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Multi-basket Longitudinal Adaptable
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RBNMETURE EFHULWVMHRERECBRREREE
Chau, I., et al (2018) Desai, 1., et al (2019)
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European Clinical Research Infrastructure Network
Clinical Scientist/ Project manager
THEF

keiko.ueda@ecrin.org

AREFICEBTHHEERIEHY FEA,
o, RERARIBEAORBTHY ., HBOLARBTEDY £ A,

ECRIN (European Clinical Research Infrastructure Network)

* Infrastructure network, European commission legal entity

» EU-funded project for European clinical trial - gfg?\:r?ouun;gylf

« Member country+ observer country Dec 2023
« Core team member+ European correspondents (EUCO)

Single partner (National based network) Contact https:/fecrin.org/
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ECRIN Core team, Paris, France
Director general 1

Support request Clinical Operation 4+ Euco
(Project manager/ Clinical scientist)
Capacity building 11
A PR (Project manager/ Data scientist)
A Legal, regulatory Human re_sou_rces 1
finance Communication 3
) Quality 2
‘ Scientific boards ‘ II:Tinlance 1
Core team -
Methodology, statistics Legal 1

ED:|ata centre ¥ Executive assistant 2
EUCO Data manage ‘

EUCO representatives of each country 18

LN Coordinator of national clinical trial unit (CTU)
\\\\ CTU
T A\ Local project manager
- CTU Clinical research associate

Pharmacovigllance

COVID: Lessons- Learned in EU/EEA

Preparedness for health emergency, 2003-

Pandemic declaration, Mar 2020

ECDC/ EMA (task force)/ EC, Health Emergency Preparedness and Response Authority (HERA)
The guidance on the management of clinical trial during COVID-19 pandemic

WHO Solidarity- master protocol

EMA workshop, June 2023; Lessons —learned from COVID
* 18000 _E DEGEREERA EEK L 7o HY. 90% AV KR
* D ER=TEL. EERGICIET X ab/zolLzbD
« 10% DRI L 7-BR AR EER |3 A FRIE PlatformzER T H - 72
* Priotirisation/ Optimizationz 581t 9 2 M E TH 5
* Interpandemic coordination; EMA, HERA, ECDC, ECRIN, Patient Eng.
c BRROER, ARG 77T 47
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Why multicenter/ global trial?

* WHA 75.8 resolution s SBURBOFEAEXITS
o EROELDUVWINRESEA~AD
) — X ESoEIHYIR
e Publichealth = — X2 & 2 ER
TOMEROHEREESD
prioritisation
e EARY Y —RIBIREAERICE
2K BBA 7Ty b
7 — (T RT L)
EHRHIRICEDOCRZHEY
MO BIRD % (1

Well-desiged, Well-implementad clinical trials

WHO draft guidance for best practice for clinical trials
Improve efficacy and minimize research waste

Complex trial design: Plat form trial

Standard care (registry)

Sub-protocol 1: Standard vs A
Intervention A

Sub-protocol 2: Standard vs Avs B

Intervention B Become Standard care

Sub-protocol 3: Standard vs Avs B vs C ‘ ‘ Sub-protocol 4: Standard(B) vs C ‘

Sub-protocol 5: Standard(B) vs C vs D
Master protocol/ intervention specific append. Intervention D

Scientific rationale
To find out the best practice for COVID 19 Intervention E

https://site.ppcr.org/« FFEEZEEEE T keiko.ueda@ppcr.org ¥ T
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Platform trial for COVID-19/ EU

WHO Solidality - Discovery(French), Recovery (UK) etc.

¥

REMAP CAP EU-SOLIDACT ECRAID PRIME  VACCERELATE
Sponsor U. Utrecht/ UK (Europe) | U. Oslo ECRAID/U. Utrecht | U. Cologne (G)
Target ICU/ severe hospitalized Primary care Healthy volunteer
population (moderate, severe)
target treatment treatment Early treatment Vaccine
Post-ex prophylaxis | optimization
Intervention | 64 intervention steroid, | Baricitinib NONS, xx 4 vaccines
HCQ etc) AXL
Site 300 in 25 countries No, A, B, CR, F, G, Ne, B, E, No G, B, No, Ir, S, Li,
Gr, H, Ir, It, Lx, P, SI, D, F, Ne
Sp, Sw, Tu etc

Success case? — UK example
Adaptive Platform Trial & National priority study

All of the UK Chief Medical Officers and the NHS England
Medical Director have broadcast that this trial is a national

- Primary carexJ 5z (molnupiravir, Paxlovid etc)
- PANORMIC 22700, PRINCIPLE 11000

A IAVER (OhY DITEEEA)

-BESN (ERRERVT — 2 H

(FY L, B )
priority (Oxford population health) https://www.principletrial.org/
https://www.panoramictrial.org/
https://www.gov.uk/government/publications/commercial-clinical-trials-in-the-uk-the-lord-oshaughnessy-review/commercial-

clinical-trials-in-the-uk-the-lord-oshaughnessy-review-final-report
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Coordination of Platform trials- JAAM and TCB

ANZE

« JAAM-COVID platformtrial DB & L TRE LB =EF=E
3 DMEU platform (REMAP-CAP, SolidAct, RECOVER) D #/\+ > Z4RH

2024 Jan &Y CODIVIAMZHL R, HERA/JEMAE#EE1L

1) B2 HALEA TR, SHIHRIA

2) Secretariat (ECRIN) A RIZHYEH(H

3) EFIRSE (methodology, virology,
Clinician, immunology, preclinical, HTA)

4) BEE. BENRIAZERS 1. platformic
BINd 5 ZENEY LTINS
recommendation letter

5) £B. &7 — 7 LEHFA

e TCB-OY Y —>TLALICK2EHHAE (UK US, Africa,Latin amarica )

https://ecrin.org/news/new-jaam-composition

Support Tools for EU platform trial -EUPEARL

- Collaborative project, patient centered platform trial — -Master protocol
-Intervention specific appendex

- Develop tools for APT ~Template for DMC

- 4 case studies, not oncology, not COVID -Template for SAP
* MDD, TB, NF NASH -Template for cover letter

-Best practice tools
https://eu-pearl.eu/
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Support tools for EU platform trial —APT toolbox

20204F (ZERk. S EEEH

- 131 tools

- tools;
documents, deliverable, software, aide
webpage, published paper, template

- category
introduction and design element
regulatory
trial conduct and document
statistics and data management
From recent and ongoing trials

- whole fields( 70%-COVID)

https://ecrin.org/adaptive-platform-trial-tools

NEXT STEP of Platform trials in Europe

e COVIDXIRTILD L7277 v b7 — LA ITERIRRFHA
* Sustainability D&im
LY RN Y O
T=RER, YUTUEEIODONAFT—H— R
SR B % LT Tplatform % #E
o BRELNDODETF~DER (Platform trial D HIEE
NRIERRELL. BAICLD U Y —RDOREBECRBRONE,. T
ET v X0ah o B-ABEREZ S5

-BARE. EBRfEED %y b7 —2 Tld7% < Nation based
infrastructure network
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Platformi B D ER I T -5ER DER

« Platform & D BHY
Comparative effectiveness 7T — X FHEBEN A A >~
c L DEHBHHFANEL TLBY
T— X DL, etk EznE LT D 0E
UT7ILT =L TF—2DEMN (DCTEmethodology)
« SMEUADESHOH L =
FROSTW, ER&HE,. HTAOE =
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o 1DOT7OMIILOHRT, EHOEKE. EHD
BEEZENRE U CEMOBNZIER T D/
HICEtEESNZE2EN 70O 3L

« HMEROEBERANMUOEERRE A >2HEBT
DY I HERDESIK

o 3fEfEORERTHY 1>

I\ w SERBR
7> 0L TiER
Jo5v NIA—LA

Master Protocols to Study Multiple Therapies, Multiple Diseases, or Both
N Engl J Med 2017;377:62-70

J\ T v NER
JObJLoms e

H—DaBizAVWZELR B—0OaBREDBEMNEEFDIRT 2. EEHD
DIRE - BBORETTY KR - BEOKRERY A T2 RICERFALAT

A Tm3HRE UlciiER TEDDZENTES
B (T4 BN (T4 RS (SR
S 1 PRS2 S5 3

/

BENOERDRAIU=—27

\ |/

FENEEDERE
1D DEREDER

X(EMaster Protocols to Study Multiple Therapies, Multiple Diseases, or Both
(N Engl J Med 2017;377:62-70) @DFigure 1 i'5eZE
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H—DERBRICHTIEEDE 1 DDOREROF TEE DY T 51 T DF
BEaERE UTZEHER fiziT5>&Ba. BEDEBRDRY

J——> %M ITDENTED
(51 : FE/NEARAHIE (C3XF U T
INAAY—H—RlICENETN
(CX T DIAEEZIRET)
H—nkE

EWQzﬂU—:yﬁ

' v

NAF2—Hh—1BE NMAF2—Hh—2BE NM4Fv—Hh-—-3B%

NAF2—h—1x NAFe—h—20 80T NMAFe—Hh—-31c1T
ER-XL -3 3 aEE 3 REE

X(EMaster Protocols to Study Multiple Therapies, Multiple Diseases, or Both
(N Engl J Med 2017;377:62-70) (DFigure 1 h*5HZ&

TSy DA — LR

BEERAETVILTUIALAICEDWTCTHIEREBEELED TS W
NI A —LADEN. BRI ZHEFL. HB—DERZBICH UL

T. BEOAEEZ KGN (CFHi I 2558
BERIAEB

.— >

AR DB
‘ SBRUAC
SAAR—H—1 | RERBBOEE LRI L TRT
Bt SHEPEA -
R SBREADFEREEARE RS

RAAR—h— & EREB
(23 AR

NAAT—h—2 e—| BRUED
EDiEhn L] =Ea

[ (EMaster Protocols to Study Multiple Therapies, Multiple Diseases, or Both
(N Engl J Med 2017;377:62-70) (DFigure2h 5%
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74 cSwOE®HTtIL
- NTRKtE B F B IEDET - BROENE

@ RECOVERY:it5&
COVID-19EE &35 & LIzkmatit

VOTLASOREFNER
- SARS-CoV-2(C LBtk (22U, BRESZEIT DBEICIRD)

NAVIGATEG{ER
NTRKIBMOERREE 25K E LI/ (RS Mtk

SOLOFZT
TRKDOU D EMEZBREL. TROITFIVEEDFD ) DB ZRE
IBEICEKD. EREEIGEERERT EEZXBNTLND
NAVIGATE:RER
o ERTH > : IEEHRIENT BB ER
o FEFMMIER : MIFHMEEZEES (IRC) HIFEICKDIEMXR
o FHEINR—BN;
OIFlRERE. QFIRIRE. ONIE. @7 - Bifkk. OMERIRE
©@RBEREE. @DCNSIRFEIER2, @ThAh
o BRDMHEEHE
2EETH A O~QDEHEZERIE10%.
E—ERME (76 THEMT. BIHIHNESHSNRAVEE(FHBANGLE
EERMEERER11GENNL. ENH46ITHEZ & HIES

1: O~@TEFERE 2R I TAREHRE TNTRESE G F R S e NeBE N YR
O~®ICEEHI DBEDSS. NTRKEESELFHEDREZR I TARBEREN BRI ER T TAREME TH D T ENHEER
ENTUVRNWEEN R 12D IR— MEERE

2 : IRCHIE (FFEHB7R U
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NAVIGATEZHBR D& R

= O3V fbiE QFIRIRE ©) ]
Baken
CR

3 (15.8) 5 (26.3)
PR 7 (77.8) 10 (52.6) 10 (52.6)
SD 2 (22.2) 2 (10.5) 1 (5.3)
PD 0 3 (15.8) 3 (15.8)
NE 0 1 (5.3) 0
Z=4)(CR+PR) 7 13 15
EHE[80%CI] (%) 77. 8[51 0, 93.9] 68. 4[51 1, 82.5] 78. 9[62 2. 90. 5]
. S I B5E
1 (12.5) 4 (25.0) 2 (14.3)
PR 2 (25.0) 10 (62.5) 4 (28.6)
SD 5 (62.5) 0 1 (50.0) 2 (14.3)
PD 0 2 (12.5) 0 3 (21.4)
NE 0 0 1 (50.0) 3 (21.4)
Z=%5(CR+PR) 3 14 0 6
ZRFE[80%CI] (%) 37.5[14.7, 65.5] 87.5[70.0, 96.6] 42.9[24.3, 63.1]

@ CNSIRFEIEREE (CHITDRANOEE (CED JARERERNHITE (C K DEWE[95%CI] (%) :
20.8[7.1, 42.2] (5/244l)
Jr+4 Sy OECERREE

NTRKREEIELF IR EDEIRZTE

EEE DA

« NTRKRIGSELF(IX. BENDZV\ER - BiakE. FE\HieihESE
BEROVIRWEEDWE. IREE. LR wE. 8RS B%H%‘E‘Jz
NEE. BRATNEETHZRSNTLD,

. 35‘9V>D5FHE(gEBL\_CNTRK_EA\EE'{E¥(3:F@|\7’I/}\ ELTH
WTCTWBEEENEN S D C EMIRESNTULS,

o NTRKRAGELFDBMERIE., —M&RIC. BEHOZVVETELS, B
BHOVIWVETEMERCH B IEs. BERIBH T RRVNE
HESNTWLB,

Ean}

MR BRIEE 50 R 90~1 OO }P@fﬂi 1.2
FLITRHEPYIE 90~100  #&f3 - EIRE <1
FUBRSY R 80~100  IFIMMERRAAE <1
FERIRIEE T EE 77.8 BILROE <1
ST B 17.8 RIS IIE <1
2w EHAREE 10.7 W <1
IR 5.1 ABiEE <1
GIST 3.2 &I L — ROMEERZIE <1
SIREIE 3.1 EEFREDE <1
FRAR BRI 2.3 Rl <1
FEWE 1.5 L <1

JrA Sy OCERRSE
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RECOVERY:HBR

COVID-19FB&B ZMRE LT S b T A4 — LitBR

« MERT A2  IFERS Y AMELEEEAER
SHAERRAE X (IFARER LRERFCS Y LML
- TEFHMIEE  BIER(E28HEFT TOERIET
« BNEDETZ D RER : S LMzl
« BANMEEHE : FERASEROT S ORE
o MU TRE TI/R— MMCHT2EFMERIER : 400001
(M UXNTE : REEERE=1:1)

RECOVERY:iRERD = >4~ I\
ERB37 2L

s T
FEH AT S memEeEmE | 2BBBDS >4 AL

OoE+reiL HhTUERT
/U RFEIL [T LTERT

W = ~ Eﬂi’; NVAY| -~ PXY LY
E FD$/03D$/ BREEQED I RS UXYD
I2AONA=>Z
o JEE L
BREEQRD I

SAERR (O U CERA CA4DDRFEREAZ
FIRF(C_ERE

RECOVERY Collaborative Group. Tocilizumab in patients admitted to hospital
with COVID-19 (RECOVERY): a randomised, controlled, open-label, platform
trial. The Lancet. 2021; 397: 1637—1645.
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[N—X S A > BF]

- BADFFHM (f : &A1, 2ELERES. H4EH. MHh)

o SAEREEERNOEM (5 : &A1)

« COVID-19MDEIRDFIEH

« COVID-190DEEE (HMzx=1%5. IHREMNHS. ECMOEFEDIRIL)

o FREME B IRER. HBRR. 1BHERER) SIEROBEE

« FEOFERAOEE (J)LFIXF0OA R LATSE)L. FuvWEE
ROYUEEERNE

« ABcH

o SERREIEEROHIICE D <HARER(CH T ER

« SEABEDEAE]

RECOVERY:H SRR INEIE R

(FELBS, iBERES, RAIDS >4 AEHS28EED
WINHEWNS]
o IR (EfF/FET OB, EYRMEE (C(FTER)

o AR (ABed/iRbeEH . BURMEE (C(HERR)

» SARS-CoV-2D¥|ERER

o AOMIREDFERDOEE (BURMEE(CIIERBEREER)
« BlfET X (MR S:80EROEH#

o ERBARIMMOBE (DEMEAREMR. LEHEARIREZD)

« KREMDBEHE (EEW':HEUR(JEBIJEU NRFIRE, Fitr. MEFHIEER
AlewE LI DHMEFE

o MIFHEANRT K~ (1.5 'Iiﬂfﬁgﬁr i. /mnﬂﬁﬂfﬂ[tﬂﬁr il RE 0P A 255 |
v DEMEEE. M (3v. 2B HBIRERED S NN EE

« RECOVERYiER T O b ILICEFENDEH (Iﬂaizagzi?ﬁu&ﬁa)oz
(FCOVID-198mE L ENDMDEA] (Bl : LLATZEIL. J7EES
EL) OEROEE

« COVID-19(Cx 9 MDD S >4 AMELEBERER A\ D SN DHE
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RECOVERY:ERDEBEHAN

2EBEDS > A AL
b ) X 7BEADEHE] | 2022
NS U X T OFHE(CEES UTeER | ko X< TR 56+ 1647
21550 IEAE R RE A~ D E S 2094
— o) X< 7R 545 77
235> MMt | =
FTEHXRY v 542 [El1{EH 2 & MR 5285
AEFEIL/Y R FEIL 557 hy Vv 74 LTEST | 2416
ErFEF>osnooxy 383 IEAETBE D 6301
aLeF 3083 TREY v 4450
THESRER D H 8107 IZAEREE D H 4594

RECOVERY Collaborative Group. Tocilizumab in patients admitted to hospital
with COVID-19 (RECOVERY): a randomised, controlled, open-label, platform
trial. The Lancet. 2021; 397: 1637—1645.

RECOVERYE‘Iﬁ%ﬁ\E_G)
) X< 75Ok — b DFER

AFIBE
(202231)

2TEH (%) 6211 (31%) 7290 (35%)

AP — R bl
[95%{= 18I ] v oo, 0ot
pfiE®) 0.0028
a)PetodD 7%
bYOJ = > I&RE
NS URT I EEREE

https://www.pmda.go.jp/drugs/2022/P20220114001/45
0045000 21900AMX01337 A100 1.pdf
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PMDA®D &

RECOVERYELER (38 DERAREER & bR & L TUNET 2 B RNIE.
TEMEIBRIIBERIPBREINTE Y., ABTEONI-RHEE
HICREATAEROERVKBEICOWTIIRRAH > T-EEX S
H DD, SARS-CoV-21Z L BRERFE/N VT I v 7 FIZEWTKR
BoEEAEEABREZERT 5 LETCOAKE LT, —ENDE
fRIZTIBE T D, F7-. RECOVERYEERIIFEEMR T CEMBI N
TWB Y, BEERNLERTCHHILHRTICEDTFMEL M
NTWBZ EIZA, BWERBIT N RERAKI4,0000] (FEf
2,00002E) LBBOARZTVWEERABR THI Z L HBFE X,
LABRBEDN OO/ RICOVWT—EDITHEEITI 2 &

IZRIBE & HIBT L 7o,

N UITTEBREE
https://www.pmda.go.jp/drugs/2022/P20220114001/45

0045000 21900AMX01337 A100 1.pdf
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"Fair market value means the value in arm's-length transactions, consistent with the general market value. “General market value”
means the price that an asset would bring as the result of bona fide bargaining between well-informed buyers and sellers who are
not otherwise in a position to generate business for the other party, or the compensation that would be included in a service
agreement as the result of bona fide bargaining between well-informed parties to the agreement who are not otherwise in a position
to generate business for the other party, on the date of acquisition of the asset or at the time of the service agreement.”

(the Code of Federal Regulations 42 CFR § 411.351)
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