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a. Table A represents a sensitivity analysis that only includes well-documented and verifiable
progression events. Other data are censored. In Table A, the progression dates are:

e Based only on radiological assessments verified by an IRC. Clinical progression is not
considered a progression endpoint.

e Assigned to the first time when tumor progression was noted.

e The date of death when the patient is closely followed. However, deaths occurring after
two or more missed visits are censored at the last visit.

Table A. PFS 1 (includes documented progression only)

Situation Date of Progression or Censoring Qutcome
No baseline tumor assessments Randomization Censored
Progression documented between scheduled | Earliest of: Progressed
visits * Date of radiological assessment showing new

lesion (if progression is based on new lesion);
or

* Date of last radiological assessment of
measured lesions (if progression is based on
increase in sum of measured lesions)

No progression Date of last radiological assessment of measured Censored
lesions

Treatment discontinuation for Date of last radiological assessment of measured Censored

undocumented progression lesions

Treatment discontinuation for toxicity or Date of last radiological assessment of measured Censored

other reason lesions

New anticancer treatment started Date of last radiological assessment of measured Censored
lesions

Death before first PD assessment Date of death Progressed

Death between adequate assessment visits Date of death Progressed

Death or progression after more than one Date of last radiological assessment of measured Censored

missed visit lesions
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a. Table A represents a sensitivity analysis that only includes well-documented and verifiable
progression events. Other data are censored. In Table A, the progression dates are:

+ Based only on radiological assessments verified by an IRC. Clinical progression is not
considered a progression endpoint.

e Assigned to the first ime when tumor progression was noted.

* The date of death when the patient is closely followed. However, deaths occurring after
two or more missed visits are censored at the last visit.

Table A. PFS 1 (includes documented progression only)

Situation

Ne baseline tumor assessments

Progression documented between scheduled
visils

Date of Progression or Censoring

Randomization

Earliest of:

+ Date of radiological assessment showing new
lesion (if progression is based on new lesion);
or

Date of last radiological assessment of

measured lesions (if progression is based on
merease in sum of measured lesions)

Outcome
Censored
Progressed

Mo progression

Treatment discontinuation for
undocumented progression

Date of last radiological asses: ol 1

[)n!lL of last radiological assessment of measured
lesions

Censored

Censored

Treament discontinuation for toxicity or
other reason
Mew anticancer treatment started

Death before first PD assessment
Death between adequale assessment visils
Death or progression after more than one

missed visit

Date of last radiological assessment of measured
lesions

Date of last radiological asses tof |
lesions

Date of death

Date of death

Date of last radiological assessment of measured

lesions

Censored
Censored
Progressed

Progressed
Censored
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o NRES FKABBEDHEIT/ERFEE NSCLC, PD-L1 TPS 250%. EGFR/ALKEE M4 =BT = @ BEdiE
/B 77
- AR HBRJAHE:pembrolizumab 200 mg q3w., X ER: TS5F FHH : )
. PRODALESIT BRI : A PROGF
. PROZMEIER : :
|
.+ QLQ-C30 GHS/QOL ® baselinebweek 15 ETHELE ® A A B !
* QLQ-LC13 @ cough/ chest pain / dyspnoea composite @ time to deterioration - :
«  PROWERR: YAl 1-3day 1, LAR BT ECAERFPLERITEEPILFRRR :
Uit #%30B D T7+A—7 v TE M TAIET 2 LARE [FUREL ALY @ A~A—@ A :
|
— EHEBDHEH: cLDA(constrained longitudinal data analysis) & !
— time-to-deteriorationDE#HT: 10RLLLDEBILEZARIEEE, Kaplan-Meier / :
stratified log-rank / Cox model | JET=(X3THHIY ELTHS ® A—”D\ A ‘_/i\_‘ A-
— Responder&| & Q4T : REb B ARHT . RAIMITHTE :
1
I I I 1 I ’ I I I

Weeks since randomization

Brahmer et al. Lancet Oncol. 2017:18:1600-1609. 40
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Pembrolizumab group Chemotherapy group Pembrolizumab  Chemotherapy
(n=151) (n=148) group group
QLO-C30 Baseline
_ Number of patients 145 137
1 o
Baseline 145 (96%) 137 (93%) Mean score (SD) 62-2 (22-3) 59-9(22-3)
Week 3 127 (84%) 122 (82%) Week 15
Week 6 120 (79%) 110 (74%) Mean score (SD) 71.0(21-2) 63-7 (20-6)
Compliance 120/138 (87%) 110/131 (84%) Change from baseline*
Week 15 109 {?2%) 92 (62%} Number ofpatients 150 147
Compliance 109/129 (84%) 92/117 (79%) (L;;:éguares mean score 69(33t0106)  -0.9(-4-8t030)
Week 24 98 (65%) 75 (51%)
Compliance 98/111 (88%) 75/92 (82%) QLQ-C30=European Organisation for the Research and Treatment of Cancer
P Quality of Life Questionnaire Core 30. GHS=global health status. QOL=quality of
Compliance was defined as the proportion of patients who completed the life. *Based on a constrained longitudinal data analysis model with the
indicated questionnaire among those who were expected to complete it patient-reported outcome scores as the response variable, and treatment by
at each timepoint (excluding those patients missing by design). study visit interaction and stratification factors as covariates.
Table 2: Change in QLQ-C30 GHS/QOL score from baseline to week 15

At week 15, we observed an improvement from baseline of 6.9 points (95% CI 3.3 to 10.6) for pembrolizumab and a
decrease of 0.9 points (—4.8 to 3.0) for chemotherapy, for a difference in least-squares means of 7.8 points (2.9-12.8; two
sided nominal p=0.0020; table 2).

Brahmer et al. Lancet Oncol. 2017:18:1600-1609. 41
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100 —— Pembrolizumab
—— Chemotherapy
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o
T
S
E 60 [T | [ |
3
(]
o
= 40+ L1 L 1
2
1=
g
w204
(=
HR 0-66, 95% Cl 0-44-0-97; two-sided nominal p=0-029
0 I I I I I |
0 3 6 q 12 15 18
Number at risk Time since treatment initiation (months)
(number censored)
Pembrolizumab 151 (0) 78(42) 47 (62) 26 (80) 7(98) 1(104) 0(105)
Chemotherapy 148 (0) 60 (49) 30(63) 11(79) 7(83) 0(90) 0(90)

Figure 3: Time to deterioration of the composite of cough, chest pain, and dyspnoea in the QLQ-LC13

Deterioration defined as time to the first onset of a 10-point or greater decrease from baseline in cough, chest pain

or dyspnoea, confirmed by a second adjacent 10-point or greater decrease from baseline in any of these three
symptoms. QLQ-LC13=Quality of Life Questionnaire Lung Cancer 13 items. PRO=patient-reported outcome.

HR=hazard ratio.

Brahmer et al. Lancet Oncol. 2017:18:1600-1609.

100
90
80
—~ 7107 Pembrolizumab
S
E 60—
s Chemotherapy
= 50
wn
“©
S 404
5 304 Hazard ratio for death, 0.60 (95% Cl, 0.41-0.89)
P=0.005
20+
10
0 T T T T T T 1
0 3 6 9 12 15 13 21
Month
No. at Risk
Pembrolizumab 154 136 121 82 39 11 2 0
Chemotherapy 151 123 106 64 34 7 1 0

Figure 2. Overall Survival in the Intention-to-Treat Population.

Shown are Kaplan—Meier estimates of overall survival, according to treatment
group. Tick marks represent data censored at the last time the patient was
known to be alive. The intention-to-treat population included all patients
who underwent randomization.

Reck M et al. N Engl J Med 2016; 375: 1823435.
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Van Gorp et al. Lancet Oncol. 2025;26:503-515. 43
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» The primary patient-reported outcome endpoint
responder analysis found that the proportion of
patients who reported an improvement in QLQ-0OV28
abdominal and gastrointestinal scores at week 8 or 9
was 34 (21-0%; 95% CIl 15-0-28-1) of 162 patients in
the MIRV group versus 23 (15-3%; 10-0-22-1) of 150
patients treated with investigator’s choice of
chemotherapy (OR 1-5 [95% CI 0-8-2-6]; p=0-26);
these analyses included patients who did not have
week 8 or 9 assessments but had either progression
or death before day 71.

(A) Proportion of patients in each treatment group with improved abdominal and
gastrointestinal symptoms based on either a 15-0-point threshold (primary
analysis) or 11-1-point threshold (sensitivity analysis). Due to the constraints
of the QLQ-0OV28 abdominal and gastrointestinal symptom subscale, the
smallest actual value above 15-0is 16:67 points, a 3-unit raw score change.

*Nominal p value calculated from the Cochran-Mantel-Haenszel test stratified by

the randomisation strata. Van Gorp et al. Lancet Oncol. 2025;26:503-515.

= MIRV group
B Investigator's choice chemotherapy group

0 p=0-26

p=0.032*

and 7 T
35
304 21.0%

25—
15.3%

20

15

Percentage of patients with improved abdominal and
gastrointestinal subscale scomes (95% )

n=34/162 n=23/150

29.0%

18.0%

n=47/162 n=27/150

Primary analysis
(15-0-point threshold)

Sensitivity analysis
(11-1-point threshold)

Figure 1: Responder analysis at week 8 or 9 and mixed model repeated measures change
from baseline scores for QLQ-0V28 abdominal and gastrointestinal symptom subscale
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Figure 1: Responder analysis at week 8 or 9 and mixed model repeated measures change
from baseline scores for QLQ-0V28 abdominal and gastrointestinal symptom subscale

(B) Mixed model repeated measures change from baseline scores of the QLQ-
0OV28 abdominal and gastrointestinal subscale by treatment group in the
intention-to-treat population; decreased LS mean score from baseline
indicates improved level of symptoms
tDifference is between LS mean for MIRV versus investigator’s choice of
chemotherapy.

B Overall Survival

Median Overall Survival
(95% Cl)
mo

MIRV 16.46 (14.46-24.57)
Chemotherapy 12.75 (10.91-14.36)

A
=
m
(=9
g
S 60- .,
& 50
z aw o-u-no. MIRV
‘ugn 404 . A - * . o
E 304
g 204  Hazard ratio for death, 0.67 (95% CI, 0.50-0.89)
104 P=0.005 Chemotherapy
0 T T T T T T T T T 1
0 3 6 9 12 15 13 21 24 27 30
Months
No. at Risk
MIRV 227 204 175 128 82 53 28 15 9 4 0
Chemotherapy 226 185 157 107 63 39 13 9 5 2 0

Figure 1. Efficacy Findings with MIRV as Compared with the Investigator’s Choice of Chemotherapy.

Shown are the Kaplan—Meier estimates of investigator-assessed progression-free survival (the primary end point
[Panel A]) and of overall survival (a key secondary end point [Panel B]) in the mirvetuximab soravtansine-gynx (MIRV)
group and the chemotherapy group. The restricted mean progression-free survival at 12 months was 6.13 months
{95% Cl, 5.62 to 6.64) in the MIRV group and 4.72 months (95% CI, 4.21 to 5.23) in the chemotherapy group. Analy-

ses were performed in the intention-to-treat population.

Moore KN, et al. N Engl J Med 2023; 389: 2162-74.

Van Gorp et al. Lancet Oncol. 2025;26:503-515.
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Setting International Standards in Analysing Patient-Reported Outcomes and Quality of Life Endpoints in Cancer
Clinical Trials—Innovative Medicines Initiative
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SISAQOL-IMI Interactive Table:
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d d l[ d % l Confirmatory - Superiority - Magnitude of PRO (change) score at time t
Randomised controlled tria
For RCTs, the PRO objective is 1o evaluate clinical benefit by showing that patients in the treatment arm reported betber PRO (change] scores at a specific time point (Lime &) than the reference arm.,
Confirmatory Objective: Descriptive Objective:
Evaluate clinfcal benefit Describe patient perspective @ Estimands framework
Superiarity Equivalence | Non-inferiority s The choice of each gstimand should depend on the PRO objective of the clinical trial and on the research question. [EstFromel_GEN_RCT
SEEsEEEEEEEEEEEEES -
Magnitude of PRO {change) score at time t . Recommendations - 5 Recommendations 3 Recaommendations 3
-------------------
JssssssssssssunsnssunsnnsEEEnnEnnnnnnnnnnnnnnnnnnnnnnnnnnnnsRuEnnnnnnnnnnn

Responder with PRO improvement at time t Recommendations — Recommendations — Recommendations —3

Responder with PRO worsening at time t Recommendations = Recommendations = Recommendations -

Time to PRO improvement Recommendations 3 Recommendations < Recommendations <

Time to PRO worsening Recommendations =» Recommendations = Recommendations =3

F int t
\ o RO scores over a specifl
Overall mean o mesian ERO soires dver s spectied Recommendations Recommendations > Recommendations Stirdy disien consieration
time frame study design considerations
onsi
. . . . . i
.

https://www.sisaqol-imi.org/interactive-table/

Q =L, EAICIZEBINOBEENNE

@ {RIZEEML =L D @ ESRIRAIBEIZT B H:
PROZEHii I S H/PROM =/ ICEER A DIZLY/
S4B s - HARS)/PRO endpoint fERBRICDELDHEHEHR

49


https://www.sisaqol-imi.org/interactive-table/?utm_source=chatgpt.com

ABDODSRTTHHMMET R R

RABDOEGEE BEMERIEZBEMNET HRCT

terminal event®E#&LY PROXHEIE - ICE#®PRO
termlnal event ............ .“‘ .” ............ EEHX?%:IEEEtICEfﬁj_:_Q
(FET1E) HDPRO DEERESS 2
£ESHSH Q— .1 P Ao
3¢
PRO endpoint @ r—2ZAR3T4
PROGIIZ®E-SH@ | |- & ¢ || RN endpoint- strategy * R EX =
b\ " BB ERATEMEL =
THRE9 5 @ *

SISAQOL-IMIZ & %EHHET 5D TITEL,
PRO estimand[ZB8{R 9 H#EaTRIGR RIS > TR T Do 50



PROTYa[Z L 82 - 514l 9~ 5 H

| PRO endpoint®:&iRIZ &Y . BT E - BRATH & - R OBRSEDD |

PROendpont | FELELCE

RERAOELE 5B A TOPROE CPRFmECHMAEGESIS
Responder&l& %ﬁg&@n%%m&%a&%-%mm FERENDE

Qimeto worsening PROELF TOHH B - 15TE - RGBIATEIY KL Y
HAM /b RiE —E A2 A DPROM#ER BRHRNE - B DS E

A B IXEHTHLDNTLVSPRO endpointZE4gEM &L,
terminal event-PROKXHN&- ﬁ@*ﬁﬁa’& RERTEZEERITS

o1



Sml:terminal eventZ&ES5#HS5H

[ terminal eventi& MPROIIZFELGEWNCEBBEFER . strateqgy LR A ZFZZ 2OV EHY ]

swatesy _____Ciinical Queston

SETCL7EM 215 & DPROIEES

Hypothetical E ot s L VR TE AN E
g ST BB KA S ST \ h
Composite %EE;E&)T*'“‘%4*'“‘€&°“HE QOLEILLFET=-DHEIELE

. . o= _ Cal) BRI CTEFRRAISELD
Q/Vhlle alive EHFEDDOPROIXESHBLI-H HONBIEE IR y

—EHHEFLBLIEARETD

PROIZESFE~T=H MNEREFDEZE AL

Principal stratum

Q AHIL. PRO endpointZ &lcterminal eventz & Dstrategy THRHECQ
ICEETEHD. TDOREFEZLBRZZRT 5,

52



[ BAERIBEBOPROZE., FETZEDterminal eventZEEZ T }

EDXIICHB -RIRT REN?

. 11 XPD. AR IE . AR E DFET LS DICE (XS A2 THRT S
AT /s
- RATCEROPROMEFELAZLVNR T, IZFHEXRET HH?
¢ I:IH:Hln\l 2
— PRO endpointlZ[i& L T. terminal event®strategyl&ESZEHYFAHM ?
VTR R NDZEI{LE. Responder®| & . Time to worsening etc.

¢ FMM1-3
— BIRUI=strategyld. FEL TV SRITHEZTERETETNEM?
° I:IH:HII\\14
~ BRERRT H7=0I2. QOLRIT SHfAEH# TIRRT REH 2

53



S M1 :terminal eventZE S5 H

ik BITFZOBE

EILDEEZEZEL T, Time-to-event® M 47 (Cox[EIF. T CQOLBILZRESDANEE

Time To Deterioration . - Pl LTHD, ETZF THEUIYEL T
D77/7*ﬁ7~E%)§'ﬂ'jo Téi’%é:&)ﬁ)éo
EILDREZHREL T, e AVIZx9 HTime-to-event
B DBFTZEITIo
- s s = =+ hra: AN
Semi-competing risk analysis g@%ﬁg’;{%OL%’lt) [N —FZHTELT. RERE fgg}%fféfgtbfwbx QOLE

RIERERAMEEETT ILIET BFine-Gray model 4>

GraylBREHF|HATES,

Bl EDOREZRELTCET—FEIZE# (GLMM)
F-[ZPRODROAT7HZFDFEFFEFTIZHALS (MMRM, RLTET—2IEIMARDREDL E

MMRM, cLDA, GLMM cLDA), THEEIZIZS AN FETERDQOLIE
ERFRTH RIZEHE T 2D TIH L, BEFMNGHZEEZERE AEMNICERTHE
LTHEMZEITI
EL/REDRIEZRELTCZET 4R (ZERT S,

Responder Analysis REFNLEHRIIZEEL T . BEDH R THEZIENOEL Non-Responder&L THS

FyAXLFOEFRTLET 5,

Based on SISAQOL Guidebook and Sakamaki and Kawahara, BMC Med Res Methodol 2022;22:259. 54



[ AR : ECR DPROIIFELELN O, RTEEESHEOMNIEIHT A ETIELELCQDHE ]

7~

\

N\

B AR A - While-alive

v

7| AQ0oLiEEHTHEM

(O EE] )
7%F q{@?—@@ﬂ(:

\,E.‘dkﬂﬂih\&')é )
( (Bs R H#EIR) A

AEMBROIFESN

(RS- Z%] N
HREICTERERIZELD
SGE . ETF/INATAN
AL, f7ZQ0OLM L

NE AN A )

7~

Ef#&B : Composite

\

N

v

((BaEREARIR]
H£FEQOLDE SIS
1M (EFEARIHANRRL
kf:n?"c.\\é E"]/\‘*j{“} ~)

LD )

FET=ZPROMD —ER (451 -
| A370) ELTIRS y
N

J

([FRFR-1)Z%)
[FETE1ELVSERITH

TAHIEDEGRIE S
\(EIZERDRHHY

FDE—ROT7EEYY

~N

J

Estimated mean global QoL

progression—free

100+

¥While-alive TlIXE HIZHFE

754

.................
* =
& e @ b P o b

50

cycle number

PROs avall. 834 694 538 390 221 238 107 140
Thomassen et al. BMC Med Res Methodol 2024;24:290, Fig. 5.

CompositeD—fHlEL TRTEZOREL TGS, h
FHQOLMNZRIETLES
ETOERMN QOLEAL IMNTFETIEM I IFEIRT
[F A LIZ<LY

£7FE G -PROTIBRFKRLDHHRNER




fMm2:PROFKISGERH"ICEPROD EHE

S RIFEHREREL, Kil-ICERET—4-ICEERPROD
WEEHLISAT, REFRLBRRETTERT D

56



fMm2:PROFKISGERH"ICEPROD EHE

[ T-3E0ILARBOPROEA, BB HER - QOLLEEL BB, ]

ARPIEERPROL—EHETINETSIEEEETET S

. Rm2-1

ﬂH:Hll\\

— PROKEGDERFZEZFEFTCCRFTIRETRETHY . INELDEEEIH LM ?
- m2-2

ﬂH:Hll\\

— PROKRIGEMZ. BT -BRICFIATEOHETESRHEIT LN ?
v BlER EORA AR BEREICEET DRIE (CERR) /S ERH

=A X —EPROMKREIG LG oT-, .. REF
* GH ,'ﬁ 2-3 / AU THERSINDRE —

- SEMNHELOKRIGER. SEEFRA ICERICIIGSNIZPROZ,
ERIT-BREST-HEMNBITTESHROINSH?

¢ Eﬁ l#\ 2'4

— QOLR7 DHERZMHENI 51-OIZ. REFEBDAR. T —2EF KR, ICERPRODERF
RREEIRTIANEN? 57




Fr—X AR«

58



MIRASOL DO EHZEestimandDEE FH S

TR

— FRa[GMETSF iR EN A

LE B -

— HEMIRVED vs EETRR 2%

SERTH A

— 1048, open-label, RCT

REE=:

- FPEREABRTHY. 2EEFZEEIDOEIMEDL
B SENEFLOTLY,

— R—RXAFGAVTEZLDEEBENPEE~EED
& ERIEIRZFFEZ D

PRODEE:

— AEFHECESHIEICINA., EIREIEEZE
LSBT HIF- WETELIMNE.EEFERAT

BEMEEXZEZADSOIATEETHSD

\/

Van Gorp et al. Lancet Oncol. 2025;26:503-515.

@Y —JL:EORTC QLQ-OV28 (& & - ;B 1L 3R FE IR ZF)
QLQ-C30

XMIRVEIIBEZ &, LR EERFT4ET L

15 3£86%

6 Week 8/9
K Week 15/16

AR 1S2281% IS
55%~E T

Week 24

2438 LARE :

Baseline N
12;BZ L/EOTH:

Rr—ATOERADCO

e R(IERRFULFRALLAT, BREHR
ROMER-QOLEHEX-THMFHTSIN?



MIRASOLTHUL L T=PRO endpoint&f&#Hr

FHL LS & S AR AT

QLQ-OV28iE ER/GIE IR subscale T

: fiE IR OmL #E%key secondary PRO
A week 8/98F ;R DIEIK - 15.0m L L EZkey y
ResponderZl & e CMHI&RE endpoint& L TEH i, fEBHRE T
ORR. OSM#I(ZPRO endpointZ#& 7€,
Restricted maximum likelihood-based
I = FERDFHRIT o MMRM, & it 25 $1 & & PROETTE B 5=
== 1k MbaselineM D E L=, Week 8/91

1T D BEFE = (Tweek 8.5TEE4,

PROMDEG KRB IZE R
Time to deterioration @MDHAEILFETTOF
]

EERFEAE M| IZEPROSEME B THT
1Y, FET=-PDIlZdeterioration event
TIXELGTYIY)

KM / stratified log-
rank / Cox model

KT —2DEHEL
item missing: BRAIZER O —ER1E B RE%, scoring manuallZHELY, B H AT §E4 15 & [Xsubscale scoreZH H
form missing : i bF m D BRI Z £ A EKEEF, form level DHTIXEEET 60



SISAQOL/estimand DR A

PROendpoint | 3-SAP EDIRL: Y
t 2 |45
Week 8/otk 2. Rzt cpp/se  CQAERBE LD, PDISET

Responderl & 5 b AR A BB A R EITA D BT
CATRARFIORNERR  Cnmmon RERIER A

FET=-PD-AEPIEIC KB RENG
NHdi5E. MMRMTHESNS
FHEILEEDEBEER - LD
RROPROELTEIRTESD,
MAR{RTE Tkl A,

FET= -PD%eventIZLLELMVEHT X
[PROFBIAEMNERAISIh-BEIZH
T -PDIldeventTIdA<, EBLER (TAE{CETTOEBIZDNOIZR
R4 G X ZEPROFEM B TITYIY TULBSIEITEBELVDY,
FETC-PDIZ & SITUIYU AV IERHREY
EHEEBH,

BT —2EETIILIREIZEDCE
P |d

R
FAV
il

Time to deterioration

61



r—2RA3 T4 ELEERA

| SABEMRRCEE AT ARBIR R OER QOLER B E XM FTEEN? |

¢ I:IH:Hl \\3 1
— ResponderZ| & &M E | (XA TERA. T#iF 1 FCEETESM ?
¢ I:IH:HI \\3 2
— PD-SE-#iIRM DA B ERIBZIEREZICENHSH_EIICQEEETT HM?

¢ I:IH:Hl \\3 3
— [#3F 1FTEET AIZ(E MIRASOLOMMRM-TTDTH2H ? BT RE=ET 1B
(THcHM?
* I:IH:HI \\3 4
— BBT=-PD-BERIEIZ&KAFREEIZ. MMRM-TTDD#EREARIZESEZESTEIN?
¢ I:IH:Hl \\3 5

— FHBREBFROEOHIZ. QOLRAT LM iz B TIRRI REM?

62



MR DEE RV ERiEROER

UTDARAZARIZEFENIERGERIIBZADAT LT OHRZENL-BDELGYVET,
NoDABIIDSRTSMEDRERICE(BERRUVERETHY . EFMERABOLAXDILDOTEHYFEE A,

63



’A;f—il terminal event® &S5 H

BERIIBBOPROZ., SELHE Dterminal eventZEFEZ T
EDEDICHEB -EIRT REM?

o nHH H1-1 XPD. AR L, RIARBRIRGE DT SN DICEIXRR2URE THAT D
— ECROPROMNFALGLVRA T, MZsHixtRET oM ?
¢ I:IH:H II\\l 2
— PRO endpointlZ[i& L T. terminal event®strategyl&ESZEHYFAHM ?
VTR R NDZEI{LE. Responder®| & . Time to worsening etc.

¢ FMm1-3
— BEiR U =strategyld. PELTWSBFT A TRETETLSH ?
° I:IH:HII\\14
_ EREMRIRT 572012, QOLRAT LS A& S & TIRRT REM ?

64



eal-1
FTEDOPRONMEFIE LBV T, RIEFHMIERE T 2D 7

EI)N—FEBICFHTEPRODIWE T LIEEEDOXATELTEDLSBEEZRAT 2D & W OEF EORE
Tl Iz THZEBERR T4y P LTEHMALTZVWDD) ZENT 5 EHEETH S E LD RT—H
L/’( b\fk—_o

PROEHMAIC BT Sterminal eventdi & LT LLFD L S HRCONEIT SN,
- FEHROEBEEDPRO/QOLANEDIREEZ L, (HE) I 5H%
- T BT EIRREE e L TCPRO/QOLZ 8/ L 72BRIC C DIREE L, (SE) T 2D%
cRICFET LD o 7=HB a1, PRO/QOLIFED XS ICE L (B8F) 925D
- —THIEAEF LIESBE TPRO/QOLIFED LS ICEL, (&) T2h%




A2
PRO endpointiZ/& U T terminal eventdstrategyld SEHDEFEZH ?

- ZAMPEC LTRSS

EfTE & L’C?&D = %tfé@XHTb*@EL@L\f:@\ CDEDICHENLT B DD ERDER C L DT MMRM%%
AWSHEIE. FEEROFREABEZMARIKRED D & TEREICH S C il REMNIC Ml %ttﬂab\ot
QOL | %Eﬁﬁ?éhypotheticalstrategy ISEWEBIRE 2 D182, —H T AL Z20RXIdRREC LTIK>H 5t e
T % QOLFHMICHEA AT composite strategy C BIBTE 308NN H 5D DX A7 O)ﬁm}*ﬁﬁgé\i@ﬁ%@%ﬁﬂ
IFBEEHNRETH S,

- MBIV RARAY N (B Respondergld) ¢ LTRSHZE

Responderf@ it Cld. FLTRIICresponse N HEES S N7AH o TefE& Z non-responder & L Tk S composite strategyh' =

ASMEOHR TRLRITANSN O T VAR E R olce COBINWIFRTE TPROX DT EDIERE) CE—HT 25

L\DQKD\ FEREOBNMDIEZEC L CREZHIRLICDHDEEZ 5N D, 1o/ L. DL D BRHBEICnon-responder
CIFFET. PD. ®IBERIR. ERLOXAL BRIIFNENRIELES O &R Tldnon-responder O NaRz ff

@Tﬁ?%gﬁ%%@?@@u@tui%ﬁﬁ%ﬁoto

- Time-to-event T> RAR+ >k (f] I time toworsening) & LTS5
Time to worsening Tld. FEL-DIR L\ Hlestimand DEFZ BEHRE T 5, §Et“€/f&/ ~ g nld TQOLEMXIFFHT
£ TORE) I Scomposite strategy &2 D FEEZ KERBIENILBBENHINE L TED 28RBS, —
B ETZEFYI0 e dnd TEFFRICERN SN /ZQOLEL X TOEFRE %%ﬁ?%ﬂ%ﬂl@ alive strategy|C Frb\b\ T
MEHRDBEWFITID E ABEIDDRBE 8D, ETHic. L z#Hma!) X7 & LTRAIE. QOLBL & T = 0T 5T
MTE EREROFEAM imﬂi%b\ %ﬁ%iﬁ%ﬁ&@%m/ FRERAR DRI E B DIEED ® oo o7
L) RO LTHEBMZERT 2551015 BEETHRCLIEBREDEISICEN D2 CBRDE#H L <85 LSRR
LEIFoNTUL




Fml-3
BIR L festrategyld. FEL TWABITHETEETET TCVWAND?

L EfiE & L CO#T (MMRMEE)

ERIE OB ClE. HCROIWWVWE LT IERIETOHEIMEZNRT 2] H20WE THRTERZ0C L TRD) BREDE
HENFEIToNT. LD L. MMRMZARE D ETILHEIHRC T 2NAMRE &« AT — X DT HZE E OBICEREED
HDDMIBEICKFTINT CVWOEREND - T,

- Responder &I & DT

ResponderB|&ICDWVWTIdE, BITRREN (N) ZZ2DRFAVWTEHIT 25 EICK D FEIR L Tostrategy & LEERYER
BICRETZTZ2LDEENH o/ FIZ. LT ZNon-responderZ LTRSS DN E S HNVEFRIICEER T D C & T
Composite strategy*While on treatment strategy’a & 8E 9 destimand = LN BENICHFIT AR TE 2 & D
8- WANANE gl e

- Time toworsening

Time to worsening CAET A FTHI0 & L TR S AEIE. While on treatment strategyEZX FEBELTED. FEL
TV FATCRENREDERDN D ofce —H T BREBYNICHEIRT 2720(ICI1F. TP T OMDITYID DN
R HERREHE TR 2 CHBEBE D@L D ofce £oe TEEFRDEEDPROZEMT 5] WL
Clinical Question (CQ) M BERETHNIL. T H AN M L TIRDAEWVWC CIFEARDBIRTH D - DEREHH -
120




a4
ERAEEIR T30, QOLR A 7N A= HE TR IANEH?

Z2IN—TD5Fm Cld. BEBHRE L TUTDOLOBENEN 5T,
- FFEICEE T 215
OS. Bl rowrisg
CHEENTICEE Y 2155
BRCCDBAaEDOIRR. BRI CDOBETZFEIEG. MIRGEEFHNEE TEL >TLALD
- Terminal EventiCEE 9 2155k
Terminal Event (3r10) #. LR DRNER
- R FTBUIDICEE T 215
JORIEAR. 11D 0IEA (BAEREZE) « D 0EIG
- PROT—REVERRICEE T 2158
Z8mdCompliance®l&
- BEEFORE - B=ICET 515
jb%"ﬁ%&@ﬁﬁwu
- QOLHER DM - AIRLICEE T 215K
SEFELTVWAACFTLIEATEFORSDEF TCORMLEDHR
QOLOERIDEBX. KABHEZO—8*x
* Responderf#if O e I5 ¥
Non-responderDIEHRNER




fMm2:PROFKISGERH"ICEPROD EHE

[ T-3E0ILARBOPROEA, BB HER - QOLLEEL BB, ]

ARPIEERPROL—EHETINETSIEEEETET S

. Rm2-1

FIH:HIH\

— PROKEGDERFZEZFEFTCCRFTIRETRETHY . INELDEEEIH LM ?
« Rm2-2

FIH:HIH\

— PROKRIGEMZ. BT -BRICFIATEOHETESRHEIT LN ?
v BlER EORA AR BEREICEET DRIE (CERR) /S ERH

= XK—EPROMNKRMG LG o1&, REF
° Eﬁi ,'ﬁ 2-3 / RUBTEERSSNARAI N 2—

- SEMNHELOKRIGER. SEEFRA ICERICIIGSNIZPROZ,
ERIT-BREST-HEMNBITTESHROINSH?

¢ Eﬁ l#\ 2'4

— QOLR7 DHERZMHENI 51-OIZ. REFEBDAR. T —2EF KR, ICERPRODERF
RREEIRTIANEN? 69




mea2-1 -
PROEIMEBNDEHEECETCRFCINETRETHY., INELDEEE(IHLIM?

SN 513, PROFIVEDREERRRCIAT — 2 OFNEI-BE CH 570, TRABHETRET 5L HLE
LV EDBRAB T, Hic. SEER. REERY. BEREOBAY. AFRBLEEYT 3BRIC L > TPROY
RS L 75 B AN D D, BB CEFERNQOLE FOPROFEUSIC 575 - T 1\ 3 AN SIS 3 7 0h 1o 6K
FERAOHEISAERATH S CEX ST,

— 3 C. REVSEHOFMRINEIZIEECERKEOSBIENICORN 2 e b ERLORFDIER SN/, EE
[C. BEREARICKZDERTHIT. BEER. Kl BEEOHK. LN BBICLDIEEES. ePROVX
T L FOERER . ZRRBARBSERIEE SN INTZFMICINET 2 C CIERENTIFRVWECDOERN D > 7o
Ffoe WEBHOBENMIFEEGEBOEACEEREDE . SHADKTABMIC DR RaEN D D INEBE VT
& P D FEIEE I otOT%\E%/W%“I%I?E%%\KK%Kbhfco

Tl BT CERICHELRNEZHERL DD, BEFEBCONT VX Z2EZER LICINEBERDORENEE & DOFEH
EHEINT &ER. ATICKDREED CNLNDKREEN =X TELZCNEZTLVWEDERNH D EHEHIC
FEBLRIEERZ ERKRC L THLD LOIEL. eNLSINE [0thery © LTINET 2 FEADNERE NI, R
'Other) OBRHEHIERICOWVWTIIRERIC LT ) X LFZ2ERAL THE - BIET 3 coBAMHER SN




Am2-2
PROKRIGEBZ. B -BRICFATEIHETES>HEITLHIMN?
1 SERA EDRAEFIEE BERECEET HRING (ICERMH) / HERE

BERLOXAlC LTE. Y RTALATS— BBARN. 727 — ABOMmKR. Eiixsil. ePROY X T L EOBEER &
MNET NIz, &7oy CRCICL DR THRREINDZT —RBHEESN. INHSIEEBEBREBCIFBERERLZVWIRAC L
TEBETE2CORR D o/ce —A T FPELOEBRICLSINERIERCHER FOXRAICEENDPEMENH S &
Ry WS

DERE - BEREICEET 2AREIEC LTIE. LT WEBET. BT, BoRERG. 51 -  BEFR. BENRE
DRICICEDERHIIT R EDFEIT o T, K. BEFBREBEORIICL D KEFIFBEMTEPZE2M C HEET 2 rJgeED
DBH. BMRERICEVWTEREOERD Do/, oo SRNICBECSNSERICOVWTUIERKRC L TREL. &
SHLONETCESLDICLTHEC N EFLVLWEDERDH o7,

—H T, BEES. @EHE. &@fr. KT, BEHASICOWTIEDEI#H L W CDEBEEA D oT-, BlZILESE
ERIFE. TERBIDEZICH 250D HNIELRZ0EEBBICL35680HD. BHICK > THIRAER S04 H
%o Elow ERVKERTICOVWTH. TOBRICEBEBRREODZNNDH D DNMAANNBEIBICED2DHDEODDNT L
HEEETIER W co.. BilanfED# L L\ DIEfEDh ® o 7.

IS5 BRICHDETELWLEMAICDWVWTIZ. Data Review DEEFETClinician & Statistician " INA = FEEE L. AT F i
TR DT dJIATETIZERDZEZOSNDIDTIZIHRLDE WVOBEEBAN RN, 2 LTTIE. PR S5~
TWDDH . —ESOREVEIEHICDOWVWTITERDRIKHDINE|Z A D & DERmH HEE SN,




mea2-3 .
DN L VWREVEIEH. FEEFANH. ICERICEUEEIN/CPROZ . FH#ENT « BRREDHT - MAEN#EfT T
SIWONEN?

SMNED SIF HR2-2THEDN > TVD L DI, FERLICEERG R DODENE L VREVEBERICOW T H
EIRIEEOEEEENMEETCIAVEESDHZ . —é BT ACHDHEH LWECDBENH oIz TDT=tD. BIEEL[E
DEFNICEHINWEIRE L THE I, FEIT CIESBFIICED DB E > (BT ZERT 5 CHWNEETH D & DS H T
BINlce £, REDMTICBEWVWTHIODERLAZBRL. BENOEEXHR I A CHERTHAEDERNL D -
7co

T—=ANEFELBZWVGEEY. FEITONRANCEZSND2DDODT —F2ERIZFEE N TWVWASEEOERN WM DWLWTEH
ol S Ao R FHMOER 2D 5. IRNTZEENMEXRI « LTI Sworst-caseDEX FH—=x ¢ L TCEIFoN/C
N, WINDOBEEHERINENT EOBNWEREL TEL CENABETHDI E SN,

JEESEGANC D W Td. R TIEERICED CEstimandic BT 2HESER OB VA > TR Z =T\ F
COEEND oT. Tl ICERICEVE INT-PROICDOWVWTH. BIFRICERIICIREE L7zEstimandICE D W T TN TD
BV WA RE L. MEBICIH U TREDTCHEENSEIT CEOEELXERN T 5 CHEE LWL DB T S,

PR LT DENDE L VWREIRERCIEEFH. ICEERPROICDWTIE. HJeERRDEBRICEIRW =B L. F
BT DAEHICE > TEML e E T BEDICE > TREROBEEZMHRN T2 EHNEEZ THD DR THIR—
%&L/ﬁ—_o




24
QOLR ATV D#ERE#IR T 27z, REUFIEADONER. 7 —XEEFRRE. ICERBPRODERIKEZ & 5
IR IARNEN?

SMEHD SIF. QOLR AT DRERZBEYNICMIRT 27cDICid. AEREROEEBREZHE TURAINZTCORRENH -
foo WIS, REEEBICOWVWTTEEMAARISIT Tl |RICERLICAT IV CCOEFBREHE Crd &
HNEF LW EDRHENHEA SN,

— 3 C. BT PRHEEERIC DWW, SRIICHENICEE T 2 CCICIERAN 2 cOBRbH o fce TDT2D.
S5 LId e L b erfa BT = =i L 2 WEeb dHh 2 CDOEREh b o oo

EoIl. fENRETAC LG EIEAIOQOLERXY>—8xXR AL C & T KARICERD T — XEISR e
L)) ETKE@ CHEETESRED D2 COERIT NI




’7'—7(7(’5!7'4 FIiERR

| SABEMRRCEE AT ARBIR R OER QOLER B E XM FTEEN? |

* I:IH:Hl \\3 1

— Respondergl & XM E ) FFHETEHA. #EFIETHETESH ?
¢ I:IH:HI \\3 2

— PD-BET - BRI A A BRI E B IS A DI LIECQERETEA ?
* I:IH:Hl \\3 3

— [#¥3F 1FTEME T AIZ(E. MIRASOLOMMRM:-TTD T+ 2 2 BINT RE=EEH 1B

THHM?
¢ I:IH:HI \\3 4
— BB -PD-BEDRIEIZEARENEIZ. MMRM-TTDDEREZIRICESHETEHMN ?
¢ I:IH:Hl \\3 5
— FHBREBFROEOHIZ. QOLRAT LM iz B TIRRI REM?

74



=1
ResponderEU & TEE) IS TE5hN TR ETIMMmTEs5h 7

MIRASOL’C%L\bﬂ’(h\%ReSponderEU & TI5mU EDeE) #EE LTEFMETH O T0E) Z7HET 5
CCIFTE2H0D. TR Z+RICFHMETETVA CIEFEVEVDTIFAVLD E DEBERML CZEIF o N, HFIC.
NEIELTVWARVWHDELED L TULWARVEEIIResponderiZZ ENA W IREDERE CIFTEFORED FTHTRD 5
RN TWBRIEEMEDER S NTc MFZEMI T 2D THhNIL. HEL T TR TR YR T 270D X IT7ZEND
HHZTEFICTEERT DNEDNDHDEDOERN D o/ce THIC. THELTEDE DD FEIFTIEALL. IBBLieh. &
Mbﬁu@uﬁjtuiﬁﬁﬁ%@ﬂﬁ%%gﬁﬁﬁuﬁz@%ﬁﬁ%oto

Worst-caseDZEX HFZED ANTCERICT 2 CHEFBH IO TEHMEN PIgETCIFAWLWHIcDERHHo/ch. LWIno
SN R EBEICER T 5 C Zﬁ%zi@muﬁﬁﬁ*ﬂﬁo

LR LT Responder$|J/\@f77’C“£;t (= £ 7o I3HERE ) © LS Clinical Questionz +3 1 CFHMII T T4 LW BIBEMED B
D, MEFFE THEFE LI WHEAIZIE. ResponderB|&ICII A CTELDFHIE>Time to deterioration’2 & fidDendpointd
@%%W@f%ﬁ?é%gﬁ@5t@%ﬁ?ﬁ@—ﬁuto




32 !
PD-JET - BRI A R BB E ER B ISR D HTEFCQLEEET B 7

PD. b, #FRIMMABERIEE FFE (non-responder) & LTS HEIE. Composite strategy & L TEIETE
S5EDEED D >Tco —H T FTABIIEMERICFEE ST AERBEROER - QOLEES £ T
2H) CWVDCQICH LT, INHDERZE —RICHFMEANGTD D Z CHBYINMCDWVWTEEERRD @ 2 7o

FETICDWVWTIEL non-responder& LTI D CCICIF—TEDZIMNH 2 CDERD D >1ch. TOHAICITEFLT
WBEBEZ IO LTcFHEIC T WERRR | C 7&57%’\%75\ SRS N/ce PDICDW(H. BERLTIIEGFEE > EESIH
ICINA TIER P QOLDERS - NEBHEE TH D Z EH5. non-respondery L TI/RSEZAIFIBETE S KUJ =80
Holce —HT. PDICEST-EBACERBICE S TEKREVWVNDELRDZT-OH. BREBIZISLUTI YRR Y R EDITTER
DRt H D DIEELH o T,

FRRITO A BERBIC O WTE, BEOMNBE DI CHBERICL > THEBRPELR DO, —RICERECT S CICE
EERERINREINT. —MRBICIFQOLANE L TV 2 EBEDNIEAYIDEDL N RIEE I WVWEDERD -
c— AT FAREBARICE ST T LLIFETZERLAVWAREDH D UIBERD BN ZHMEI T 2 A ADEZOND
CORENE TN

oy IERAEZFTMIT 2CQTHNIE. CNoDBERZIFNEFEICTODICIE—TEDOREEN DD CDERENH -
oo LD L. non-responderlZIFFET. PD. RO A BEFRB R CERSERINET T 570 BMBAIGIZITT
%<« non-responder & RS FCIEBADOARZHE CTIRAR TS EHNEBEETH D & Dadmh HE SN T,




=2 =3 3
HERF) X TR B IciE. MIRASOLOMMRM « TTDTHoh 2 BN N E AT - I'nldd 2 7

HERF) DRI WO ERSTIE. Responder@|a & O HiERKEmT P Time-to-EventBiT D A D EZ P 3 WLWAJEEMED &
H5EDERN D olco —H T EFMMTH-THENMNOTEZRZBUICHKRTEL. FAIE TI0RU EDETR] Z2&8LEE
RLICLTIEREGZTMMT 2 ¢ T HFORRZIBETCET 2D TIIRLWNCDERDH o7 Tl L. BWED
HISEE—DIBIZOH TTRICFHMET 2 Z 3B L LW OFFENHEE SNl

BIN7ZAIETR C LTI, BEEROQ0UHERZ Y SOy bo tiE « #5F - BIEZFOREBZRIBEALITHES 2 T7N0E
ATIEZWHDECDERD D -7 ol QOLEOSZEEDLE AT SRR HEBETH D HLTHOFEENR T CIETE
HIETOQOLT — X780 TRy I 2w BN ER SN, EHlc. TQOLZMF LA oEF L TWaEE) =M
TEEOBRTTAILEDE R HHIRE SN,

—ﬁ’C TTIDTIFFETUNIERD D 2FTYID 220D D D BIRICIETIEDN W ECDORBERDH o/ /oo MMRM
ICDOVWTHRAVIREICHESDBRDDHDCOH. TORE SO T #55 LICHB LI L TRRZEBIRITNE COER
MR ENTce THICC TRIET —HHEEDN N AIEETHh D —T5. PDRIZT —XNEDNAIEETH D EHh o PDED
PROT — &%a@’(%ﬁﬁ@”% CaCQU LTIRET T 2wEN D 2 & DESHENHE SN,

IIROPSHAA E. FFT 7 Dterminal eventOEE %2 S (7 OS5 WRBER S T UMY RLEEERNMESN AL &AW
E’C%%jt@ %7&»%9710




Fme3-4 .
FET + PD * JBETIEIC XD RKEVEIZ. MMRM « TTDDFEE#RR(C =BG N7

MIRASOLEREE CIEFE T PPDEERICERPROFHEH T BYID & L TIFHONTWVEHDD. FET. PD. AEHIEH
PROFMENEZE L W IFEZICCWEDERDHD 0Tz HIC. TNHDBERFEERIFQOLAME T L TWLWSRIEEEN D
D, ERE LTPROBILODERI TH BUIoNTWVWA L DARRENELD S 2T QOLZ B AT 52 AHAID /N1 7 XD
FUBENAEBREINT. £/lc. 2O LIEEEDOARST S, EEAECOLEERN TR DN A Y. WREREYA
BHICE S THERZTEEN D2 CDEBEREND o 7=

EHIC0 MMRMIZCDWTE, RERICT — 2D B CELBEBICEDCEMERSTEH. BRIET —2HEELTVLEE
%%l@@l%&%bt%@tLT%ﬁﬁébgﬁ%%t@mﬁb#E*htoE%KLT FET. PD. JBEARIEIC
&55@2% JHEETETRVWRELZF DOrIEEN DO TIDICEIT2FBY0 OZH M. MMRMAEHE L TWL\ S 5RE
M TDICER LI ETRREHMINT D2 CHNEZE TH D CDOERTEIR—EL 1o,




M35
SRR =HIC. QOLR A7 AEHE TIB R IAREIHA?

REBERCITUHERICOVWTH T OURIOESt 2R L. FTUID OFMAMNERCEERICBIT S 7T — 2 EEFERn e e
T2 N BEBE OFENIEAE NI, £/ Non-responder|ZIFFT. PD. ¥ AERER CER 2B/
BEND DS BHABAISTKITTHRCRNRBBRIRNTEDERENLN D o7,

EATFE SR OEE © L Tld. Time to deterioration®IBnd 2 &0, A AHAEERE L TN OFEE ) X VM= =18
TAHCCHBERLERRC LTEITSNTze TH6IC. QOLOBE X HE TOSA DK 7 c L% T 5 &
T, BENRRER LD FER L.:?TE’C%%@’CCZJU&LWU\K@ =SB H -7,

MA T ERFEAOQOLERBK P —EXZIRT I 5 & T RHLANLOERLZ T TIFHELICK LWESE Z ZDREEY
TR B L 0T <722 CDERmH D o Tco —J3C BENENT = SaIICHRERENICRE T 2 C CICIFRERDH 7
. EF LITEREBRICKICERRIER 'L TRT T 2 C CHIEENTIFZRWVD COREI A SN,




T—RARAT A4 FHmFICEITo N EDMDERE

SRR AENR A L - WEESICIE. TTIDEITICE WLWTPDZ AT LDHFIBYID &2 (F74h < PDEBELEHT-
Dﬂﬁaﬂ%'\imﬁﬂuﬁgu@’cc;tm\b\z@ =8B o7 oo PROOEBIRICEWLWTIE. B TEEE=VPHTIR
HORNGENEERNE VBRI RICEB L TREZFTFMI S cdb—2oDEFX HE L TEITSNT,

— T, ZEAECDEFNECEBARXR T v b RITELNSPROIFBRAIBIZICADEDZIDHDD. TN FE Cama
nic& S1Z0 terminal event Al ICEQOEER ST 5 1-OBIRIZA S TIER W QRN EE I N -, /-, BEf
5 CIIBET A EEBENRAMFELLBEWVWEEDH D, PROGBEZ COLSICUEBENIT TERT 20NN LHEETIEA
L\K@%%:@%Oﬁ—_o




	第10回データサイエンスラウンドテーブル会議�Oncology領域におけるestimand
	議論ポイント１�無増悪生存期間（PFS）を題材とした中間事象の取扱い
	PFS（progression-free survival）とは
	がん臨床試験のCQと対応するEstimand
	イベント/打切りの定義：打切表の導入
	PFSに関する一般的な留意点
	PFSを扱う際の中間事象の例
	がん臨床試験によくある状況
	PFSの場合
	中間事象に対するstrategyとその影響
	関心のあるCQにより中間事象への対応は変わる
	データを収集する範囲は何を見たいかに依存
	打切表への反省
	以降の事例では、取り扱う論点
	スライド番号 15
	事例①
	医師判定と中央判定：同じPDでも役割が違う
	試験の制約（見直し可）
	PFS評価における患者経過の例
	PFS評価における患者経過の例
	事例①に対する論点
	スライド番号 22
	スライド番号 23
	スライド番号 24
	スライド番号 25
	事例②�
	EFS（event-free survival）とは
	EFSの評価について
	EFS評価における患者経過の例
	事例②に対する論点
	スライド番号 31
	スライド番号 32
	スライド番号 33
	スライド番号 34
	スライド番号 35
	スライド番号 36
	議論ポイント2�Terminal event（死亡など）を踏まえたPROの取扱い
	なぜPRO/QOLを議論するのか
	PRO/QOL評価を臨床試験で活用する課題
	事例紹介：KEYNOTE-024
	事例紹介：KEYNOTE-024
	事例紹介：KEYNOTE-024
	事例紹介： MIRASOL
	事例紹介： MIRASOL
	事例紹介： MIRASOL
	PRO/QOLの結果を解釈する上で困ること
	PRO解析でも「何を推定したいか」から始める
	SISAQOL-IMI：PRO評価の国際的コンセンサス
	SISAQOL-IMI Interactive Table：�推奨を確認するためのツール
	本日のDSRTで扱う統計的論点
	PROで何を比較・評価するか
	論点1：terminal eventをどう扱うか
	論点1：terminal eventをどう扱うか
	論点1：terminal eventをどう扱うか
	論点1：terminal eventをどう扱うか
	論点2：PRO未取得理由・ICE後PROの整理
	論点2：PRO未取得理由・ICE後PROの整理
	ケーススタディ
	MIRASOLの事例をestimandの観点から
	MIRASOLで用いられたPRO endpointと解析
	SISAQOL/estimandの観点
	ケーススタディ：主な議論点
	スライド番号 63
	論点1：terminal eventをどう扱うか
	スライド番号 65
	スライド番号 66
	スライド番号 67
	スライド番号 68
	論点2：PRO未取得理由・ICE後PROの整理
	スライド番号 70
	スライド番号 71
	スライド番号 72
	スライド番号 73
	ケーススタディ：主な議論点
	スライド番号 75
	スライド番号 76
	スライド番号 77
	スライド番号 78
	スライド番号 79
	スライド番号 80

