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SOUNDING BOARD

Real-World Evidence — What Is It and What Can It Tell Us?

Rachel E. Sherman, M.D., M.P.H., Steven A. Anderson, Ph.D, M.PP.,
Geraid J. Dal Pan, M.D., M.H.S., Gerry W. Gray, F‘ D., Thomas Gross, M Z M.P.H,
Nira L. Hunter, Ph.D., Lisa L:vaﬁ" Ph.D., Danica Marinac-Dabic, M.D., Ph.D.,
Peter W. Marks, M.D., Ph.D., Melissa A m““g B.S.N. M.S., Jeffrey _r_ ren, ‘1 D., J.D,

Robert Temple, M.D., Janet Woodcock, M.D., Lilly Q. Yue, Ph.D., and Robert M. Cal m M.D

REVIEW ARTICLE

THE CHANGING FACE OF CLINICAL TRIALS
Jeffrey M. Drazen, M.D., David P. Harrington, Ph.D., John J.V. McMurray, M.D., James H. Ware, Ph.D.,
and Janet Woodcock, M.D., Editars

Master Protocols to Study Multiple
Therapies, Multiple Diseases, or Both

Janet Woodcock, M.D., and Lisa M. LaVange, Ph.D.

The NEW ENGLAND JOURNAL of MEDICIN |

SOUNDING BOARD

ICH Reflection on “GCP Renovation”: Modernization of ICH E8 and Subsequent
Renovation of ICH E6

January 2017

The Magic of Randomization versus the Myth
of Real-World Evidence

Rory Collins, F.R.S., Louise Bowman, M.D., F.R.C.P., Martin Landray, Ph.D., F.R.C.P,,
and Richard Peto, F.R.S.
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21st Century Cures Act
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The NEW ENGLAND JOURNAL of MEDICINE Box 1. Facilitation of Randomization to Enhance Patient Care and Protect Public Health.

Randomization Provides Evidence about Treatment Effects That Can Be Trusted

Randomization results in groups of patients that are balanced (give or take the play of chance) with respect to their risks of all types of health
SOUNDING BOARD outcomes. Consequently, in sufficiently large randomized trials, the effects of a treatment can be reliably assessed.
Nonrandomized observational studies may be able to detect large treatment effects. However, the potential biases can be appreciable, so

such studies cannot be trusted when the benefits or harms of a treatment are actually null or only moderate

The Magic of Randomization versus the Myth Obstacles to Randomized Trials Should be Removed to Protect Patients
. Increased focus on adherence to rules rather than on the scientific principles that underiie randomized trials has substantially increased the
of Real-World Evidence complexity and cost of trials.
Promaotion of nonrandomized analyses of databases as a rapid source of "real-world evidence" about the effects of treatments is a false solu-
Rory Collins, F.R.S., Louise Bowman, M.D., F.R.C.P., Martin Landray, Ph.D., F.R.C.P,, tion to the problems caused by the bureaucratic burdens imposed on randomized trials.
and Richard Peto, F.R.S. Instead, obstacles to randomized trizls should be removed to allow more new treatments to become available and to facilitate the reliable

assessment of existing treatments.

(N Engl J Med, 2020; 382:674)
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2017TEICTEA NI —FILIZAREIN =220 BB DFEENARWDTEIRS
NEMNESIMZERET (JAMA Netw Open. 2019)

0 2205AB&Hh, 2045K8& (92.7%) MRCT

0 REBEEEVLEFHILTICEHINT-RWDTRILERZTT DIX15%D H (3551 EX)

0 RWDEEVF) T, DB RIREERCEFAILTTOBRRMEEXAMEVEL

RCT duplicate project
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o T—43Y—X: Optum Clinformatics (2004-2019). IBM MarketScan (2003-2017). Medicare
Parts A, B, and D (2011-2017)
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RCT duplicate project

« USJILFFDOHRER "LEADER"

Trial name Complar?tor E"d:x:"" Effect Estimates Std. Diff. Agreement FControl untlcated Using IL&& Tnsurag
emulation SEahon tig, Teghaigues of EpideRitolo: 4

LEADER Moderate Good —e— 0.90 RA/EA/SD v
+ #/3797050 ORER "DECLARE" e et e ] e R
* Iyl Qa‘\ IJjD:)D@Eit'%% "EMPA-REG" EMPA-REG Moderate Good = 2 - 0.35 RAJEA/SD
o AFT)T7RPUNOHER "CANVAS" o - o - o
. JFHUTFLOHER "CARMELINA" CANVAS Moderate Good — ! 1.34 RA/EA/SD
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« ZOERYLILDEER "PLATO TRITON Goad Goad -—— ! 1.11 RA/EA/SD

PLATO Good Good S 131 EASSD
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S 106 IFRFI N BEDERELTIIRSE = st (Circulation. 2021;143:1002-1013)
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ORIGINAL ARTICLE

Atezolizumab for Advanced Alveolar Soft Part Sarcoma
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FDA grants approval to atezolizumab
for alveolar soft part sarcoma
2022/12/9 FDA grants approval
N On Decembsr 9, 2022, the Food and Drug Admizistration (FDA) approved atezolizumab
Hm:::n‘rﬂmmm (Tecentrig, Genantech, Ine.} for aduls and pediatric patients 2 years of age and older with ':j::'_"f':""'"' b
Drge unresactablo or metastatic alveolar saft part sarcoma (ASPS). T P

Chen et al. N Engl J Med 2023; 389:911-9

Atezolizumab in Japanese patients with advanced alveolar soft part sarcoma:
a multi-center, single-arm, investigator-initiated phase 2 trial (NCCH1907)

Makoto Endo", Yuki Kojima?, Motoko Arakaki?!, Tadaaki Nishikawa?®, Yukar Hoshina?), Kenta Anjo?!, Ryunosuke Machida?),
Akihiro Hirakawa®, Masahiko Ichimura?), Hitomi S. Okuma®', Kenichi Nakamura?), lkuo Kudawara®), Masanobu Takahashi®,
Kan Yonemori?

1) Kyushu University, Japan, 2) National Cancer Center Hospital, Tokyo, Japan, 3) Tokyo Medical and Dental Urwversity, Japan,
4) National Hospital Organization Osaka National Hospital, Japan, 5) Tohoku University Hospital, Japan
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high
T . grade
= New drug application: “Evaluation data”

o Safety and efficacy information of off-label use
o Comparator of single arm clinical trial
= New drug application: “Reference data”
o Safety and efficacy information of off-label use
= New drug application: supplementary/related information
o Post market commitment required for conditional early approval
o Surveillance sometimes required for the public knowledge-based
application
o Clarification for the borderline of indication
o Platform for clinical trials
= Reexamination drug application
o Post-marketing surveillance
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0 WNRELBZT—REELTHAHIREE
0 FHEERETOINSEENETOINTROONLIARELELD
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Proportionality : GCP renovationD & & Zi =

GCP renovation

o ICH-E6IE#I20F SYIZERETSN (R2) . 201947 A IZStep 5~
T—RREDEFt
REBEIRDAVN R T LDRE

0 LALARXDUETIEh T MZEEEST-

0 PHTIT7EHRIDICKIBRETZROBDEMNKEL ICH-ES(BERAERD—ER A OHETIZ5|E=
55UV T ICH-EB D KK ETMNIThn B &I

GCP renovationDZE &

0 ZHRIENEDERKREBT A 0oT7—32Y—XITRIGLI- B Y CREGIEEHZIR T 5 (GCP
renovation reflection paperdk!))

o MIEDBIZIHELT., mEDEKRIKEILELS (proportionality)
0 WEDONRERITIZEL, KYEWTHAMUEZITANS




Risk-proportionate approach

SEREAER D B (L 7fit-for-purpose” TE Z AL (GCPIEF vy o) ARTIEALY)
o (Principle 6.1) Quality of a clinical trial is considered in this guideline as fit for purpose.

FRRERERD B ICE>TY) T4 HIILGESR (CTQ factors) ZRIEL . ERRHBREERT 5

Do HERITHLTRIRIZIZEZEY 2L (Quality by Design)

o (P6.2) Factors critical to the quality of the trial should be identified. These factors are
attributes of a trial that are fundamental to the protection of participants, the reliability and
interpretability of the trial results and the decisions made based on those trial results.
Quality by design involves focusing on the design of all components of the trial in order to
maximise the likelihood of trial success

BESRBOTOER, 7IO—F &, SMEICHTHURIENESNET—4OEEM

[ZR&->7=(proportionate) A E TEBINDANE

o (P7) Clinical trial processes, measures and approaches should be implemented in a way
that is proportionate to the risks to participants and to the importance of the data collected.
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Proportionality®D & z. &

E6R3IDAa—T
AL

Interventional clinical trials of investigational products
that are intended to be submitted to regulatory authorities

Pragmatic Explanatory

Procedures

v’ Principles&i&~F9 5 EMNEE T, proceduresdEAER D B #1265 C TR ERIZ5E A (proportionality)
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ICH-GCP®Principles

Principlesh szt XE
1. REBRAIZHE-TERET S
2. AVI7A—LFK-a I FEES
3. IRB/IIECIC&KAEEZ=IT5
4. FEFEHICEZEMEIBRTS
5. iﬁ’c)]fci#l/—:‘/ﬁ"&ﬁlﬁ:%d)l:ct'dEﬁfi%ﬁ%ﬁli%‘_ﬁ
6 R ER D & [ fit-for-purpose TTS
7 RABRDTOCRIIHBSMEBEBOVRIET—FDEEMICHYESI=HEETH
8 EETJE . EAIEEL 7O —)LICE DOV TEEREERIZITD
9. FaRDEEMZTHERT D
10 EF’J%%O)@Z FNEFRIFTENXEILT D
RAERABREDREZHERT S
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GCPOESIH DR

100% A>TELyvhvio . GCP#EHLE

FEAGELNTT 1 PYH TEIRISEA)

} 152 AGCPOEHIETF>TH }

TFEI L (FIEFREFBIZHHET

e
==

24D (2)BEA o DB

[FryH)RMELTOGCP, ) [EZHI1ELTDGCP
AN ~
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SRQOEN]

o

RECOVERY&HER

o COVID-19IZx 3 BB D ER D REFSDT IV T+ — LEER

Bxht=oT= A& —

o BRRASDECEEINT 5T FI ARy JOURNAL  MEDICINE
0 BERASBELEEISHTENYRTT T
MEHEEESNIAR e
o eEFOXS200x%> 7oA Ay AEFEI-YMEIL (N Engl J Med.384(8);693-704, 2021)
o FAEYY ALEFY

Eﬁ%ﬁ%ﬁ‘@,{ﬂiﬂrﬁll they were unable to provide consent. The trial

e . =4, < was conducted in accordance with the principles
Q ’7?%%“ (iﬁ P'J%‘I ﬁ///\@ —C Fﬁ (' ) —C L ) é :E’ O) E % 0) i 351§ Fﬁ of the Good Clinical Practice guidelines of the
0 .|j.-/7° ) l/-lj- ,r Z“O) %ﬁﬁ;ﬁfﬁ 7‘; L International Conference on Harmonisation and
a AVYANEZRYLTTHT ICH-GCP#E#L !

0 —EOEHRAEDHAT, BRYEEFHLTHILT—FUINE

v EMAIZERERIERICES . BEWMANMRELGEZFIIHLTE Y AR VDO FEHA%endorse
V TEXH AR UDERFELEE,. EMANBEITNIECOFERZEFRGTA AN EBIAIEEIC




B1#&IZ:RWDIZE§ 9 AR

RWDD BHIIEEESE

a0 BREBORV)—=—2F THNILEMRDIEEET —RIIFIATESLN, EEFHITEH
ERIZCAWVEWSESIZIZIRWDDO#EFa XA LIELIXRREIC

o EEFR([CAWVWSIGEICII—EDNDENERE., add-onTOER LD EHITHABE
MASTER KEY7 Rz VMIEFEF;ERAZBMNETH13DTEELEDHERHAE
RoutineD B & Ladd-onTOE=R) VT THREZHERF

feExfE T —2EHEDRE
0 DCT(HU 542 RER) TIE. MR T — 2B B OHLSHRE
0 BRFALTO—RT—HEHELTIAALEIN T, RIBEBEAKEKEHIL

Thank you for your kind attention!!
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