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« This presentation was not officially cleared, and
the views offered here do not necessarily
represent the official positions at MOHW, including
NHIA.

* Your questions are welcome at any time.
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» Health Technology Assessment (HTA) is "a

multidisciplinary process that uses explicit A J /
methods to determine the value of a health ’
technology at different points in its lifecycle.

F.

The purpose is to inform decision-making to

promote an equitable, efficient and high- \

quality health system." x{

- BEREARNOFEE  HS - BESM - % /
SRR TS B AR T \
.

- MAAENARERNEREE HTA Glossan,

& F A httos //www.adelaide.edu.au/ahta/services/hta/

« HTA can Help!

International Network of Asencies for HTA (INAHTA). www.inahta.org

5
Int J Technol Assess Heal:h. 2020 May 13;1-4.
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- REARZ ZEE - BUR Bt
EAZY ERNER TR International Network of Agencies for HTA (INAHTA)

%I,I 3 Agencies by region:
+ 31 Europe

CHEREANESR FEERARGY [ oname

+ 5 Canada & USA

P
“

Lait o BLRSMBERERENTE L Atralia & New Zealand
" R + 2 Africa

BRI -

Agencies by country economic

« CDE/HTA Taiwan is one of the status:

+ 42in high income
INAHTA Board of Directors (2019- countries

+ 8in upper-middle income
2021; 2016-2018) countries

+ 1lower-middle income country

* International Network of Agencies for HTA (INAHTA). www.inahta.org
e IntJ Technol Assess Health. 2020 May 13;1-4.
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The Decision Making Process of New Drug Listing since 2013
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NHIA: National Health Insurance Administration (former: BNHI)l
PBRS: Pharmaceutical Benefit and Reimbursement Standard
MOHW: Ministry of Health and Welfare
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Uncertainty in
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effectiveness
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2018 International HTA conference in
Taiwan- MEA policy implementation
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MEASs Models in Taiwan

based { Q <
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, @oe

1. Ensure the improvement in
overall survival

2. Ensure the progression-free
survival

3. Refund / payback based on
response rate etc.

»
B A RS EREO

Financia

|I-based

Performanc
e-based

1. Fixed-rate refund / payback
2. Free doses
3. Payback for co-prescribed drugs

Mutual

share by
negotiation

Mutual share by
negotiation

Mutual share of refu:vi/
payback among
pharmactuiizal products
with toe sanve inigredient or

pirurriiacolegical category.

MEA: Managed Entry Agreement

©

“Drug Prices

should reflect Value”




Elements of existing value frameworks

N

Clinical effectiveness
2. Comparative effectiveness
3. quality of supportive

Clinical benefit
Toxicity

AON=

evidence Symptom palliation
4. Equity/disparity Prc[{ose_d software
5. Cost-effectiveness gppllcatlon‘ for patient
6. Health care resource input on above
utilization
1. Long-term
value
® Comparative
effectivenesa
1. Live longer ® Cost-
® Improved overall effecti en.ss
survival ® Otherkenems
® Improved disease ® Conte.tual
free survival ~urisider ations
® Improved 2. X0 trerm
progression-free affordatifity
survival ® pbudgetimpact
2. Live better
® Improved quality of
life ASCO: American Society of Clinical Ccologv; ESMO: European Society for
3. Reduced toxicity Medical Oncology ICER: Institute for Clinica Effectiveness and Research; NICE
National Institute of Clinical Excziizrice
Am Health Drug Benefits. 2077;10(5):253-260.
HBEFABRELER P
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Equityt

Scientificyspilloverst

Net costs”

QALYs gained*

Redl option valuei

Value of hopet Productivity_t
Adherence-
. . improving
Severity of diseaset factorst

Value of reduction of
uncertainty due to a

Insurance valuet - -
- new diagnostict

Fear of contagiont
“core elements of value; 1 potential novel elements of value; + common but inconsistently used elements of value
Lakdawalla DN, Doshi JA, Garrison LP Jr, Phelps CE, Basu A, Danzon PM. Defining Elements of Value in Health Care-A Health Economics Approach: An ISPOR Special Task Force Report

[3]. Value Health. 2018 Feb;21(2):131-139.
ERBEZEHRBT. https://www.cde.org.tw/Content/Files/Knowledge/42b1ddf1-b991-4797-8¢f6-6¢3b2877d798.pdf.
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Common approaches used to
assess value
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Inforrhations Tarifaires =AMELI
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Case Study (l)-Larotrectinib (1)

# 2 Vitrakvi #f2=8 [9%) larotrectinib
SERBEE BE25=% - BEIOO=ZR « 20E%R/EALRAR

2 - 2, 7
e FEFRETE<1m? : OAR100mg/m? - lflzﬁ

feEkEE21m? : OAR100mg - BRMK

FTEMRERT O BRIE

—IEﬂ A

- ENTRKER R G HECDHEBRENMESRE (acquired resistance
mutation)

- RERUERER - S FMYIRIB O BEE AL B E S Esevere
morbldlty)

RAGENENSEER - iaFEES LERERIERA

BHARABNTRKEER SN EREBZRANRZERA - LRSS

HEBFATRLERP <
B Center For Drug Evaluation

BERERPO. #HI(Vitrakvi) BB HIRE.
https://www.cde.org.tw/Content/Files/HTA/%E8%C7 %~ 5%0=5%93%81/2021%E5%B9%B4/210_
%E8%A8%8E %E8%AB%96%E6%A1%88%E7 %A C%AC1%EG%A1%88_Vitrakvi.pdf

Case Study (l)- -Larotrectinib (2)

LERR

Al S S NP EmA

BRRENTRKERM SN ERERE 2 RE(<185)m A

I FERF & AN TUIR R4

1. ENTRKEFFEBECHNERAR MRS
(acquired resistance mutation)

2. BEBMERERE  SFNRGOEENBER
fiE(severe morbidity)
3. RESENEBRLERE  RNABEEREERE
4, BEREEEIE
1) BR4EEN®E
2 SEﬂETEEPHEZ'
3) HwmE ?LH?W/ZHEL&L?LH?FW
4) ERRDWRE
5) BikigE
6) BEMAmE
/) SABAE

HEEFABELERPC
B Center For Drug Evaluation

BERERDO. #HR(Vitrakvi) BBERIRT GRS,
https://www.cde.org.tw/Content/Files/HTA/%E8%97 %A5%E5%93%81/2021%E5%B9%B4/210_
%E8%A8%8E%E8%AB%96%E6%A1%88%E7 %ACY%AC1%EG6%A1%88_Vitrakvi.pdf




597 0 R IR T

-> NTRK BERRISHER 226170
& EASNEMRERETH NGS
€ G EBEEREE(mmunohistochemistry, IHC)
@ 2 RAIE ST (fluorescence in situ hybridization, FISH)
€ TiER R BEM R R E(reverse transcriptase polymerase chain reaction, RT-PCR)

> NTRK BRI SERZAES T ( TA630 )
& T IO A B AR RRAG B OSBRSS - B E B R AL RS )
o HRMMBIE  SMIF - FIA B - RREARELE
o EREME : SMIF - MR RICERE

N\

%

BERERPO. #HI(Vitrakvi) BB HIRE.
https://www.cde.org.tw/Content/Files/HTA/%E8%C7 %~ 5%0=5%93%81/2021%E5%B9%B4/210_
%E8%A8%8E%E8%AB%96%EB%A1%88%ET 7 AC%AC1%EG%A1%88_Vitrakvi.pdf

HEBFATRLERP <
Center For Drug Evaluation

BB L 2 - BRI ERERS

e NCT02172713 NCT02637687 NCT02576431
HEBE 2P0 G FIPHERERE SESPL - BN FLL2BHE SESPL - BRE - E28
£t BERIER LE MERNEREERR ERS R
1. 1BEEE21REERNBE
gEpuBEERyERE 1 212RE5R MBS
1 18mEaRmHmENEEL PESSRFEEEERE NEBUEEREERN
EREEIERESE %’qa B BLEAYREIAE EOERBARA ;
s B8 40 AUARRRIE - BRRELH mREOES  RERED 2. M\,E&xL%*“E’H“
A SR B AL HARA ERA AF - SR
" 2. FTHNTRKEEMSRBMREE 2. SEEaEN2EWLEE 52@#%;% B2
2, % 3. EANTRKEERAS®
3. ECOGHHHBOE2 - 3. FHNTRKEERARRIRE BEE
22 4. ECOGHAHROE2 -
4, HABBEEREED50
HEHE : 50 2400 mg /X REERRRERRNE
sS8a (50E200mg - BRIRHEA2R) 100 mg/m*EX2 M’Ei%iazazﬂﬁ 100mg - BK2%R
mH= EZE%RE : 100mg - §R2%K - (BRAEZEZABE45100mg)
28R B—REEY  BEESAE SRR A RS NEIE AR
=¥ = IR R
E;;; Z2M . OERAHEHE #2M . LENERSY 1;%5’;5“& (RECIST

H1:BEREE(L - iR DERAITEERNS B RS- O] 35185 ( post-progression treatment
2 L)\M;}FFFg.bEQ%Emm@mmqtW/Content/FlleS/HTA/%E8%97%A5%E5%93%81/2021%E5%BQ%B4/210_

Y%E8%AB%BE%EBY%AB%9I6%EG%AT%88%ET7 %ACKHACT%EGCY%AT%88_Vitrakvi.pdf

HEEFABELERPC
| Center For Drug Evaluation




- Y
BEEZE M - SIS E
TS Z~ AL\ As 1T 1FE
#ZE2019F2H(n=159) #HZE2019%F 78 (n=188)
AEFEZEUECNSERE AEFEBEMCNSIER | EREMCNSER
(n=159) (n=164) (n=24)
(D IEE) 43.0 (6.5%61) % I 42%5% 87%
& <1EB £84% &i[E 0.1%845% 1.3E795%
< 15% 24 A\ (15%) 339 <185% 34% 20A
1% < 18% 28 A(18%)  >18% 66% YN
18% < 655% 77 N (48%) - - -
>655% 30A(19%) - - .
B 5
BRMENE 29A(18%) 2A__ A ]
BiSERER AN(3%) PN XA
HAth 36 A(23%) 27/L /X
PRI 26 A(16%) 24
[REMPIBA R FERE - N 21/
TR R T 21A(13%) ___3_2 N
I B 5A(3%) M/, 5A
SER M IRE B E 1A(<1%) /X 1A
HEFEASHESER P
L Center For Drug Evaluation
b
AR B
ZIN AA nmE

7 1y EHEE R ER(EEAGIER)
ST L RS S ‘ AR RRREE
| * BRSNREE RE BA
IR 3* Mo T 2 4K 2 41 i (non-primary CNS tumour)&!
U7 7FM7H 55 A o
(L) | (EEHiE; ) | RCEIEAD | 75% [80%] ' '
20192819 H 159 A o o
| e 12.9 @8) (153 A2 wE 79% 92% 3%
2019478150 164 A 73% . .
(EMAT5 ) (188 A ) IRC (66%)7 % 63%
[ 83t h B 48 % 4 IE & (primary CNS tumour)4
2019F7815H 24 N\ HRE 21% - -
5E1 SRR M PG e A8 S A e 2 9B 1 B B 2 B & (independent review committee, IRC)1R#E RECIST 1.1 IRAEIT S -

F2  ERREERTERAY -
53 IRBUPEGEARBERBA °
54 RBEUPREHERREREZMIASKIERECIST 1.1 A RANO #E1T:Eff -
BERERDO. #HR(Vitrakvi) BBERIRT GRS,
https://www.cde.org.tw/Content/Files/HTA/%E8%97 %A5%E5%93%81/2021%E5%B9%B4/210_
%E8%A8%8E %E8%AB%96%E6%A1%88%E7 %ACY%AC1%EG6%A1%88_Vitrakvi.pdf
HEFABHELERP <

B Center For Drug Evaluation




E EEEN R EASERS (1)

ZEINICE (2020 &£ 5 B 27 H)
=> 23 larotrectinib fFAEEZME S (Cancer Drugs Fund)2ERRAEEE BRAE NTRK £E
MEBUNERERZRANRERA - BEBEAMNRE
¢ ERREEMGIISE IR - S FMIRRR O] AR IS AL B EIRAE
¢ RERERAEEE-
-> EfH:

1. EENTRKEEMEBHEREBNHRABNSEELESX  BSHABESKRERBERRE
HAEDRIAATE - Larotrectinib®— B R KBAGEIAES T ; HENANTRKERRS - &5
MEREEREEE M - MEEEMSEERTS AEMNERER -

2. BRRERBEBIEY - larotrectinib B ABEEANTRKEER S HIIER - olES) 4/ BRI E
EBEREBHABPREAEMAEEETIER - REAE arotrectinibABEURA DL i - BETR
15 - larotrectinib ¥/ 25 NTRK EERISHE 2 EBRREFENY - B0 @R R
BUHEBROU B REERE -

3. Larotrectinib BRI AR HEHERIEEREEL - FREE DI A KIS S RNHSE FRIER
AE - BEENEENERBCRFEEESAHBYUES -

4. HEFZERNBAEMRBRERBENTEEY - BEBASH FarotrectinibA T AR A BL
AYR  MHEBEEEERESNFERIREEEN -

= -] ” BERERD . HFR(Vitrakvi) BERIEHEHRE
HELTARE O EEEPe https://www.cde.org.tw/Content/Files/HTA/%E8%97%A5% F5709 1%81/20.21%E5%BI%BA4/210_%E8%A8%BE%ES%AB%IE%EE%A1%88%ET%ACKHACI%EE%A
= ‘ Hps:/www.cd
Center For Drug Evaluation 1%88_Vitrakvi.pdf

4~
=111
1=]

F BRI Y

MG AEERS (1)

BUMPBAC (2020 £ ViH4H BE4&W)

=> SRENTS R EEEBWE larotrectinib FRAEE NTRK ERRES 2 #AFMTtIFRAEEE MeH - 8
S SUS R HAB R R TR M F M0 (disfiguring surgery) sl i B ik LA R| ST B M SN RITIBRAY

R -

| => EH:

| 1. NTRKEFMEEBNEAGCASERRERNESAYALE CHSERNBERENTHE
NTRK EER AR - BRIBRAER KRR larotrectinib TIRERITEE A BRMEIE EER B
BAEBLLAIZRE NTRK 2R/ E Z BB ZE KRR AR -

2. FEHWEH larotrectinib WERTELERAEBENER YT  ERAMREHEEFRTES
HWEEEREEE - AREEE -

3. PBACEBEHEPBSH LR KR MEHE 7 Al S RN B BIRTS 54305 5 8 (MSAC) B R Z

NTRK EF#HARAETREER -

BERERPO. M2 (Vitrakvi) BRI GRS,
https://www.cde.org.tw/Content/Files/HTA/%E8%97 %A5%E5%93%81/2021%E5%B9%B4/210_%E8%A8%8E %E8%AB%96%E6%A1%88%E7%AC%AC1%
E6%A1%88_Vitrakvi.pdf

HEEFABELERPC
| Center For Drug Evaluation




EEEER R EASES (1)

INZACADTH (2019 £ 10 B 31 H)

=> FEZELT larotrectinib FARAEA NTRK ERRISZENMBEBHERENRAR
FRERA -

-> EfH:

1. FHEZElarotrectinibliBR A ABEENRETHUBEEEBEEEBHANES - Larotrectinibia B
FTEENEREY  BEHEANZBEESHSEARNARELE - AR :
(MEMANTHBESHATHWBABPEFEERE LS
EARBERRLFMAEERNER '

Q)R ZHIBRENTRKER M S S A AR RN EEREF

4)

6

4)FRZENTRKERR SR AERBER FIERERZELER
)ik Z IS FF ORR 1FRPFS R/EHOSHE R ER
2. ERMADHRBAGE 2 BRERGEEREY  ALERRFAENESSE M0SRPFSI &
;iﬂ:r%%
3. EREHAFTRABRNESHERRRYRREFEREANTREY - A% aotrectinib 15
RIRB AR A 455 -

4. Larotrectinio B 10 12 5514 AT 300 ORIt 0 ) RS 1

AU BEEERY -

HEBFATRLERP <
Center For Drug Evaluation

EEEEB WA GASRS (V)

ﬂﬂ%jiCADtH (2012 £ 10 A 31 AH)

> EiESE pERCRATRE—F BB HKIERarotrectinibEEEIZ WA HAY
PUKREZEY - URBEE—DEBRETE NTRK EER S RIRHREEFEA
MFEZRE ; FIf - ZETFEHEA NTRK ERRSHR A BEEEHER

#R - {BZ - pERC E—FTRE - BRIHFA=RHERIRSE - HELRFEIZF
EUBERNEE  ENTRK ZEERSEEARENEESHEFEAREY -

- GeLit ZEEREHRE NTRK EERMSHABEERENESHERYE

(net clinical benefit){S & &5

HEEFABELERPC
| Center For Drug Evaluation
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BRI E o BNNEERFEEM A : Eﬁ%iﬂiﬂ;ﬁss%%ﬁ ’
T OB . 2018 REE " I ﬁin%gm}:nﬁﬁﬂ&
L‘leOﬁ% ti& ;EECDE%B}J ® {E1%.%nﬁ' ’ %?ﬂ ;:Qﬂ N %JﬁmKﬂ
R REAE 45 1 2% R CmAs L RRMBER -
WRMBGN MAGMEANR
TAEOFE  BEMEA) gy | BAAEBEEER
N . EEmme. R RRET | aRgpRssER
ZHCDEHTAE = opExE @ BRsxhEw 0 FEERNE R
Ny )~ 2z O NICE - B 3 N 20195 E_;“:‘“.\‘g
gTEmORR | [oC oun 8 mEshes RSB
ETIOEMHTARTE © =2l R | MESEEZE  WEE. 7
¢ B20155F# - ESAEHBO 0 AR (N
REEEFCOE | M- il Akl
HTASRlief7 | REMEmHRR @
. CEIRE
ATEIOZEmHTA wliRE
T - %

Drug expenditure cap: 800 millions
NTD (25.5 million USD)

3 drugs

MEA: Financial-based agreements

MM: Melanoma Metastatic, NSCLC: Non-Small Cell Lung Cancer, UC: Urothelial Carcinoma, HL: Hodgkin's Lymphoma,
& o & HNSCC: Head and Neck squamous cell carcinoma, GC: advanced gastric or gastro-oesophageal junction cancer,
- MEFABRLER I:P_""' RCC: Renal Cell Carcinoma, HCC: Hepatocellular Carcinoma
Center For Drug Evaluation e

e —
68




IO drugs - Reassessment and Disinvestment

April 2021

USFDA Panel Opposes Nivolumab for
Second-line Advanced HCC and
Pembrolizumab Third-Line Indication in

April 1, 2020

Extend the total course of medication
for those responding to it to a
maximum of 2 years, and to expand

the conditions for medications

Gastric/GEJ Cancer effective for UC.

April 1, 2020

The GC and HCC indications
that received approval via
accelerated review.
Considering the relative lack of
payment benefits in existing
treatments and after failing to
reach risk-sharing ag-ze:n>nts,
the NHIA unprecedentadly.
resolved to suspend mevs
applications .2 Aoril 2027

CDE/HTA, Taiaren.
Keep track orfuind-uses and the number of
uses, as weli as\to collect real-world data
(RWD) on‘atients using drugs to assess
the overall payment benefits of ICls.

The indications initially included in the NR/A
coverage included drug indications with
uncertain clinical and cost benefits

European Review for Medical and Pharmacological
Sciences. 2021; 25: 6548-6856.

N

BB HHIE 2 M= B

European Review for Medical and Pharm. =ol =27l Scier.es 2021; 25: 6548-6556
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Real-world res:!ts oiinimune checkpoint
inhibitors fran,-the Taiwan National Health
Insurance k=gistration System
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Key Messages

Regulatory-HTA Collaboration
*Guidance on parallel consultation

The Impact of HTA in ICls policy *Parallel Scientific Advice
Under a universal health coverage (UHC)
system, how to optimize drug value with a fair
price is important for a sustainable healthcare
system

Increase Patients’ Access to
New Drug

*Horizon Scanning

*Managed Entry Agreement (MEA)
*Reassessment

Since 2007, Taiwan began
conducting health

technology assessments
(HTA)

HEBFAGRLEER
= Center For Drug Evaluation
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Thank You
FOor Your

Attention

https:/lwww.cde.org.twiHTA/
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DISCLAIMER

o RAREBBABTECNRENERR - NOFRBERFD B RERE
EEER  FEETERBEZERSE -
» Thispresentation was not officially cleared, and the

vievys offered here do not necessarily represent the
nfficial positions at MOHW, including TFDA.
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Scientific Basis: ICH E5
* Objective of ICH E5:

— How to accept data from foreign region for a new region and

to minimize duplication of clinical data in new region

« Main contents of ICH E5 (including Q/A):

— Methods of characterizing ethnic sensitivity
— Ethnic differences: intrinsic and extrinsic factors
— Provide “bridging study” strategy for new region

— Describing types of bridging studies

— MRCTs, including a region of interests, zculd serve as a bridging

study

»
B ARERERHD

©,

WTRINGIC EXTRINSIC

..... Physiological and

Genetic ; pathological conditions Environmental
~1 | Age Climate
Gendur | (children-elderly) Sunlight
Height Pollution

Bodyweight

i Liver Culture

Pharmacokinetics
Evaluation

Clinical Evaluation

Geneti
of the dru
Alcohol
1
Food habits
Genetic diseases Diseases Stress

Regulatory practice/GCP
Methodology/Endpoints

»
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Assessment of the clinical data Further clinical study(ies) Acceptability

package in the new region "ﬁy’;?ﬂ:;ﬁﬂ'w in the new region ?
Question 1 Question 2 Question 3 Question 4
Meets regulatory Extrapolation of foreign
requirements ? data appropriate ?
Yes B Yes | idyneedea
Original
CDP
including > Yes B No [ Sudyeehecded
foreign
clinical data
No —»| Yes
\ No > No

[ Additional clinical study(ies) ICH E5 (R1)

B
MEEARERTHT O

Center for Drug Evaluation, Taiwan




ICH E17

* Objective of ICH E17:

— Increasing the acceptability of MRCTs in global regulatory
submissions

— MRCT: A clinical trial conducted in more than one region

under a single protocol
B #Eplanning stage®i# A P& FE2 B Hregions
B##ETMRCT
- DIMRCTRERETERER

]
MBS ARERESD

1. Independent strategy: Local trials

Submission*
) PK Exploratorv \\ Confirmatory Regulatory \!
Aregion clinicaltria'c !// clinical trials IRe\fie\.\f |
- — : Submission*
B region Y p ) Exploratory Corffirmatory  \! Regulatory
/ clinical trials clincn:al trials 1 Review

Delay

2. Gloka! sua egy: representative example of MRCTs
Submission”

Aregion ".‘ Exploratory

v clinical trials **

\ Including

/ pharmacology
Bregion  (PK/PD)study
{ ; :Review

...................

No delay

Figure 1. Illustrations of clinical drug development workflow across regions
for drug submission and regulatory review in independent and
global strategies

*! Marketing Authorization Application/New Drug Application
**: Could be parallel single region trials or MRCTs D




Consideration of Ethnic Factors (1)

« Asin ICH E5, ethnic factors are defined as
— Intrinsic factors (eg. genetic, physiological)
— Extrinsic factors (eg. medical practice)
» Should be identified during the planning stage, information

about them should be collected and evaluated when
conducting MRCTs

« MRCTs should be designed to provide informat oitto support
an evaluation of whether the overall treatment effect applies

to subjects from participating regions

-
MEEARERERTO

Consideration of Ethnic Factors (2)

« Evaluation of ziibgroups defined by intrinsic and
extrinsic factors
— Pre-specified in the protocol & SAP
-~ Plausibly predictive of differential response to treatment

-+ examples of subgroups
» Disease stage (mild/mod/severe)
» Race and/or ethnicity (Asian, Black, Caucasians)
» Genetic factors (polymorphisms of drug metabolizing enzymes)

* Pooled subpopulation

-
MEEARERERTO




MRCT Design

BSE REVIEW

B
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Rewview Strategy

Thorough review ofintrinsic/extrinsic factors of ethnic sensitivity (12 items)

Comparison ¢i PK profile (AUC & C,,,) and PD (if any) between

Caucasians (or overall study population) and East Asians

Comparisen of clinical efficacy and safety between Caucasians (or overall

stucly population) and East Asians

Clinical data of East Asians:
— Bridging study results
— East Asian phase Il dose-response data
— Subgroup analysis of East Asians subjects of MRCTs

— East Asian phase Il data

»
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Particular Intrinsic/Extrinsic Factors in Taiwan-
Venothrombotic Events (VTE)

 Low incidence of VTE after orthopedic surgery of lower

limbs in Taiwan and anticoagulant was not routinely given.

« Impact of benefit/risk evaluation of new anticoag:iants

indicated for VTE prophylaxis after orthopedic surgery in

lower limbs
J Throm Haemost 2012; 10:56-63
—~ J Throm Haemost 2010; 8:1515-1523
m%xﬁ%&aﬁﬁrﬁrb @

Particular Intrinsic/Extrinsic Factors in Taiwan-
Hepatitis B

200% <1.9%
5-7.9% No data
2-469%

-
MEEARERERTO US Centers for Disease Control and Prevention Yellow Book 2024




Particular Intrinsic/Extrinsic Factors in Taiwan-
Hepatitis C

P
T
T
No data
B A PR SR AR L . ;
) Evatantion.T 1JS Centr:rs ror Disease Control and Prevention Yellow Book 2024 @

Particular Intrinsic/Extrinsic Factors in Taiwan-
Hepatitis 8 and Hepatitis C

imnmunosuppressants or anti-cancer treatment (e.g.
rtuximab)
+ Additional risk minimization measures (RMP) for

some immunosuppressants in Taiwan required

G
MEEARERERTO




Particular Intrinsic/Extrinsic Factors in Taiwan-
Tuberculosis (TB)

Estimated TB incidence rates, 2021

WHO Global Tuberculosis Report 2022

»
MEZARERERDDO a ! .
i ) Evilumtibn.Te Taiwan Centers for Disease Control Website

Particular Intrinsic/ezxtrinsic Factors in Taiwan-
Tuverculosis (TB)

* Immunosunpressants (e.g. TNF-alpha inhibitors) may reactivate
laterit TB

« /Latent TB screening by PPD, before drug initiation, is not

applicable in Taiwan due to universal BCG vaccination since 1951

« Taiwan RMP for latent TB screening (more complex methods)

established

G
B AREREEHD




Consequences of BSE

* Inadequate data submitted

— BSE cannot be reviewed, bridging study not waived.

* No or little ethnic difference

— Adopted foreign data, no label modification or action

«  Ethnic difference existed @
— No label modification if clinical insignificance /%

— Label modification if clinical significance ~

* Posology /{3
* Indication

» List bridging data

» List additional safety information @

» Special warning or monitoring procedures \\\7
— Risk minimization measures and special pharmacovigilan‘§\<)
— Not approval, further East Asians data required 5&

« Case by case most of the time ! ’%\ f
G 4 w—

B
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nnnnnn far Brug Evalustion. Tatwan
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Nemonoxacin

* Non-fluorinated quinolone

- FIEE : J5EMKAENemonoxacinBR=
MRBUREFTSIREZ R - BERM2A
B B E MR -
Nemonoxacin 500mg # Levofloxacin 500mg #1 R ¥ s;f.|— _1 ;
n % n % (957 EFPER
{ China, Taiwan ] 2{;0Nx 328 ;1 5 |‘:: 160 8:).4 24%-36,1.7)
[ China 156/60 933 46/52 88.5 . 49(=59,156)
[ Taiwan, South Africa 167/89 753 72/90 80.0 W\ =47 (~169.75)
[ 4t | 4237477 88.7 2617302 864 | —

% : B AW oA AR A BAR AR BRI O IR A B - BEARAT 2L =1000< BRI 2 ol B 1 (BR AR AT 2O ) 3 +

BE R ik + BRI ATIR) -

»
B ARERERHD @

~rasugrel

* A new-generaticn thienopyridine antiplatelet agent
* A prodrug; aciive metabolite: R-138727
 Indicaiicn: acute coronary syndrome (ACS) with PCI
« Posology in US and EU:

— Loading dose (LD): 60 mg single dose

— Maintenance dose (MD): 10 mg QD

* Posology in Japan and Taiwan:
— Loading dose (LD): 20 mg single dose
— Maintenance dose (MD): 3.75 mg QD

G
B AREREEHD




Ethnic Difference

PK of active metabolite R-138727*
— AUC 1.4 times higher in Japanese than Caucasian
C,ax 1.2 times higher in Japanese than Caucasian

PD (IPA, inhibition of platelet aggregation) of prasugrel after 60 mg loading
dose & 10 mg/5 mg maintenance dose*

100 +

0
- Om
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L ]
I o o5 1+ 2 4 220'0 08 1 2 42 WXZ 05 1 2 & 12
R A RS 1 B B/ 5%M 8 HE /&M 18 B B /8¢M

PMDA website @
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Lower Target Dose for East Asians

The inhibition of plaielet activity, measured by PRU (P2Y12 reaction
unit), was stiii.comparable to clopidogrel 300/75 mg when target dose

of prasugrel was lowered to 20/3.75 mg in Japanese subjects.

A 450+
=== 70/3.75 mg prasugrel
4004 =@ 20/5 mg prasugrel
=={J== 300/75 mg clopidogrel

350
300
250

200

Mean PRU
wJ

150

1004

504

»
MEEARERERTC 0
Baseline Week 4 Week 12 J Atheroscler Thromb, 2015; 22: 557-569




| TRITON-TIMI38 PRASFIT-ACS

Population Mainly Caucasian Japanese
Prasuarel LD: 60 mg LD: 20 mg
9 MD: 10 mg MD: 3.75 mg
. LD: 300 mg LD: 300 mg
Clopidogrel (control) MD: 75 mg MD: 75 mg

Prasugrel 1.9%
Clopidogrel 2.2%
HR:0.82 (0.39-1.7%;

Prasugrel 2.4%
Clopidogrel 1.8%

Major TIMI Bleeding
HR:1.32 (1.03-1.68)

6813 6305 6177

= TRITON-TIMI 38 PRASFIT-ACS
Primary Efficacy End Point Clopidogrel 121 | 138 Events
Hazard ratio, 0.81; 151
gg 95%C1.073-090
_ P<0.001 11.8%
£ § Clopiduarel -
- A WY N
2 § F 104 _p—
k: < NV 9.4%
ez — Prasuqrei
52 L
25 5] azard ratio, 0.77 Risk reduction’
135 Events E '[ 95% Cl, 0.56=1,07 230,
?; Hazard ratio, 1.32; (&) |
Clopidogrel :5“3;;:;- LO3-1.68;
L N S U, . PR, PO S, S S, R s S S s s [ . & & . T T : T -
30 60 S0 120 150 120 210 240 270 300 330 360 1390 420 450 0 a0 [:1] a0 120 150 168
Days after Randomization Days from first treatment
No. at Ris" ¢
67956169 €036 5835 5043 4369 3017 Prasiiger b ol 24 i) a5 513 B 509
Clopidr el Go78 604 569 507 582 588 584

5951 5119 4445 3085

-
BEEARERESRD N Engl J Med 2007;357:2001-15

Circ J 2014; 7?:1684-1 692

=rdafitinib

» Inhibit FGFR (fizroblast growth factor receptor) pathway
signaling
 Indication (z.ccelerated approval): Locally advanced or
metasiatic urothelial carcinoma that has:
—“Susceptible FGFR3 or FGFR2 genetic alternations, and
- Progressed during or following at least one line of prior platinum-

containing chemotherapy

» Posology: Oral 8-9 mg QD
Dose madification according to phosphate level and adverse

reactions

Assessment report of Balversa, Taiwan FDA

»
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Ethnic Difference

* Pharmacokinetics
— Total erafitinib exposure: 1.3-fold higher in Japanese
— Free erafitinib exposure: 2-fold higher in Japanese
 Clinical
— Limited Asian subjects for evaluation: 8 for efficacy and 59 ior
safety

— Higher rate of some adverse events for Asians:
* Hyperphosphatemia (93.2% vs. 75.5%)
* Increased AST (39.0% vs. 8.5%)
* Increased ALT (32.2% vs. 16.0%)

Ascessment report of Balversa, Taiwan FDA

MEEARERERTO

Reguiztory Decision

» No additiona! .ast Asian data required before
accelerate:c approval
— Unmet clinical need
—"Monitor of phosphate, AST and ALT in clinical practice

— Dose modification according to safety recommended

» Further East Asian data from post-marketing

confirmatory trial required

Assessment report of Balversa, Taiwan FDA

MEEARERERTO




Pembrolizumab
—EEBBENEBERT . ERER

Estimated age-standardized incidence rates (World) in 2018, melanoma of skin, both sexes, all ages

ASR (World) per 100 000

254
1.7-54
0.72-1.7

0.39-0.72 I ot applicable

<039 No data
Mlrights 1 ¢ Data seurce: GOBOLAY 200 {# World Health
mﬂup.nn unwuh Health Organization | International Agency fo nmmMm lulﬂ;.nl us of any country, termtory, City of anea th)hp( Aumm wic Org ization
of ks authonties, or conceming the delmitation of its wmmmwmmmonmwnmm & borderfines for o)
wnummmmnum m,a.. Wy Qurszaty s
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Pembrolizuniab for 2ndline NSCLC
KEYNOTE-010 (MRCT)

Pembrolizumab 2 mg/kg

\ ~/ N = 344 (East Asian = 64)

Advanced I@
Progr fteEr g::algn#gll ) Randomized Pembrolizumab 10 mg/kg
rapy ( BN Open-label N = 346 (East Asian = 64)

|b|tor if indicated)
-L1TPS 2 1%

Stratification factor: 2
ECOG performance status (0 vs. 1) Docetaxel 75 mg/m

Region (East Asia vs. non-East Asia) N =343 (EaSt Asian = 62)
PD-L1 TPS (= 50% vs. 1-49%)

. Primary endpoints: Overall survival (OS)

Progression free survival (PFS)

(Eimiikﬁjﬁﬂiﬁltrb Lancet 2016; 387: 1540-1 5




Pembrolizumab for NSCLC

Meta-analysis from 191 randomized controlled trials of NSCLC (1975-2010),
involving 6,806 Asian and 41,563 Caucasian. Asian ethnicity was associated
with an improved OS based on multiple regression analysis

J Thorac Oncol 2011; 6: 1030-1038

[ 10 : 506 KEYNOTE-010 S5 HEBEM A (TPS21%) IS5 SN Kaplan-Meier
ity

(L N 11 (1]
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e HRBA)
KEYTRUDA 2 BR/DR  3m 15 © B
KEYTRUDA 10 ERUEF 6 5 ™ Ll [ [
Docetaxel 3 ] on 1 [

518 KEYNOTE-010 3ty T 191 fir2ic &1 MBS EEA 230 » AR 35 H7arse
WEAEAN 6 5 AIEHE B TPS 250%. $IE5 T HBER BB AES T-1 G A (TPS 21%)
HEFTIEDBHES 5347 » L4 B KEYTRUDA 2 BE3/25 - B KEYTRUDA 10 258/2%
TSGR docetaxel A% {5 TPS 250% 2 #1  Aiti & KEYTRUDA
i34 [n=47]F0 docetaxel 4[n=26]6r) 44 K877 R4 . 25 0.48 (95% CI: 0.22,

> 1.07) : (ESEREEFHBEFAD » £0F KEYTRUDA i 2541In=125]f1 docetaxel
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One Size
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Clinical Development Program, Bridging Strategy

Regulatory Agency
Consultation

. Complete Clinical Data Package for BSE, NDA
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