPAZIRH LE I, ZOFHEAEE T7+0—7 v TIER
EDERERDORICITONE T,

e, [Z20Mh) TAY v—] B 5 DRBELIEIBA.
CAPA DFHEAE D> TH 5. WHO @D GMP [CEH#HLL T
WABODHIBTENE T, (AT v —) DEDICEEL T,
EBAERTLIEEVWSIET VR Z[MITBRHELSH Y
9, CAPA L, BEICK>TERMTT7 40T v T
DEBEMTONDZTELHYET,

05. Outcome (5)

Situations w.r.t. deficiencies

« “critical” or several “major” (> 5)
+ unacceptable level of compliance with WHO GMP
+ additional inspection required

Serious non-compliances can lead to:
v notice of concern

v notice of suspension

v recall

v de-listing

()T 4hIV] TAYv—] BN5 DEBATWVNSIHE
IZlE. WHO O GMP DEHICEHL L TV B IRREHF+5
THBHEWNSTEIILBIET, BIMOERHNTESRY
BWRAZ VI TROSNET,

B ZEHNTEEXY, V7 LT, GMP ERRPICRZIS
SNIEBRIFBEICOVWTEBNT A EICRYET, DX
DABECHAHT EDREEND T LICRYET,
BIBBMAEEINEBEIE. VT ETRERINSE
1T TR, A—H—IE CAPADRRS LTI F
EHRTHTENTET A, KYVEEBGIRRRICES E.
J—ILHBRHSNET, RBDFEICIE. WHO DE
AIGREE ) A PO SHIBREND T &ICEY £ T,

05. Outcome (6)

Examples of deficiencies
« other
+ seed lots:
» inadequate GMP history and preparation of banks
» storage of master and/or working seed lots in a single location
+ starting materials:
» inadequate information on source, origin, suitability
» freedom from adventitious agents not demonstrated

nnnnnnnnnnnnnnnnnnnnnnnnn

BHNEREREL. FEBMICOVTHEREL LWL
ERVWET, 2ot [THVEITH —FOv b
HWLT. GMP DEEHLNAT7. EREREDER/OAT7.
HHEWVERAZ—— ROy beET—F27T— ROy
MO RE—DBFAICH 2T &EWVWDIIHBETYT ., HERERICE
LTl FER - [REM - BYEE EDBEBROATD. H
BVNENREDMEN A > TWEWT EHNFERRTH >
fIBETY. FIAILHBFEROEEE LTLBEIC, 2
REMEITH T 2XNDITRAR T2 TH 2 EREEEN
T, BERFICEZNDERINEWDS T IRV ET,



05. Outcome (7)

Examples of deficiencies
« major
« facility and equipment:
» use of disposable without appropriate qualification and validation
» inadequate decontamination of multiproduct facility

« production:
» sterile filtration
~ holding storage periods of intermediates, media and buffers

nnnnnnnnnnnnnnnnnnnnnnnnnnnn

RIC TAD v —] ITEHETBHE T, MRPRMIC
LT, BYGRERPIRIEDT VEWNETREDOER.
SRMEERRDOFRAEGLETT,

05. Outcome (8)

Examples of deficiencies
« critical

The company representative reported that no failure of integrity test of
sterilising filters was recorded. Indeed, in the logbook of the integrity
tester, no failure of the integrity test was recorded. However, when the
inspectors switched on the integrity tester and had access to the soft
history file, several failures were recorded.

No deviation raised ...

No investigation conducted ...

# Data integrity
individual non compliance
systemic non compliance

09032020 WHO POT vacciosnspactins

(20T 4hIV] BARBEADOHEITDONTHELL
FEWEBWETY, AIZIE. SHORREDFHBICLD &
EERBO T 1 V2 —IC DV TREMREBR TRERKIC
ToleHDIEENWEWVWSTETLEE, L Lahs, £
ooy 7y o EBERENRS. O T v oididxs
MEBOBERIIAEENNTWED T, LHL. TR
2—BEERES. DXV VIMNDBEZ 7AIVER:
5. BEAEREVSEE/I S, ThEOT T v Y
ITIEREHIN WL > fcEWS T ElicrEYET, OF
. BEOBBHINEBALEREINTOEL 2TEWND
TEILBVET, 7T—R2DEEMICHTZ T ) T4 hIV
BRRREWVWS T EILEYET,

EEAAERID/ VAV TSA TV ADBEELH BT
L&D, RZYIHIRELEREITT. BEDIRIAY
FELTET—2BEMNEBAELYR—FEN TV S
WO ZETHNE. RBLGBETCIEHDIVEEA, LHL
BHS. RBEDOERE &mawi REXIAV N RTLAIC
BWTCD/ AV TSAT VAT, DEUIXIAV b
ELT. BEEFH>TT—2EAHOMBERRATET
WL, TNUET )T 1 AIVERBERICEYET,
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12. 5

06. Follow-up (1)

Action plan
« drafted by manufacturer
< mandatory
« response to all observations and deficiencies
« submission within 30 days after receipt of the report
« incorporates:
+ root cause analysis (how/why)

+ impact on related areas (is this same issue impacting/occurring
elsewhere)

« correction actions (fix now) with completion dates
« preventive action (to prevent recurrence) with completion dates and
+ plan for demonstration of effectiveness of the actions taken

ZTO®IE. T AT IV DERRE A—H—HME
V£, WEBTY, CD7I¥ar7I i 30 BUA
ICiRE LAEITNIERY £ A. T LT IRARERS A
TOGRIFTNEWTE A, 4V INT FOBIHERETT,
BIZE. HBT7FUICHEELHOIIHZE. DT U F
VICEBFREDGEVDESH DHEENNETY, RIERE
ZEY . FHEEBELRELET., TNZThD7 o3>
ISR DO EHEEBAETITRENH VKT,

06. Follow-up (2)

Action plan

000032020 WHO PO vaccin nspoctions

BT avTISvDT T L—MMIEYET,

06. Follow-up (3)

Important to note
< on-site inspection is a sampling exercise
« not all aspects of manufacturing process are inspected

= manufacturer to take information provided in inspection report as
examples and to consider vertical and horizontal analysis of
issues

< implementation of a quality culture through quality risk
management principles.

« increase in severity of deficiencies with lesser degree if not
satisfactorily addressed in a timely manner

0032020 WHO POT vacin nspectins

BRI BEEGRAV b Z2EFELEVERVET, £
HDBEREVSDIE, Wb T TEN—-XI(C
LTVWEY, DEUSVTIVERVEY, REEEDT
NCERZDIFTEHY F8A, HETEIKTLET
NCEEENDDI TS EEA. X —H—E LTI
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BREEBAEEH[E LTZIFAN. SENICERT S
BEONSHVET, HlAIE BEZT7FVDFEHLRELC
PEOHRICHEVWHEI DN ZRDHTETT, &few MEIC
XY BHEEXLEHRITIRND B D2HELN BV ET, Z
LTURIEERBL. MEVRAIIRI AV FORA%E
TFBEAERELGITFNEWNTEE A,
FTLANIVDMEL . RBETH>TH. BRITEDT
ELANIVOEL BB TEDNHVET, DEW. EBAL
BEHEBZ LGVWERWIIRESEWDRREICEVET,
TEBESEHUNESTENE LT
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15.

WHO H#iif s Gl 312 O ] A
WHO PQT Prcedure

WHO 7 7 F > FHiiEhre - 70—
« @ KYXA A Carmen RODRIGUEZ

AIWVRAY

WHO PQT procedure

Monitoring of safety, quality and efficacy after
prequalification of vaccines

Briefing workshop for Japanese manufacturers on WHO prequalification for
medicines and vaccines - 12 & 13 February 2020 - Tokyo, Japan

Vaccine & Immunization Devices Assessment Team
HQ/MHP/RPQ/PQT/VAX

WHO, Geneva, Switzerland

E-mail: vaccprequalification@who.int

Alan Fauconnier
Carmen Rodriguez (presenter)
Olivier Lapujade (presenter)

OFUSTR FJREGEEERODEZZ2) Y JICDOVWTHES
BCWEEE T, FEHEBELLE L& DI, HhiER
HEE 1 BITIRDZEDTIEH Y EFHA. BEHICTTHN
56HENDTY, IBICEELZDIE. IXTDEEZEFIER
HRICEEBAERBT DT ETT,
BRICH T B5HEIL. ZORE. ThhbhbEREM LM
BEDIFFRABEENEETY, ZTDHDEEEEBAL
RIcTRENDHVET, Fleo FEEHRF (NRA) K BE
DAy bEEDLT. EBALEREERCTRELHY
£9., TO9 BT L TEARARICTV FUHTBER
SNIELEROFESZ Y R— b5 EICDBENMVET,

FHET Rt AD—EE LT, FFERDEELNHY F
Yo BIlcTNFEL DY & LTc, TN SRIGHRE E
RMDERELHVET, INEFHBELHY E L, &K
HRDTAMEHVET, chb@ELHYE LT &

TV — A

NSIE TR TERERED =D DFHEDOEREFICITONE
9. LHL. B OEEICOVTIE. REMICH
BERMICE T —NA TV RICE > TEM[MTENE T,

ERRAEDEED 1 DI HEITHITEERE
(Variation) (B89 25HETT. FIAIE. EEDF v/
VT EEELIEVWEBRET AR, REZLTWLCD
HhOEEE LEITNIEWNTERA. INIVRIREDEE
EHBTLED, Flew A—H—EEXRETHETEIS
NEWTEA. THICEDWT, BROBHEAETV
£9, 2=V b T AMEERTHTVET, HEPEE
BRICOVWTHMERIICHIGLE T,

MEDBEANSEVNET &, HRITHRDIEEICDWVT
DREEELN SV ET., BRERHEROME. & LLIEMA
EBEEBLUNTAHLEEL D > HE. BHINGITNL
WiFEth, HADEELGEEXNRTT, EDK DK
BhH, TIFVOREMPHRICEENHSZHE NG
WHSTY, EEHBDEEDFEERDBIUCEELH S
BEIE. BFEEE (Dossier) #EEL T, BRETZHE
NHYET,

B EaEREEROmYEs —mE—

01Q. Variations (1)

Definition and context
« TRS 978 annex 6 (2013) section 7

« changes notified or submitted to NRA regarding formulation,
presentation, methods of manufacture or quality control,
specifications, facilities or any other aspects that might

» (a) result in change of safety and/or efficacy of vaccine
» (b) change basis of regulatory approval of NRA

+ WHO to be informed by manufacturers
« Possibilities: prior approval, annual reporting, notifications

« Specific PQT guidance:
guidance on variation to a prequalified vaccine v7 (2015)

10032020 PostQ actiies

FIFELBLETELEIFEDS BEEDARICEST
FHRERFVWAVWALHAREEL DS EBVET, FallCE
BAREEREZEFITNE LGNV ENE S BE
B, FRREICEDCER, 479 LLIFERDUETHE
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WESGER, BEDLELZEE, HENDESHBE
BEERE WAWABEDHHNET, TNSIE A
A RZAVTREENTVET,

01Q. Variations (2)

Categorisation
« Type N
Immediate notification - mostly administrative changes

+ Type A
« with potential major impact on the quality, safety or efficacy of
vaccine

« approved by NRA and reviewed by WHO before implementation

« Type R
To be submitted only in the annual report

10032020 PostP activies

ZEOBHNCOWCT, TRA TN T2A4T AL T247
RI £WD3DDEATHHYET, 24T N . £
ICEHNBEERTY., (21T Al & 77F > DREH
BREUICHENH DL OGLEEDRBINTY., EEOE
FORIc. BEEBICKSHERE. WHO ICKBEED
WETYT, 2147 R] &, FRREEDRE TENT S
ZETY,

01Q. Variations (3)

Categorisation
« Supply through UN system only after confirmation by WHO
(Types N & A)

« UN procuring agencies informed by WHO and web listing
updated

24T N TZATA) ICHETHEET. EEZBE
L TG T 515G 1E WHO IC K DR EDH LRV ET,

01Q. Variations (4)

Progress

« PQT guidance document: type of information required in support
of variation. Information required may differ depending on
compliance with conditions

01Q. Variations (5)

mmmmmmmmmmmmmmmmmm

CESIEERTTH. 77 FVDBRBOTESES.
BRDEFELEND T ET. ERDRETT, T7F VD
. BEMEEAFTHELETNIEWITESA, BEIC
BT 2INTOXGERLLT. A—H—HEHELREH
LET., ZEOEMIBPRBEICHEYET,

01Q. Variations (6)

Progress

« PQT guidance document: type of information required in support
of variation. Information required may differ depending on
compliance with conditions

« to be submitted by manufacturer:
« justification
+ required supporting documentation
« timelines for implementation
« approval by the National Regulatory Authority

« additional information may be requested by WHO

DEFBFRIIEBOARICKY £I, BEICBAL TR
EEROMRZRE LEITNREWTE A, Tl MR
B EBEEBORT Y 1—Ib. EEZF/EDL S DERDH
HEICHTY &9, FAASRRIC. WHO D SEMDIER
EROENDTELHVET,

02Q. Annual reporting

PreQualified Vaccine Annual Report
« TRS 978 annex 6 (2013) section 8

« content:
+ summary of variations implemented since previous annual report
- testing results from ongoing stability program
« production and distribution data.
« GMP inspections list (since previous annual report).
+ summary update on implementation of post-PQ commitments
« Periodic Safety Update Report (electronic data only)

10032020 PostQ actiies

2DEDEEIF. FRREECTT. X—H—HEFIR
SERICIRE LGTNEWTEWEDE LTERRED H
WET, TNETRS (77 ZAHIWLKR—bF - VAT L)
978DE I 3IVBILERDDIEY . BHRICETSHT



NCDEBRIE. TOHEHREINZLEDN DY ET,

ETHOREMRT X b DFERP. GMP DEER ') X b
DWTCH, REBHDHFELUEOARTZHE LN
TEEh, BEENE I TEBENDHZERZRDD
FOICREBICHEVE T, I — NI SV APHEEGLE
BHofcHmEd. YU —ICANBRELDHY ET, B
AIERELED I Y b XY bDORFEICEET 2 — 1B
MENTWEWERERRET T — 2. EITHOEELZLEDLE
RREZICANDREDHVEY, Vo FDTOT7
AV THDREMDREICE L CHFTEASTHONE T H.
FRMEEDOBERICEDNC, BFHENLEDLE S D
BrEnEd,

03Q. Reassessment (1)

Frequency (risk based)
« TRS 978 annex 6 (2013) section 9

+ data from PQVAR

« parameters
« lots rejection/release
« number (and type) of variations
« interruption of production (reasons)
« complaints/AEFIs

+ WHO experience: number of years PQed, number of PQed
products, last WHO satisfactory audit, suspensions/ warning letters

« volume of supply and number of other suppliers

+ NRAs: time of assessment as functional, agreements signed,
responsiveness, oversight

10032020 Posto sctvins

EREREO 7O RICEDNT, BEMED RS 1—
IWHHYET, INETORRE. LUVEBEGZDIF. U
AIR—ADFTHHIE T 2HELNHZHENDTETT, £
NUTIFING A =B —HWNBENBEEOOTELETH |
HLEELGDIIEELYBICLZFHMETT . SEHEHN. 7
TFUOMBAEOY b)) —AFEBRPERG E TRIBMN
ICFHME L TWBHBEIE. B ZNsZEELTITD
REIEH Y T Ao

TO—=INVDRYFI—=F2 7Y —JVICEML T, &%
BRENERHESNTUONIERESD Y FHA. TDELH
BonGWgald. fiebhBEHEE LarhiE0ir
Hho TOHBEIEERREEDERICEDVTITVET,
TRS CHERETNTWVET,

BIMEOKIE. FAZIEOY FTREGETNIEEDOH
HNE. ASHDOEBHLH S IEEEZSNETDT. Z
DINT A—Z—=ZFHAE LT NUEEY T8A. BEDE
13T, RBICEE L THRENICEZSREDLH >
feEalE. EZ2 ) 0% LT, BEEE (Dossier) 6
RAFNEWTEEA. £EDELEICOVTE, BED
BIED. FENDELELESHDNE. EELEIFNIEWDS
BOLWEBER/NTA—Z2—TY, BEOFHEL 7/ THE
BOHESHDHBLED 1 DICEVET,
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13. WHO il GEHU £ O Mt

EIBEPEEER (Adverse Events Following Immunization :
AEFls) B> ez a. BETIROP TOFHEEZITLNET,
FEHAR. 2. BIRIOWHODEHEEEL S EDL 5L
BREOMEO TV 2D BELEBH SREELBRVNPESH
BHENTVWBRHEEENTA—Z—IIBYET, HIZIE
A—H—ICFDARSEENH TS EVWS Z1—RGEED
INTGA—=B—ELTRET,

£, HEEELIERBICEETYT, A—H—DHICE,
1 DDR/EDT IV FURITZER/R>TVWEETAEHVE
TH. ZDEDBEA—H—ZERITLIETELEFLEADT.
TEAEEZARY VT Z LT, EEOMGEMEZRR LK
TNEWFE A, TOREDT T F 2 DREICEWNT
A—A—RIOMELH > eHZE. HRICEENETER
9, FIAE. RRDTIF U ERDERRREDEDFH
LWOUVFUTELBZBCLICETHBAIT, 11D
2 IDZDORRDT I F U ER>TWIEWE, EEH
Rz EBMLEITNEGESGELSEYET, AIZIE. EEE
BETT, TOTHEREDREICHYET L. TOE
BARAEEREILBGNET, VAV ZBHE T EHENEK
Dlc. HIRENERBICERICBVET,

Zhhs. EEEBORISICEWNWTENS SLRAR
MHHZDH. FREBDEHHEOTNEHESHD
BOTUNTA—Z—ELLTRET,

BiMiEL. COLIICREDHD ) RIN—ADT T
A—FICHO2TVET, TDXIBT/INTA—E—ICHED
WCHFHEEITO CEILBVET & X—H—ICHES
$8 (Dossier) DiRHZEHBELEFT, T LT TNETIC
ENKSVOEREL B L > T BIRIE. T7F
VEBIBEDIRTTAMLTVADESIDITEL DT,
BRRZTHDESHERDET,

04Q. Targeted testing

Principles

« TRS 978 annex 6 (2013) section 10

« independent testing of vaccine lots supplied to UN
+ by contracted laboratories (WHO network)

= in PQ approval letter of required number of samples (vaccine
dependent) to be retained from each batch of vaccine supplied
through UN agencies.

« testing program established annually
= list of batches provided through UN agencies by manufacturer

« 3-5 lots selected by WHO and samples requested from the
manufacturer

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘

B—=7v b TAMIERTITONE T, BFHET A€
AD—ETY, FEHBEDHEHK. A —H—DRENS
DEZNEBEDBMEOT/OLRILBVET, 2—7 v
b7 A BEELRHOTIFHIZRAE LT, Rl
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HEET7F Oy MR LTITVLWEY, EEfamIc
BLTIE ZTDLIIEBE>TEYET, S RHZTN
ZITVWET, FFIARICBLVT. BREDHDT > TV
KBT—RZERTBHLEVNDTETY,

05Q. vaccine quality and cold chain
issues

Vaccine storage

Shipping oos resuits Manufacturing

Manufacturer
NCLs

10032020 PostoQ actvios

DOFVORERBICOVTHELET., EEICMHE
THTIFVOHEBITHEWT, R IERITHEDOEND,
ZEEOIT VDN EWRIBETCOBHBEE R EDEH
lckv., BERICT Y FOREOVDNEBRZRLTL
BEILT Z—LHHET, EZX2 UV T TINAADMT
WTEHEY. BEREDHDET/NAADT T —LHHE
T T2 HERTMBEDAIC, BEEENGINT
Wb ofeT A BERE LTRELET, RALLSGER
EEEOMEN. #EPIichbh)ExI L. BFE - RESD
ICHRIVET, RS CHBICHENDSHEEHHYE
T, BIAIE2~8CTIFHEST. ARLTLESfzEW
STELBYVET, 7YY NI FUDBEITIER
BILBRYVET, 7VaN\V I F UG BEQOH—
T2CAETE>TEESHEVDTIN 59 5ERE
Frv i LEIFNIEWNTEVDIFTY, ZhHZIf
EOfRHC TV FUDREL TW e EWS 2 ETY,

ZhhH 5 00S (Out of Specification : EREN) D
BETT, A—H—DREUHBROTOV S LY. BE
LROIRDOSFERE - REBECTREZTOER. @
ERREERELTWR EWSREND > IBEICISFHE
LI NIE7EY £ A,

T WERACORELHVET, 7T/FTT7F—
PO EBEICHY £ LT,

06Q. Reporting of AEFIs (1)
« TRS 978 annex 6 (2013) section 11.2

« Reports can come from:
= manufacturer
* recipient country program
*+ NRA
+ UN procurement agencies
+ literature

« Several areas at WHO contribute to investigation
+ WHO/RHT/Safety and Vigilance (Causality Assessment)
+ WHO/RHT/PQT
+ review of manufacture
- testing
+ distribution

mmmmmmmmmmmmmmmmmmm

HP—RASVALR=—FEVSDEHVET, LKR—
PORETHLHBENEETVET & A—H— ZERE.
HEEOREFEE. EEOFEKRE. MaZzERT 5E
DOFEFER/EENSHET, oo XMBRELGLE. W5
WAGIBRED DY E T,

BEFRICEALTE TCHEZTVET., KTbERA
PFELDRTUHRI > TEESHEWVHSTY, 50
STENRIVET EFHERBTDLDONTELLLEY
FIDTC. CEBRIBRELL VIV F U ERZITO>TWSE
<7 FNNA R%Z LGIFNIEWTE A, T CITRERIC
EELET, AR RIVEVEBLTWET 7 F R,
BHIICZ DWVWSEDHADTWB TV FUHHNE. ¢
CERLTHRZERSEZITNREETY €A TOTHEW
CEDOFHEET O S LCKEGHEDNHBD5TY,

06Q. Reporting of AEFIs (2)

« Vaccine quality/safety issue identified

could result in suspension of supply or marketing authorisation/PQ
withdrawal

« Programmatic issue identified
+ immunisation program training required (WHO/EPI support)
- change in labelling required ? (PQT review)

10032020 PostQ actiies

ZNH'5 WHO HFfE L TWBE DO DMEENH Y £
Y. ket VIFVORE - REDRKRE. BEERD
WREER - & [IEGETT, 1HAETREI > L
BMEICERERDZ LRI U hREWNEWND T &ETH
BLTWEY, REHBLEELTVET., EEHF/D
A=A—IAT2TC. ESVSHEBELEDHOZHRT ST &
HDEETY., T LT, REHAEZ LoV iIThaInE
TYEEA,.

BRICEOTIE Al ELTT AN ZT BT EDD
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LOMOEIATEI 2TV el ENRRDHBEEHEZS
NBH5TY, BHIEWVAWLEHY EITH. 10 FIFLEH
<TI0 F oYV TIVIERISEDRBRNE DO B Y Bif%
BEEN, TNOSEFREELIYEENcEWS A
bdh) & L,

TNHS5 7075 LELTOBEDREELEHYET,
PIZIE, FEEIER T, FHAKEES EWVDSTETH
DEXEME—HEICT I F U EZREL TV TDHEH
BhEZEREZALEVSTENHYE LTz, thiciE. B
DFHERTOV S LBEROBELHY 9. HIZE.
FHEBZITOAMDO L —ZVIDR+TRTHB%G
& REEAOBELHYET., o AR BOD
TFVHOROBDT7 7V r—2—tETRE Inz”7
L7ZA4IWRY Y IREBST. A—=Z V7TV —
B—CHZRILTEOTLESGTE WAWBERED
HBVET, INIVERRZLODYEBREIL, £V TS L
ZEEOTIIDOTEDEETY ., TDXSLREERMDME
Blch, EBAEHIELTODLEITNIEWIFE A,

B SeiEEHEROM Y S —ERR—

01C. Annual reporting
PQVAR

+ Variations
+ summary of changes/variations (minor)

« those requiring "approval before implementation" are assessed
separately

« Implementation of post-prequalification commitments

« results/update of ongoing/planned clinical trials/observational
studies

« post-marketing surveillance commitments

« Periodic Safety Update Report (PSUR)

10032020 PosteQ actvins

S7Vx—F HHIZHERDEHOVTEFELLE
¥ INETODRET. BAEERODIENHE LD M@
BEEDHLDT LI, HafENBEEERT. mEUN
DEHFEZ LTWERWERWVET,
HANGEDLE LT, BRBICRESNGEL >IEE
ERNFELET, R EHBLADYELBY, <A
T—EENDHBBEIE. EEZREMET HE1ICERZRIS
BIFNEGEY FA. 71 —X4DABRDKRETY, T
NIFERFEIDHZBRIFEREINE A, LH L. FFR
HEEDAIY PAYRELTRIFANSZLIEHYE
Yo FBHIGLE CIET7 )T 1 AIVEEDZAN-LETD
T, HmOREMICESIEEEERTE 5. F7l
FEHEDAZ Y AV F ERIFANDBERHYET,
ERIEEEEOII Y b A Y bORICIFBERDRE.
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13. WHO il GEHU £ O Mt

ThHEHLEZ—F v hRE2IL—Y 3 VOMEDLHYF
Yo RIVIUR=/N\—DHRT, T7FVDOHNREICLD
WT. BIZIRERRDAD T —2HEWVHSEIGEE S
EVWSBEICIF. SEDT—2EZIFANE T, PMS (Post
Marketing Surveillance : miR#EAZE) (CBALTHIZ Y
FAYVREHVETHN DIVFVTRRBICREEVDS T
B774IVDT—2EERANCNBZ LIETEERLAD
T, BM7T—20EDEDREZHFITLEVNSHDTY,
Thoo, F1EOERNGREMT Y 77— bRED
HVET, INZBEELEBE—MICERTVEET,

02C. Reassessment

« Evaluation of the updated Dossier
Ideally only sections indicated as changed will be evaluated...

020 PostPQ acies

7y 7T hENEROBFHELH Y T,

03C. PSURs and Vaccine Prequalification

PSURs can be received by WHO Vaccine PQ Secretariat in two
situations:

« Before prequalification

In case of new applications for PQ of vaccines already marketed for
more than a year

« After prequalification

PSURs should be submitted annually as part of the Prequalification
Vaccine Annual Review (PQVAR) documentation

PSUR (Periodic Safety Update Report : EEHIZ M
BHHRESE) ICOWTCEHBLEY, 77 FUHmiEIcH
THEERDE, AEDLDPSURHAEHTWVWSIZTTY, &
NEBFIRADORBSEICHMI LITNIEWITEEA,
EFIEREEEIE. PSURET7 Z 27 IV R— k& LTRE
LTV ELHYET,
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04C. PSUR format

« No specific format required

The format required by the National Regulatory Authority (NRA) of
reference is accepted by WHO

« Content is what matters

= ICH format is accepted

10032020 PosteQ scties

PSURD T # =X v M, —RHGEHDTIE. Ramlc
LT, NTVRDEN RV FHiZH < EWDIER
BHNET., TNIREBTBRETIDTC, VAZIKAD
Tl BFETOTCVEET,

05C. Evaluation of the PSUR

1. Background information on the vaccine product
1.1 Composition of the vaccine
1.2 Recommended schedules and routes of administration
1.3 Marketing authorization status
2. Presentation of PSUR(s)
2.1 General information
2.2 Serious unlisted adverse events
2.3 Non-serious unlisted reported adverse events
2.4 Serious and non-serious listed events
2.5 Medically unconfirmed cases
2.6 Clustering
2.7 Other safety information

3. Overall safety evaluation, conclusions and recommendations

10032020 PostQ scties 2

PSUR CTOFHlild. 77 F > DHMIBERICET LD
BB ET, TIFOMM. BEAT Y 1—)b .
R=T 74V TDEBRRAZETY, e PSUR DI
AT BHDTIE. —RIFIHR. ERXELUIFERGEHE
EERLGEDBVET,

06C. Additional considerations

« All dosage forms, formulations and indications for a given
vaccine should be covered in one PSUR

« Within a single PSUR separate presentations of data may be
appropriate for different
+ dosage forms
* indications
« populations (e.g. children vs. adults)
« schedules (e.g. age at administration, booster dose)
+ and routes of administration

= For combination vaccines a separate PSUR is required even
when its individual components, alone or in combination, are
marketed individually
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14.
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Overview of the Pandemic Influenza Preparedness (PIP) Framework

WHO 7 27 F >/ &
Yy « A2VF 4 vF SashaKontic

WHO BRIEFING WORKSHOP FOR JAPANESE
MANUFACTURERS ON WHO PREQUALIFICATION OF
. MEDICINES AND VACCINES
V-7: Overview of the Pandemic Influenza Preparedness
(PIP) Framework
for the sharing of influenza viruses &
access to vaccines and other benefits

12 & 13 February 2020
Tokyo, Japan
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Background — Pandemic Influenza

Influenza — a rapidly changing virus

->Seasonal influenza kills:
>290 000 - 650 000 people
every year

->Pandemic influenza killed:
~ 52000 000

in the past 100 years
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GISRS & PIP Framework
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SMTA2 Overview
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WHO Activities to Facilitate Access of Pandemic Vaccines

WHO 77 F >l 27—

HIVA Y

Briefing workshop for
Japanese manufacturers on
WHO prequalification for
medicines and vaccines
12 & 13 February 2020 -
Tokyo, Japan
WHO activities to
facilitate access of
pandemic vaccines

12-13 February
2020

Alan Fauconnier
Carmen Rodriguez (presenter)
Olivier Lapujade

AFYSRX PPTL—LT—7ITHEWVWT. PIP7L—LA
T—=I I TIEGEL. ReBEDF>TWAMDY X7 I
LLBS LT}DEEL Lfgb\&/u\b\ijo

Assessment pathways for
vaccines and other biologicals

Risk based
assessments
time limited

Prequalification
(PQ)

« Licensed/PQ vaccine for emergency
use (i.e fractional dose)

+ Response to the need of
procurement agencies and Member
States for quality-assured health
products, by creating and applying
quality-assurance mechanisms

* Reliance on “Stringent Regulatory
Authority” possible

+ Emergency use and assessment
listing EUAL

« Stockpiles: smallpox and polio

* Snake antivenom

« Other products, i.e. DAT, TAT, Rabies,

+ _rsv.mab
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WHO Regulatory work to prepare for
Public Health Emergencies

+ Support for WHO’s R & D Blueprint

+ Technical guidelines and standards

+ Regulatory Systems Strengthening (mapping of
provisions and competences, table top exercise,
support for guidelines and SOPs)

WHO Regulatory work to prepare for
Public Health Emergencies

+ Regulatory platforms to facilitate registration of
drugs/vaccines through joint reviews

« Emergency Use (Assessment) and Listing (EUL)

+ Safety monitoring
» Communication and coordination

WHO BT RHIBEDIERETY, BEEDEWVER
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Ffz. EUL (Emergency Use (Assessment) and Listing)
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Pandemic flu vaccines

o

Pandemic flu vaccines: what we have done?

H1N1 vaccines (8 IFPMA, 1 DCMN) Seasonal (13 IFPMA, 3 DCVMN)

A 4

Consultation manufacturers: Workshops, one on

Regulatory preparedness activities:

Facilitating access CRP like workshop seasonal

Consultation with NRAs

Development of pre-pandemic PQ

Facilitating access in countries
6
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Pandemic flu vaccines

1) Evaluate products profile to define assessment Prequalification pathway

2) Consultation with regulatory authorities (i.e USFDA and EMA experts)
regarding evaluation and regulatory experience with the development of pre-
pandemic vaccine candidates. Discuss a framework for a streamlined process

3) Conduct consultations with developers of pre-pandemic vaccines to
estimate timelines for future submissions and initiate contact for pre-submission
meetings

INVTZYIDTIFUICETHIRIVEHTIH. F
TREDTOT 74 )& FHE L TERIFREEDFMED/ N X
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EHELE T,

Preparing for success - what we
need to know

- Prioritization based on public health needs — prepare in advance
- Where is the vaccine to be manufactured?

« What is the status of the NRA in that country?

« Are programmatic suitability and PQ conditions met?

» What are the expected timelines for CT, regulatory submission?

- Can we facilitate review of trials through networks i.e AVAREF?

- Do we need to develop WHO (ECBS) guidelines/
recommendations?
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T, PIFVERICERETHCENEETT, Tl &
TTIUVFVDMESNZDLEEBELET, ZOEDY
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FEHEBEE OIS LNDBEEMHIGE SH . BaIFRADE
LB TN TWB D, CT (Clinical Test : ERFREHER) «
BEYBNDORER T I 21— WigESH. BERERY b+
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Regulatory preparedness: What?

Mapping regulatory requirements:
Emergency situation

What regulatory
approval?
What do countries ~ What can be Authorization for
need? waived/adapted? use?
Import

requirements?

9
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Regulatory preparedness: How?

« |dentification of “champions”
NRAs

« Collaboration between relevant
authorities in the region
+ regulatory networks.

+ Regulatory authorities overseeing
pandemic vaccines (ebola vaccine
model)
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Regulatory preparedness: What else?

Safety
e N

Quality Efficacy
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Conclusion

- Regulatory requirements needs to be anticipated — not just
added in at late stage

- Many possibilities to facilitate assessment and registration exist
« The 5Ps!

- Perfect Preparation Prevents Poor Performance

FEHTT, REIEHIE. EBALEFRTIRELD
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I'perfect preparation prevents poor performance] T9,
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Back-up slides

Different types of vaccines

0 Pandemic vaccine or ‘final’ pandemic vaccine: the one actually used in a pandemic

0 Prototype vaccine or pandemic preparedness vaccine: an ‘archetypal’ pandemic
influenza vaccine, developed and licensed before a pandemic, using a model virus strain.
» Provision for evaluation in the pre-pandemic period that allows NRA to conduct a
substantial evaluation in advance, reducing the time for review of a strain change
supplement when the pandemic is declared.
» The model strain may be a strain of bird flu virus (for example A/H5N1) that could
potentially cause a pandemic

) Pre-pandemic vaccine or zoonotic influenza vaccine: a licensed vaccine that is produced
and iled in anticipation of a ic. The strain used in a pre-pandemic vaccine is
a strain that, with a certain likelihood, could be the agent of a putative next pandemic,
such as zoonotic influenza strains (e.g. bird flu strain).

[ Seasonal vaccines: trivalent, quadrivalent

1 Upon outbreak of pandemic, prototype, pre-pandemic and seasonal vaccines may
become pandemic vaccines.

Quality / CMC — Description and
Composition of the vaccine

0 Mass inati ign = vial vial (MDV) presentation

) May require inclusion of a preservative agent (e.g. thiomersal)

[ Most of seasonal vaccines are not adjuvanted

[ A substantial number of prototype and pre-pandemic vaccines are adjuvanted
» better immune response
> itation of a broader tivity
» antigen sparing

Quality / CMC - Stability

[ Both seasonal and prototype vaccines may have a limited shelf-life (e.g. 12
months)

J Pre-pandemic vaccines are intended for stockpiling = a longer shelf-life is
required

m vrFryrav
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Non clinical

1 Where no adjuvant
1 Where known combination of adjuvant and antigen

> only limited data needed

1 Where new adjuvant

= full non-clinical module

[ Vax relies essentially on NRA for review and assessment of non-clinical data

Clinical

Seasonal vaccine requirements apply to prototype and pre-pandemic vaccines
O Immunogenicity studies

0 Where adjuvanted, definition of antigen concentration

() Safety

1 Lot to lot consistency (unless evidenced by quality data)

a Co”tration

 Different age groups

{1 Ideally, a single dose suffice to elicit protective immunity

Programmatic Suitability

[ MDV ready-to-use presentations must include a anti-microbial
~ test for efficacy of antimicrobial preservation

Jvwm
» Can be implemented for prototype vaccine
» May be challenging for pre-pandemic vaccines intended for stockpiling
» VVM2, VVM7, VWM11, VVM14, VVM30, VVM250 (days at 37°C)
» VVM250: time to end point at +25°C > 900 days.

Labeling/Package insert (PI)

The following points should be considered:

1 Language for labelling / PI: English

1 Inclusion of a link (e.g. QR code) towards translated documentation

) Implementation of a harmonised core PI

1 Identification of pandemic vaccine on the packaging: avoid ambiguity with seasonal

1 No expiry date on the label of pre-pandemic vaccines intended for stockpiling
» each shipment should be accompanied by a certificate of the authority providing the
expiry date as established from the approved shelf life at that time...
» ...allowing extension of the shelf-life as additional stability data become available.
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Batch release

Continued compliance with specifications is achieved through lot release and testing by the
NRA/NCL (National Control Laboratory)

) Specific abridged batch release procedure for pandemic vaccine

PQ application and procedure

1 Vaccine Prequalification Dossier (CTD format) should be used

0 Fast track procedure for variation (change of strain of prototype)

EUNRA

0 Derogation from sunset clause

PQ application and procedure

New vaccine developed once an influenza pandemic is declared

[ Fast track-procedure: provisions are provided in section 5 of the ‘Procedure for
assessing the acceptability, in principle, of vaccines for purchase by United Nations
agencies’ (TRS978, annex 6) for this option

J Consider a staged/rolling submission — submit data as they become available

U Close interaction/collaboration between NRA and WHO PQT

Biosafety considerations

[ Reverse genetics methology gives rise to GMO strains
» additional regulatory requirements

0 Pre-pandemic and pandemic strains may be highly pathogenic

0 Guidelines for the safe development and production of vaccines to human pandemic
influenza viruses and influenza viruses with pandemic potential (TRS1016, Annex 3)
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