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GCP renovation: GCP®ix{t1t

GCP renovationM=-> N+
0 ICH-E6IE#120% S\YIZekET&h (R2) . 201947 B ZStep 5~
T—RAREDEFIE
MBXARVAVN AT LDOEE
o LOLEARXDHETIEIH T MMIEEFTY . BFIZRRMDTHTITHIoZLDFBZDEN LH-T-

RIANAS i ?
o BFICH-GCPIFEERRE B L-BRABRNTIHREL > THEY ., B—MERE T ookne
WL EINSETES

ICH-GCPIIT £ LIS DERIREER IITHLEEMIITE RSN TLVS (fl: EU regulations)
E6(R2) DM T ELIREIZE > T, REFELGY—R PRI EEREAERRIZHMND>TULVD

0 FREREERDOBIOTHAUIEIZHFRIEL TS A, IRITICH-GCPIX s TETULVAELY
Pragmatic trial, Adaptive design, Platform trial etc.

0 ICH-GCPREDNEENEEERITATHTITOBREN., TAEZAVEREICEAHNZL
ICHIZRHI Y B LR EEEZFMAN AL /N—T, 7HTI7IL"External Stakeholder”
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he NEW ENGLAND JOURNAL af MEDICIN

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.P.P.,

Gerald ). Dal Pan, M.D., M.H.5., Gerry W. Gray, Ph.D., Thomas Gross, M.D., M.P.H.,
‘-Jn L. Hunter, Ph.D., Lisa LaVange, Ph.D., Danica Marinac-Dabic, M.D., Ph.D.,
Peter W. Marks, M.D., Ph.D., Melissa A. Robb, B.5.M., M.5., Jeffrey Shuren, M.D., |.D,,

Robert T='|*1:I='. M.D., Janet Woodcock, M.D., Lilly Q. Yue, Ph.D., and Robert M. Califf, M.D.

REVIEW ARTICLE

THE CHANGING FACE OF CLIMICAL TRIALS
Jeffrey M. Drazen, M., David P. Harrington, Ph.D., John | ¥ McMurray, M.D., James H. Ware, Ph.D.,
and Janet Woodcock, M.D., Ediors

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

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

(N Engl J Med, 2017; 377:62)

(N Engl J Med, 2016; 375:2293)

The NEW ENGLAND JOURNAL of MEDICINE

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.

(N Engl J Med, 2020; 382:674)

RWE. MASTER protocol, Pragmatic trial - -
SRABRONFE (L ek IENAELE BRI
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Open letter to EMA & ICH

5
Updated open Letter to EMA & ICH: From 2research organisations and

119
an international consortium of 84 health researchers in Mcuuntrles

Signatories listed at end:
Original signatories of 31% January letter shown in black with
new signatories of this letter shown in red

Major problems with the proposed revision to the ICH-GCP guideline: In our view, there are two
major problems with the update proposed by ICH:

+ Lack of focus on issues that are most critical for trial quality: The stated aim of the revised :E)’) &jtgtﬂ: : ,,“ = E 5) 'Cé ’\-‘:;‘?
3>’5¢“A1bd)7 At X
BELARNDOTHE
BEAVTIATUADMR

B ARRED R/IME

guidance is “[...] to encourage implementation of improved and more efficient approaches to
clinical triol design, conduct, oversight, recording and reporting while continuing to ensure
human subject protection and data integrity.” It is encouraging that some mention has now been
included about principles (such as Quality-by-Design and risk-proportionate monitoring) that can
lead to improved trial design and conduct. However, there is still insufficient emphasis on how

ANANE NN

quality can be improved by focusing attention more on the critical aspects of trial design and
conduct (such as the randomisation process, reporting of the most relevant events, maintaining
adherence with the study treatment, and achieving completeness of follow-up).

* Contradictions between the original guideline and the addendum: ICH's decision not to revise $ K &addend um (*ﬁiﬁ) (: 4 E

the original text of the ICH-GCP E6 guideline means that there are multiple inconsistencies and
contradictions between the original text and the addendum. This is a serious problem because it
is very likely to create confusion and uncertainty among those who design, conduct, monitor or %;ﬁ%ﬁu%( :EJ % éh‘tb\%}ﬁ%
inspect clinical trials, as well as to undermine the intended impact of provisions in the
addendum for improvement. However, when these contradictions were drawn to the attention
of ICH, their written response was that the original text did not require change because it was ;Eﬁ%u % % tft\ % 0) &“Ce;'k&) “C l' \é %ﬁﬁ'l@ﬁ
still “correct”.
https.//www.icrweb.ip



E6(R2): A AR 2

= CTTIAITof=F B—s\)LDsurvey (Corneli A et al. CCTC 2021)

A~

M RKEMN-F-THH top 5

v
v

v

Sponsor: Monitoring (45%)

Essential Documents: During the Clinical Conduct
of the Trial (43%)

Essential Documents: After Completion or
Termination of the Trial (42%)

Sponsor: Trial Management, Data Handling, and
Record Keeping (42%)

Essential Documents: Before the Clinical Phase of
the Trial Commences (41%)
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ICH-E6 (GCP)D Kk E

ICH E6(R3)Mfinal versionh A B (Step 4) TL//
L 201946 A M BR2M BRI~ DB TE L% B A
0 R1DBR2D &S3HMIEIE TIHAL ARG REL s
o 2025%F1H6HI[ZStep 4~EI|3=
0 UBRIEZEETOEEII—IAA
Annex 2(FUREREF R TIERIZF ST RS

{ER 7 0+t X Tl Stakeholder engagementZ5&< & 3

o Stakeholder meetingEL T, EEIDT7HTI7ZORERDERZEEEL .. E6(R3)IZ /Mt
a0 =L, EBEORS IO X E [EstakeholderiS LGV EiE THRIRE

0 2023#FFIZpublic commentsh & Esh, EHEMNS3,00046Z 255 R HY

1

https.//www.icrweb.jp



ICH-E6(R3): Xt R D EAfE1L

L3 EICH-GCPD RO—T A\EBRf=o71= (FERIZEG(R2) D EE &)
o This guideline should be followed when generating clinical trial data that are intended to be
submitted to regulatory authorities.
COHARZAUE RHABBITIRE T KRR T —2ZER T SRICHIRNETH D,
o The principles established in this guideline may also be applied to other clinical investigations
that may have an impact on the safety and well-being of human subjects.
AAOALSA THEILSN-IRAIE. BEREBDTELBUICEEZRIT TRIEMEDOHHMDERKRMRIZE

BRATAHIENTES,
0 COEET.HFICHARTIIEZERLUNDEEKRFAERIZHICH-GCPEFE AT RNELLIZEBAENYE
S TLV=

E6(R3)TIXIEERDITARAEN TR THHEMNBATEIL

o This guideline applies to interventional clinical trials of investigational products that are
intended to be submitted to regulatory authorities. This guideline may also be applicable to
other interventional clinical trials of investigational products that are not intended to support
marketing authorisation applications in accordance with local requirements.

8
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1. Glossary N NeEEE
2. Principles
~ | / 4 2. IRB/IEC \\
4 :'E'-j%/: :l?ﬂ(‘: —
3. IRB/IEC TS 3. Investigator 4. Sponsor Annex 1
5. Data Governance
4. Investigator 5. Sponsor /
\_ - 4 : ’ N
P | N A. Investigator’s brochure Appendices
6. Protocol FRaAE
B. Protocol

7. Investigator’s brochure

Glossary 9 C. Essential records y

8. Essential documents
N J Glossary
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Principles|ZfAiMENMN TSN ?
1. WERAIZH->TERT S
2. AVIA—LF-a RS
3. IRB/IIECIC&AEEZ®=ITS
4. BIFEMICEAEZTIEERTS
New!5. UG —=20 % RT3 DIZKYRRRKRRERITITS
New! 6. E&EREXER D & (& fit-for-purpose T1T2D
7. BERABROIOCLRIIHBSMEBEBOIRIET—FDEERICHYESI=HEETH
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New! 9. FERDEHEMZHERT D
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ProcessTl&%i<principles|ZfE R ZHTH

BULEEREAEREIIATLESHA ?

M&EYLFET . TOLRATITHKRECESZ LU TLHNE
MNHYET, TOFREEIZEILLET A, RAIZEDHR
BRI AET . 10FRICIE. AERDERAEITS HOBE
EEIFIRECELSTLLY, 7O RIZEGZELERD
_ HABRFEORAOCHASTAULFIERGY ., BN=A(45F
b UR(FRANZEDVWTUWVEITIIERYFEREA. BN-R
AR DHAFT U REESFLI-RERIE., #HEEDRTE L

BEZXSTY. [FEKODEEDAEICEETEHHRETEH
H9 TL&LD,

Prof. Martin Landray
AVIRIF—FRZDHR Good Clinical Trials Collaborative TF B UNEGERSRER I (XA AL EA 2 |
ICH-E6 academic stakeholder = ~ a J Gl
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Risk-proportionate approach

SEREAER D & X fit-for-purpose’ TE 2S5 L (GCPIEF v o) AL TIEALY)
o (Principle 6.1) Quality of a clinical trial is considered in this guideline as fit for purpose.

SRABRDEI(ZESTOVTAAIVIEER(CTQ factors) #RITEL . BRREREREHER TS

DLW AHAERICKH L THIRZIZEZ/EYCE (Quality by Design)

o (Pinciple 6.2) 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

FEARREBROTORR, 770—FIL. SMEBIZRHTHIRIVEWRESN ST —IDEE S
[ZR & ->7=(proportionate) AZ TERINDEINE
o (Principle 7) 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.

12
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Proportionality® & z 5

E6R3MDAO—T
AL

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

Pragmatic Explanatory

Procedures

v Principlesz 859 A ECENEE |
v’ Procedures|d i 5& M B B2 C TR ERIZ:#E A (proportionality)
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E6(R2)DECEL

MEEEEL HE, NBERVERIS, HEZHIEICERTSIETEEASETORENZRL,
FERAINABHFEGICEWNVTROONDZETOEREHFEH-LTORITAIEESHL, &
S5, METOBRERERVY(XIE) AR Y —, IRBEUO(RIF)RHAYEBICKYERINDFDIMD
BN E(CE>TIDIELZBALZEITNIELZESELY,

4

E6(R3)M L&k

211 (GRBRERETEDEEERVUN —=29)
HEEREEEIL.HB.FL—= T RURRIZKY . ABREEIEICERLSISETHY . TD
FOLFEERMEDIRUELIZRT HIDLENH S,

v InvestigatorME&EDRMNEL T, EEEZEDIRE IR S0 & (X HIB
V XEILOEHEEIZ DOV THLRHIERAAREIC
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FDEAFZHALGTNIEESE,

E6(R3)DECEk
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BREMEICEET 2L END, VTNDBAL. RRERETELEFERAL. EELY
FEhBEDIZDVTIE. ZOEAEHBAL. BRPHLOLO DB ELELILEND D,

V $RTOEFETIFGETEREHIHEN DL D I DHERANDE

https.//www.icrweb.jp

16



ChbAEMIER

« PMDA: #HEOOF DA RARLEFEDEZET TD

LH

P

HREDEBEBERICHEDIQEAIZDINT

"

SMEERERE I KE TS AVWFICLY, #REFPEREFTEEZ TR 2WES, 8
FOFRFFIADY IREL, BREFEZTR-THL L0, (EERERE)

5% AR B 313 75 % oo 1E.BE i 4% T8 S S 0 3% 5 5L 134 FRMEREIE o] & HIET L TV 5 AR
TOEROY A DPEREOREZFEEEO L, HBEEAOSEOL LEBREICMNDLY
FEFLPERL., FREFEZTITRL ZLETETH S, TOR. ERAEEM LGS
SHEEMT, EREFAANCEREFCEYRRICEREICZITRD Z L MRIES N DN
HETHLH L 2RBEEOFACTOMOTRELFETRIETD Z &, £z, 2V 2ig
BRFEEM LD B E~OREOT 4 v —T » THEFET D, Sl E TR0
EERLIRFT S L,

Q5
AD
Q6—2
AG—2
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o HEBROZHEME. TNETNDRRICEHLETIRIGTEZSIRMEKL TS

a GCP renovationl RGN H =EFELR
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ICH-E6(R3)MD R Ak




Monitoring (R2)

Ja—/N)LPREARDsurvey THERI AR BN E M HT1-1EE
o E6(R2)DEH (HHEHLLIT AU HANEZR) VT HNER)

5.18.3 E=A)2 U DEERUVAE

—R%(Z, TAZEBHIRRAT, EREP R VR TRICERMAEHEZABLTE=2) 0 ZFTORELH D L
MLBIN KR T TIX, RARVY—IE, FREZATEREBTHENTES, TDHEIZIE,
FRE-ZZ)ON, AREETEBOIBRUVESELVICLEHICHI=2HA T RAEDFIBEFGHET
BH_EIZEDT, GCPEFESFLI-BYIEMEDEEZTRIETERITNIEESLL,

0 E6(R2)TIE, FREZAYTIEHISRLNT YE—FEZZ) VT DEH DAL
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Monitoring (R3)

EZRYTIET—E2I R A REEEIZQuality ControlD—FETHAHZ EHBAEE

o 3.11.3 Quality Control
T—ADEEERVCLEDEIEERLT H=OC, T -EORYKFNOFEREICELNTRE
CEEERT RETHS, BRARICH T, TLSEEBIHEE=42Y RUT—ITH
SHARDTOLRTHD, BRARERMEZ LI OREE hROEBEEERTE) DR EE
I%)E[Ht’ﬁi’xf&g%()mi) FPRTOEFBZIBLIEVRIICE KT IA—FAVWTERL., &I
—_EMTE D,

PREZA) DT (FBISMRENTIRGEL AR o1
o 3.11.4.1. Investigator Site Monitoring
JAOR—A+THEZEAR™TD
On-sitehremote M FELLELHYED
JE—FTOEEBELCHMOT—2REY—ILENLEEZFIDTEHYED
o 3.11.4.2. Centralized Monitoring
“Timely manner" C{T5>EHY
et FE=zRAVLDLEA
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“Data governance” D #H %

“4. Data Governance —Investigator and Sponsor’&L T L=-E N FH %
—ADEBEMNEEERT 50D, T2H. FfL—HEYTo. EX )T DBERZTEE
—AERTOCRADSEEEORIKE

4.1. Safeguard Blinding in Data Governance

4.2. Data Life Cycle Elements
4.3. Computerised Systems

a T
Q T
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Informed consent&ET 4 )JL1E

Informed consenthF &k (=

o 2.8 Informed Consent of Trial Participants (c)
AVTA—LE- AV MDTOERATE, BEBESMEADBRIRBLZIO. FrATGHE
(ffl: XE, B ETH. RUZT DD WA R AE)ZRANSIENTES, BULIES
IZIE | BERTRIEZRG T A2 ERATLTHELLY,

0 BRBAEMELT, ER. BIE. TOMDTORIINEFRL-AEEHD
a0 JE—FTOeConsentiIZHL ) OTE R

RITDICXENDER

o Principles 2.2

A7 —LF - OTOEATRESNDIF®RE, HEBRSMEERB(TEEREA
ENERETEDISICHAENOBFRICTRETHD.

o ZARa—ILBPIBIZHLRGYT TGN EICBETAES58E8EH Y
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DCTA®D XTIt

Investigator/Sub-investigatorh A9 LEHEER B LAEL VI

o Glossary: Investigator, Sub-investigator
Investigator: A person responsible for the conduct of the clinical trial at-atralsite.

Sub-investigator: Any individual member of the clinical trial team designated and under
the oversight of the investigator ata-tralsite to perform significant trial-related
procedures and/or to make important trial-related decisions (e.g., associates,
residents, research fellows).

DCTDIGE . ‘RBREEEMMIGER S EEMMN RICTFEAE T S EERTIRELAL

= —

Investigator site (Fi7=IZE %

a Glossary: Investigator site (B PR 32 5% 52 i 1 2%

AERR RS FRRGBREREEADEEDL L. AERICEET IXBNTDEAICE
WTRIEZDIGAZEERICEESNDIEHF

KD trial site” M BN 1= 5T THERICEEL AT AT ONLTENH L LEEH
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RATRZEICEI S50

SHERETE RS TEEBZE Dstakeholdersh s DA T YREEET S

o Principles

AT—IRILE—DoDAVTYMIKY, ABRSMEBETFROEZEDEAICESTEKRD
HAREBRERENFGONDAREEZEDOBENTES, SHIZ. ZDAVTYME, T—2UILE
DEMAIEEM(CEE T HREDIRE LY, SHERSMBIZE S THEBADSMA T LG EE
EIEBLIENWCEFRIALT HEDEED,

BERARTIE, BERTOHBRERORATLERE

a 317 2(RRY—D&EE)

BRERICE TAEBRSMENR T -HRENEARICHTIFRARVARDO =S
R ROBRGCENZHRERBEEEICTIRM I DILEZREFLATNIELS
B, COFMEABRSMAICIREIT B S, TOXEILEFEMMT, —RAD
HETESLOTHY. REREICGLEVLDTHLEIRETHS,

v BH|TIXELAY, stakeholderMo DA T vk BERITDERBAZ LR
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UDEZ A

HESR(C — =R RS
S\ E EEDIER I3
—
ERE > 5
. fedA fedhy .
FE®D BSE 30 I BSEL REEL
Cannot-be-ruled-out §&#8 /— fthDEEDH
‘ ‘ : Yl I A
BEiEa®DD =Nclntﬂi§1§fabj : BQEHL- 559D

FDADFRLWLIL—IU

I—{f@%ﬂﬂﬁi’&éﬁﬂj%?&[m JCannot be ruled out

Reaction

Suspected Adverse

Suspected Adverse Reaction

LIADBEER

L%@B@Hﬁjﬁﬁﬁﬁﬁa‘é Reasonable possibility

[£%] JPMA News Letter No.145(2011/09) [T YU ELEEETROR R &R /MNEILIE
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Adverse Drug Reaction/ i5"cannot be ruled out” A El B

EG(R2)MADR®M E & (k%)

0 BEEICHhADOLT, RESN-EAIHETLIETORECERLGVWRICZEMEREZZ DN
%’Cﬁ)é RANEET DRI IEIE, HREREFESRORRBRICONT, DIGELLEEM
AJREMEN H D, B, AREFREEETE LV RILZEKRT 2.

0 The phrase responses to a medicinal product means that a causal relationship between a
medicinal product and an adverse event is at least a reasonable possibility, i.e., the

relationship cannot be ruled out.
EG(R3)MADR®M E & (k)

0 BEEICHAMDOLTERRICEET HIFFELIGL | ERILGWRIG (BIZ X kiE ERIKEED G
%;C);E) ERXEERR) T ERBEAZTEREDHEICEENICEHREFRNEFET SRREELH
Do

o ...unfavourable and unintended responses, such as a sign (e.g., laboratory results), symptom
or disease related to any dose of a medicinal product where a causal relationship between a
medicinal product and an adverse event is a reasonable possibility.

27
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ICH-E6(R3)DEZ A

0 E6(RIDRAIA—THNEXEZDNTAMEITHSZEARAMEIL

a Principlesh i EE . Procedures|d & A DR

a BlEEHNIEFNFEE RWLEWLDIDITTIEELY, Fit-for-purpose T& Z &5

E6(R3)DEERAUE
SRRGE=Z) T FERTHE

T—R4E T Ot X DtraceabilityZ FE{E
Informed Consent® F ;&N F 1t
DCTZE#LI-REBLCHEDEER
BENERE RO F Er

o O O O O
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