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Yuanjing Xu Senior Project Director, Project Management,
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Utilization of real world data

Hui Huang
Millennium Pharmaceuticals, Inc., a wholly

owned subsidiary of Takeda Pharmaceutical
Company Limited.,

While real-world evidence (RWE) has been
commonly used by the medical community

to understand real-world patient needs and
how drugs are used in normal clinical settings,
regulators and health technology assessment
(HTA) authorities are increasingly interested
in RWE. For example, passage of the US 21st
Century Cures Act in 2016 inspired increased

regulatory action and life sciences industry
interaction with the FDA to bring RWE into drug
development.

This session will provide examples of the use

of RWE in drug development and in regulatory/
HTA decision making. Discussion will highlight
how RWE can identify unmet needs and generate
novel hypotheses that are explored in randomized
controlled trials to improve the drug development
process. Discussion of RWE use in regulatory and
HTA decision making will identify how companies
are engaging with regulators/HTAs, and the

types of decisions where RWE have been most
successfully used.

Patient-centered remote ;&5%

0B $5—ER
NNV T 1 RT7—T RS BEREEAE 72— v—

BIETONTLIMAHRG. BENERI DEEKES
HRDICREINTVD, COBRRDIBERABETILICE
W<DOHDBEEN HD. FIZIE. BEHNBKRARCSNT
356, EHNERENKROOSND. BRRERELE
FHOELICEFRBOVIRVBEBROSNEFEHLL, . 35
DEPTCREDHELAY, HETBIEELELEHD,
Fo. EREET-EXORBANMECIEICEY., RyRNT—
7 FOEERR CEENEEY —EXEZ(T5IEHEM
T2TH25D. CNSDORBEPREADE(NS. REPE
FENETOREZBETILEZZEZ T, BEICEOTLUE
MU g<. KWERBERAEEKRKOTOHEEN R
FOTCE,

CDEOBESENS. Novartis #H@FF I I FffTa AL
T. EEEETRE<EEDOETZPDICHEKRAREERT
% [remote (&MR)] /BERZF/=(F [patient-centered (&
FhDE) | BREFENZHFHUVERKRRBRET L BHNT
HTLTWLWB, 2O patient-centered remote ;&8 % o]
BEICT 2T VIIIEMICIE. ITFOESBHINE TSNS,

e cICF (BFRIERFENE) (LW, BENBETERE
BRUBRTDENTREERD

e Direct data capture [C£E2T. EBERXYVIN. HB%E
O REETMT D EATREE D

o BEQFERICERELEBL<TEH, ERERDTHEMICK)EH
AN

o LI H—HEHLILVITIIINTNARICEK). BEDER
RT—9I P I RRT > MNeRBEASINEROIEIRT 5
ENTTREE G

o BEDBRSINNDENZGHDTIIIY—ILICEKL.,
BETOSINTLEEDT7RET T AVBRADMEEE
ZEEHBDENTBEEED
INSOTIIIEMICE ST, BENEMEEERECE

LG TLBRRBOSINTREICE D, ZOHBR. BRICS

N2 BOABZERIT2EEEIC. HIENGERTSH

TERHOIEBENBRICSINTEZTREENDHD. F/c.

BRTEENSB/ONET —IN—BLTEFNICUE. &

B, BIESNdZENS, BEOTOCANELIS > FILIC

BV, EEEREIYYTDEaBEBEHINSTREMEN 5D,

BEnZens, TUYILEMeRVWTERT S patient-

centered remote jBE (. IRIRDERKRIERETT )L DREZ

TRL. BEDBBRADT7 I EINREL. BBROME(A

RENICESEZEZ TLVD,




SCRUM-Japan LY AMNJTD
FULEWEA

KiEH

ENA AR LS — ERRE

mnbhnid. £E 250 R RERE 151 (RE 17 1)
EDHEWR T SCRUM-Japan #1165 E(F. ffi - JEEEBEH
AR RICEBBHEB TORIRNLGLELFENT/ SR TORS
RICBEDVWTHRABRIAN B L FREBFCEG LIRS
BADEREIRUDDEDHFERFEDEMLICEIMLTL\D,
2015 % 2 BOEERRBENS 2018 £ 8 AIRE 10,170 4
Off - HEBDNATECTFEITNTON. &5 42 RO
B ((ERE8R 30. EEIFEEER 12) \DOSIREHEL,
BERRETIC N7 RBROSFNMET U, BMENERASN
2 BINELERFEAR SN 1 BINAGRPRREERD Th D, F/z.
SCRUM-Japan &ixfI TOELCFENTIERIEBEARANDKIR
RGN FRET—IELTT—IN=R{EL. RDEIFEP TR
MARERET BIcHSIRERE 17 B IO EF2)Tr—
DERSNIEET 81 BEEREICA > S1>TOT—IHEBY
AT LEREEL. B¥9 1,000 B2 77t R&BTILL
DAETORIFEMARICHAIN. AT —IN—INEmUI

rEYIT R

PEEESS:
BREAEERROTr—AERE
IS

BHAF @4t ARBFHERS

TBRAEETEEE (Hainan, Qionghai, Boao. LITF [
TH] ERE) (CFDEBFXEET 5. EXBING [R7AZE
ERREERRIESTTR] (U 8IS [FEITXIEXRED)

BREATEREEEMNBOENSH S, PEARHNEEEH
D& BRESDEREFHN33,0005F5km. FUNKIAUNE
WAREETTH D, 1988FICILRENSTDEL CHRES SR,
BF. BATHEZORYIBERELERRERXICIEE
SNz, 20105, PERFNISEREZ [ERRES] [CIEE.
BBERITENUIRDTZ. FATRIFZ DBERDP T AT 1)L
V=X LEE LS RENOBNDIT. 2013F28(1C. DE
EBRORAZ[ T RTAICHRESNIZED TH B,

A7 AIF2001F(CRBSNIZ [RT7FH - 727 - TA—T L]
FRBRIBEANRIBICIEESN. SE3FET. BHEXTH
AENEREAENESREBO THEONILIENS. BHAIC
BVWTEZDEFEFHTBSINTE,

FATR(E. AT FITESAETHRACHS [EE] ST ENS

MEDOEE - REEEBROEAINTLS,

5. TSI 3> TOHREREENERILT B2,
RHEBEDEHEZR BN S, BEFEDTIZHIA SR~
2arxyNT—JICBDE. MEAGREARFOFMEREL
THWREHDOERIESNZHEWERE (ERNALITN
O—)) ORIEEL AN DEERLEIBLTLD, HFRIC
D77 —=IRF =9 DEREBENOBEMFAFLIEHASN
TWBHAFELEZDAERIEE>TULEL, SCRUM-Japan
TORFMISFIEEL AN B LOEROEMEELERRIC
HFBBREBFLATTORE I IGEANA)LI>RO—)L
T =S DNEREZKE FDA B EBADIBREEFEH SR
HBEDEREEDTND, 512, SCRUM-Japan &%k
DFEDTZ72a> TEMEBBEREREML TVIMAB LU
BEFOMAE Y L —TL@fesl). BENGT —IHRE
& FDA. EMA EEBEDRHBB/BANDBET —I AD#ETZ
SCRUM-Japan F—9t>9—N{TDA [ TEEP TH 5.
FTICBFHLTT>IL—DoBMET—9% CDISC 2
#SDTM ABEZIRT 53 AT LEBEL TSN, HRE
KIBREDT—I%F TS SCRUM-Japan [CESICBOB LR
KIEHRZNZ B ETHIEN)—RUHEBRMRERD
BENEIHFIND,

PNEPZEL T ARABVORI20FIFKkMO T 7 ICHEE
SNTLD,

EFEE. S TXRICH VT SRELTEBRING. 9ONFED
S512IEEZHRL. RELLT. [ERFXIEERCSESDHLU
WID7 DEFRESF UL EEZSN D,

BT, SIXATE BRZNZNIC, HRLBI1TDER
KBS EAR. SBREBEDEBRMKEZESZNPHEINT
Wd. UDL. BREERT. 2L T, H25<. BBk, IBED
FEEROBUERRISHEZLTVRW,, EREROBINEN. EIC
PENDEEERZII)ANIZVDESDEHRT B, T2,
BROEFEHKE TEa<. TOEREERZ PICUIZEmER
KD BRNFRESNTWEA Do, ADESTZHDAREE
B FEEEROLOEVDHE@HREIN TV S,

B2, TEREHE. 2ORNOELERZ . BADEKRLRE
BEREBEENIOEAL. BARETIILONARRERRREDH
ELTOBR BEE MRHR. BBELREDRERR N ERT 3.
[KIRED A BB &R ] (R AEREE>Y— (RFR)])
TERITBDIEEETBEL TV S HADEREN . FEOEREC
HUT. ABRNICEMUICHDEEBEINTUVDIRE. BAREE
DBBREEVTOMEMTZITV. Foo FITEDAIYNET
NESIEHU. BATHERGWIEZZ DM TEREHERDZE
(A==t




£28 7ITICHITHEFEGEH

Recent regulatory changes
in China and their impacts
to the clinical trials

—from CRO standpoint

Yuanjing Xu

Senior Project Director,
Project Management, Syneos Health (China)

® New China Regulatory

China has made significantly medicine regulatory
changes since 2015, with many more in recent past
(2017-2018):

[On Clinical Trial]

e Quality: China FDA (CFDA) has conducted very
strict on-site inspections on clinical trial data since
2015 (Among 1622 NDA application, 80% was
withdrawn by sponsors, 30 applications were
rejected, legal actions against to 11 units). After
that, the data quality has significantly improved.
CNDA (previously CFDA) adopts ICH Guidelines in
China (since Jan-2018).

e Official and Legal Actions to fake data: Deposition
and/or imprisonment

e Timely: 60 working days IND notice period (Jul-
2018), China usually has much quicker enrollment
rate than other countries.

¢ Future change: Central EC review, waive CNDA site
accreditation (now 700+ sites).

[On New Drug Availability]

¢ New Drug Application: CNDA accepts the global
trial data for NDA with guideline published at Jul-
2018, no need China-only study for registration
purpose.

(Coffee Break )

e Accelerate the conditional NDA approval for
orphan drug and immediately needs (e.g. oncology)

¢ Hainan Province: In some hospitals in Hainan as
pilot, the new medicine is available even before
CNDA approval.

©® The New Policy Impacts on China Market
e Encourage the first-in-class drug development in
China, parallel to US/EU
- Shorten start up timeline and process in China
(best scenario 7-8 months)
- Encourage Phase | in China synchronously with
globe
- Pre-IND meeting with CNDA to minimize the
clinical development risks
e Me-too / Me-better will be much competitive
e Better quality with global ICH standard
e Generic drug bioequivalence: To provide the
affordable medical insurance coverage

® China Clinical Trial Landscape

Given the recent regulatory changes, China is

highly lucrative market for conducting oncology

clinical trials, and the key players like large global

pharms, leading local Chinese companies with

global ambitions, and a lot of start-up bio-tech are

competing among themselves.

e PD-1 / PD-L1: Four global pharms and four leading
China-based pharms are at leading positon. At least
11 companies, 57 clinical trials, 7000 subjects are
now in this area in China.

e CAR-T: 23 clinical trials have IND application by Jul-
2018.

e Lucrative market for trial cost is increasing rapidly:
Both in terms of investigator grant and human
resource.
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