FEOOFT—AANAMITIRTIIRT—TJIV=EE

F“.:ﬁ%ﬁ(g_zbIT%eshmand@%ﬁﬁE’Jﬁ
- 1=3”"5—232 -

s BBARBB(EREXRF)
B2 5A3(PMDA)
hneE z=EE(PMDA)
Bz KR(/J+)
REF ER(PY I 1)

HA #RkF(77ot2)
BRER =T (8EF0)




UL —ALD—72

oK
o\ g\i’}’*
x50 A7) o
@ﬁ{é&% ;),’ef A ‘5"3{’& 5);/'9%‘*
@) O O O HEOREMUOEFENAREREE ERFEE
"‘ B FREtER CDOBDEFRZELVRWNEDET B,
SHBRRIEE
wtRestimand|Z, 5T 12, BN U ®
DFHICRAT 3 FELRREER ERD. R — §
EHNTZEEOENICNUT, #HEDWR, HEEDHIE @ s -
RUBESTEESIES. — oo ]
=T g

ARDENERVICERL.

P> RBoEM estimand & #HEEDFERICIHIR RERTH A U RO
: ! D ERMIDIBENHD (). T&
e (o |b TRIERH SHRENEEET
|’ > 3 FRLTH> TSR
: ! (7)o B DestimandIZHLT
FrIoiEe EHECIHHEEMNZEETLET
CE[CEABREN S S EA.
| x RBOBNEERSL. TOE2%E
SN SBEETIUENBZ( ),

ICH E9(R1) Training Module 2.3 and 2.3

2


https://database.ich.org/sites/default/files/E9%28R1%29%20Training%20Material%20-%20PDF_0.pdf

ICH E9(R1) [&, ESHOSNTZERBRDBMICTUT, HEDWR, HEDAERORRE DT EE
aeEsEEEINIZIL—LT—0ZRRLTVD

o BROD BRIIRESLD & SERRHVEEH T RERT B.

] « EstimandIZE 52D ERIICX T DHEEDXTR (T
S ERDBE/Y BhE, EEINAIRETED ) EEEKTD.

L EEONR . fEPS(FHEEEEE LT RO AEERTY.

B0D 3 D EEARBYEER

= WHAT
Estimand « RESIICEEITDHESICKIDHERICDOWLT,
| FDIREHNSDITNICH T DLEMRZFND.
FEIIHES
WEDSE
= HOW | RESTICHIT2H#ESE 1

EEIHHEE

RREANICH T DHEE 1

BEICRT BIRENSDITNICTHULT

AR EN<SSWE{ETDDH? |
IMPAACT Annual meeting 2022 3



https://www.impaactnetwork.org/sites/default/files/inline-files/11_Baltrusaitis_IntroToEstimands.pdf

— R

FFE [ COREBISN T DERAREER CILZRA 0O LD afis
SHIEAIDNETSDTUL DN, ENHS, BREDIKREZADES
FEFRICLDBREKRSRIEAEEESNET. |

BRER: (25 L\ o 2BHAIC K BEF DI S IERRIFE CEREC
US5EDEEBZSNOT, TRREDRSZHE cE LS
ERRETBDIFRENTIERLNTIANA. |

et TERRIRIS CIIEFID/R S ZRIEUIZERICIEED L DA
BEEITO>CLWATULEDIN 7

BRER [ CDREICH T DERRIRG COBRE S VIFEIILTULT,
SBEAIRSAVICEEEN DY XT L. BRED IS ZADERIITE
Q@ BIRECTINTULDIDT, COERBENI AR5 FDIRDBIRE S
INTL20@ZRDEFITIHAEL T EICRYET. |

BEt [F593&, TCOEREICHT BRETA VDRICZDIRERER
NMADTERBAICEDESBEENESNDDH 1S S
ZLUTWLWON, BRERIBIZICE > TIFEERIFERICRY FTA. |
F—L: TEZNTHNIL, COERKRAERICHWTITEREDIRSHIE
(RUZDRICITOND AR DEELESH T, TOEAIICLDAE
ZHIRULIECETEONIAEMIRZTMUED. |

o
@
R ERiE
0
2 geq
P

DD
FRI0E

et DaRREORSHIEE VWO HBEERIC
WU TCEEAH AN T —TCRInNT D
estimand, ZNICE T2 ZEEZ L.
FORTICHBIRT —IUNE(L -]
BE(2018)

4


https://biostatistics.m.u-tokyo.ac.jp/wp-content/uploads/2019/09/pdf/20180727symp03.pdf

ERDHREETIE - - -

{.ﬁ?r:ICH E9(R1)TTldestimandZBRIEICT D ENKSDHSNTULET. :@Eﬁ]

B CHEINEEDEHATESATINT?

%
[ BgER - - (Estimand(3#1> T\ 3 (&, BRIOEA s
£<DNBA) FEERIE
HETATENDERHESOHEES(T55, FEERERYSBENEHRE
TESXFTH ? &, TORBVEUTANTATFHYETH ? )
- (BRSNTVBIERRDDBIFE, LN X— BEHESE
JTERL)
) °_o
FIZIE, BSHILGPEERICABHEUNERA. B 5RIERIE TOBRIT—5 S
A TMMRM GIEE S 3 S ABRMROBIRIEC S RV ET. (EFNAHES "
AD) T DD
y HPISE
B, BBIEE. UrBTNTULD T+ ™

UL, BSUHAR<T  (BRTE)

A#HIEH(2025)



https://biostatistics.m.u-tokyo.ac.jp/wp-content/uploads/2025/02/20250213symp02.pdf

Thinking process

Therapeutic setting and intent of treatment determining a trial
objective REMUEDDH D BEREDEEICED HBERBHIDRE

Identify intercurrent events
PEZEZDNE

Discuss strategies to address intercurrent events
FREIERICHINT DA ST T —DiEE]

Construct the estimand(s)
Estimand®:%

Align choices on trial design, data collection and method of
estimation EstimandIZia 3557 012, 77— YIRS, RUBEHTFERDER

Identify assumptions for the main analysis and suitable

sensitivity analyses to investigate these assumptions

FREICH T DIREDFEMNMREZIREE T D7z DELNREE 51T DER
Document the chosen estimands
Estimand®D3ZE1L

ICH E9(R1) Training Module 3



https://database.ich.org/sites/default/files/E9%2528R1%2529%2520Training%2520Material%2520-%2520PDF_0.pdf

Estimand®XZ1t(ICH M11 [CeSHarP])

2.1

For all trials, precisely state each primary trial objective by providing a meaningful and concise
description of the treatment effect of interest using natural, nontechnical language for clear
understanding of sponsors, investigators, clinical site personnel, trial participants, ethics
committees, and regulators.

Primary Objective(s) and Associated Estimand(s)

For trials intended to estimate a treatment effect or test a hypothesis related to a treatment
effect, use the table to precisely describe the associated estimand(s). This includes specification
of the population targeted by the clinical question, the treatment condition(s), the endpoint (or
variable), and the population-level summary. Precise specifications of treatment, population,
and variable are likely to address many of the key intercurrent events. Other key intercurrent
events not already addressed in the clinical question of interest by the aforementioned
attributes should be described with their associated strategies. For other types of trials not
intended to estimate a treatment effect or test a hypothesis related to a treatment effect,
describe additional information relevant to the clinical question(s) of interest (at a minimum,
present the endpoint(s) associated with each objective). For these trials, including the below
table is not required.

ABROBENZIEEFIRNREE
CTHRFEN DESEIZSER

TAERIRDEE IR Z HEY
EUEERTlL, estimand
DEER % ILHEIZECuh

RFENRODHEE PIRELZ HEY
EURVEBRTIL, BLD
SERRHVEERE I CBE T S1E
Bk ECah

ICH M11 Updated Step 2 Draft; 13 March 2025 [FHI&#:ZH : 2025F5520H]



https://database.ich.org/sites/default/files/ICH_M11_Template_Updated%20Step%202_ForReferenceOnly_2025_0203.pdf

CONSORT 2025 =H

CONSORTERIZ, 24 MEGERBRDHEDEZR LI B S & &EH]

=/ NMNRDIER Z =

HUCUL\DEHT

CONSORT 2025 explanation and elaboration: updated guideline
for reporting randomised trials
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UNDERSTAND HOW INDIVIDUALS THINK ABOUT THE TARGET

Do the following target the

same estimand? (N=122)

No

hoc vs pre-specified

stratified vs unstratified 61.48% 3197%
covar[ate adjus.ted Vs 56.56% 38.52%
covariate unadjusted

remove/pool strata post- 57 38% 28509

MNote: these three questions are not mandatory, for each question

there are non-responders.

ESTIMAND AFTER COVARIATE ADJUSTMENT OR STRATIFICATICON

e Evidence of gap in the understanding of different
statistical analysis models targeting different
estimands for non-linear models

e Highlights critical need of further guidance and training
on this topic

 Excellent literature in this area (e.g. Daniel et al. 2021),
but clearly still a need for clarification/implementation
in practice
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