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WHODEEDEE (1948)

A state of complete physical, mental and social well-being, and not merely the absence of
disease

QOL (Quality of Life)
BEICEITREALEH-BS
BRH, DB, SR G EERHDOERZEL (multi-dimensional : M)
ADEFOCETMDEERERT
HRQOL (Health-related Quality of Life; {2 RI&EQOL)
QOLDHTH., FREICKDIEEZZZTIEY., ERTAICE > THRENAFTETLEEICREE
—RRICHE AR HDERRABRGZETHWSQOLIEZ 5 HIET
PRO(Patient reported outcome: E2EEHE 7V FH L)
FRRAED T O R HLDS>E, BEBENEACEBELGZEICEAT M ZEITOHED
EEGZ EDMDE DN DERZEMZEZLNED

JCOG PRO/QOL#ZE KR! o —

Quiality of Life: The assessment, Analysis and Reporting of Patient-Reported Outcomes, Third Edition. Peter M Fayers and David Machin.
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PRO & HRQOL®M A%
JCOG PRO/QOLHIE R o —
How you measure: ED K S ITHIET 55 (PRO)
What you measure: EfEIZAIE SN D EHD (HRQOL)
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Quiality of Life: The assessment, Analysis and Reporting of Patient-Reported Outcomes, Third Edition. Peter M Fayers and David Machin.
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Basch E, NEJM2010, J Natl Cancer Inst 2009;101:1624—-1632

ICR



PRO/QO LEEF 1|- 75§ fd: iL M‘g AN BEMS e TR «’

. EREFAEEREB/NFET 5 e
ET 7% 19% 60%

O IRTOFEFESZRTEAZL _— =
w BLERELGTRITAEL -

Dianh-:»eal 1% | 85%

s IBHOTHFGEFI— EH o M

i
¥
N v

El

= & B

== |
| & |

b
=
[
bl
5
(2]

0 BEBBTLHVW LSS LEWVEEER wwm couon [0 =a
. BAB. WRE. RAETEE e —Eo= o i=o

Genitourinary symptoms

o FBHNTERTET—EHZ o - N

Nausea I 6% I 90% I‘I
Vomiting H 96% H
Diarrthoea E 10% I 85% H

72%
Urinary 7% 55 18%
frequency 3
*s2%

- Grade difference of 2 I:l Grade difference of 1 El Agreement

Basch E, Lancet Oncol 2006; 7:903
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BEEREAERR (Patient-focused drug development) ) #f#
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Issue % of patients, % of HCP,

who wanted who wanted

inclusion inclusion
Lymphedema in the neck 57% 64%
Problems with wound healing 57% 46%
Dry skin 37% 17%
Tingling in head or feet 40% 21%
Dizziness 42% 11%
Nail changes 13% 6%
Rash 37% 23%
Change of skin colour 25% 17%
ltchy skin 32% 8%

Singer et al. (2013). I(I:—Fleead and Neck
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Basch E, et al. J Clin Oncol 34:557-565. JAMA 2017

ICR
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0 1 2 3 4 5 6 7 8
Years From Enrollment
No. at risk
Patient-reported 441 331 244 207 190 181 148 65 33
symptom monitoring
Usual care 325 223 171 137 118 107 89 50 27
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Guidance for Industry

Patient-Reported Qutcome Measures:
Use in Medical Product Development
to Support Labeling Claims
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anticancer medicinal products in man
The use of patient-reported outcome (PRO) measures in oncology studies
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FDA

Core Patient-Reported Outcomes in Cancer Clinical Trials (2021, draft)
This guidance is specific to registration trials for anti-cancer therapies

FDA acknowledges the potential added value of incorporating PRO
measurement of symptoms and functional impacts into the benefit/risk
assessment in appropriately designed trials

For a PRO result to meaningfully contribute to a therapy's benefit/risk
assessment, the PRO instrument used should be well-defined and
reliable so that the results presented are accurate and not misleading.

https://www.fda.gov/media/149994/download

ICR
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1 Core PROs
NSCLC-SAQ, PRO-CTCAE
FACIT item library, EORTC item library

EORTC QLQ-C30 physical function
scale, role function scale

b

Disease
symptoms

Symptomatic
adverse events

Social
well-being

Emotional
well-being

Physical
function

Cognitive
function

Other known and unknown contributors

Health-related quality of life

Static global HRQOL measure

Disease Physical Symptomatic

symptoms function adverse events

Core concepts measured individually

Kleutz et al. Clin Cancer Res; 22(7); 1553-8, https://www.fda.gov/media/149994/download

ICR
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EMA, 2016

PROs can provide important patient perspectives on the disease and the
treatment received.

Reasons to include PRO assessment in the clinical development
understanding how a treatment impacts on patient functioning and well-being
complementing efficacy and safety data with patient-reported evaluation

better understand the impact of an objective clinical response from a patient
perspective

Attempt to differentiate two treatments in the non-inferiority trial setting

Provide information to facilitate more accurate future patient-physician
communication

https://www.ema.europa.eu/en/documents/other/appendix-2-guideline-evaluation-anticancer-medicinal-products-man_en.pdf

ICR
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EMAIZ&E [T 2 BEBIEDER
European assessment report (EPAR) : PMDADBEMEZE(ZHT-5
Summary of medicinal product characteristics (SmPC): it XZEIZHT1-5

RILE VZBAERGHEHER2IZMHETIELNAUICE T HHRAERIER
CDKA/6MHEE : 7RIV )T, IRV )T, VRO H YT
K| (758E%) : Monarch 2/3, PALOMA 2/3, MONALEESA 2/3/7
EPAR

PRO/QOLT—# i2& : 5588 (PALOMA 2, MONALEESA 3LI4})

Benefit-Risk Balance[ZPRO/QOLT—#% i2&; : PALOMA 3D &
SmPC

PRO/QOLT—# 52#) : 5588 (PALOMA 2, MONALEESA 3LI4})

IBRANCE; EMA/652627/2016, IBRANCE;SmPC, The Breast 59 (2021) 232-238

ICR
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 EMAIZHE [T 5 EEBIEDER
1 PALOMA 3: RILE U2 BKI51E - HER2[ZME B R EEITELA A
B IILRZR RSV R+ NILRODY) Tor T51R
mIJ53AT)—ITURKRA b EEEATHRB (PFS)
mEthF)—TUFRRAU b BEHRET Y AL (EORTC QLQ-C30, QLQ-BR23)

A A Global QoL B Pain
) 1.0 q0n PAL + FUL PCB + FUL
- J— 7) 1.0 1
100 FU[V?SHM“ plus P“"Jo“uhb (n_ 347) . Patients with events, n (%) 80 (23.9) 52(31.3) 0 PAL + FUL PCB + FUL
Med-aLr\I pr;qlrisglmfree survival 9.5 months 0.9 _"FR“ Median (85% Gl) TTD, mo  NE NE (5.7-NE) Patients with events, n (%) 131 (39.1) 83 (50.0)
%o - ) 0, r 5 - P 7
_ o ‘F?J[svzs"?m o ]lawbo(rrlid‘ oel . Hazard ratio (95% CI) 0641 (0.45-0.91) . Median (95% CI) TTD, mo 8.0 (5.6, NE) 2.8 (2.3, 5.4)
. 804 , Pusp e ) L 1-sided log-rank test P=00065 0.8 Hazard ratio (95% Cl) 0.642 (0.487-0.846)
&2 —y Median progression-free survival 4.6 months 1 \"hu-_. b
= I - g 074 3 . = Y 2, 1-sided log-rank test P<0.001
g (95% C13-5-5:6) 3 - P S P 2 —y
? 60 — § . s - 2 l L TP 1
3 X 2 06 b 498 - 5 c 0.6 S—_— Hy
g "3 8 < — " — \
i: b ?ﬂ;. g :ﬁm'.l \ Wttt 1-"
5 404 3 k7 H - *
% et B 544 PAL + FUL T 0.4 1
& g —— PCB4FUL S
& S 03 S
204 HRO-46 @ —— PAL+FUL
(95% C10:36-0.59; 0.2+ 02 —— PCB+FUL
p<0-0001) *
0 T T T T T T T T T T T T T T 1
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 . 0 . . . . - - T - .
r T T T T T T 0 1 2 3 4 5 6 7 8 9 10 11
Number at risk ¢ 2 4 5 8 1 12 1 Time to deterioration, mo
Fulvestrantplus 347 333 281 273 247 244 202 197 91 85 32 23 7 7 1 0 Time to deterioration, mo ) o
palbociclib Number of patients at risk Number of patients at risk
Fulvestrantplus 174 165 112 105 83 80 59 58 22 22 13 7 2 1 0 0 PAL+FUL 335 262 157 88 32 7 0 C PAL + FUL 335 279 221 151 19 78 56 23 16 4 4 0
placebo PCB+ FUL 166 106 5¢ 7 1 ( PCB+FUL 166 120 81 49 39 20 13 )

NILARSOHD ) TIZ& B Time to deterioration D EE Time to deterioration D iEE
misEAEHROEELNRE (C30MGlobal QOLA10E E(LT HE T) (C30MPain scaleM 108 EILT H5FE T)

Lancet Oncol 2016; 17: 425-39, Annals of Oncology 27: 1047-1054, 2016
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nﬂﬁﬁé’—a&bé EIFEETH S,
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DICZAEINERSN=FHEHTEZRNDIBENH D,

EAE BB 0331 F 15 §FM3FE3A31 H, Minami H, Kiyota N, Kimbara S, et al. Cancer Sci. 2021;112:2563-2577.
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SPIRIT- PRO extension
FAHATHIHAERE (RE) OZEM
=1 {h LT—L\:E,OM\ Sl CTE S H
COSMIN Fx v I URMIHAKLILGREFENRIESNE=H£D
NABEREERIZH (T HPRO/QOLEE M. #HKETAZHTDIEXEL
Fonf-7—42 OEU LT - SHETEERTAE
Missing data® Ex ) $ L
SISAQOL consortium
PRO/QOLEEM % 1T - 1=Ea R AER DI E K &
CONSORT PRO extension

SISAQOL Consortium : Setting International Standards in Analyzing Patient-Reported Outcomes and Qualityof Life Endpoints Data for Cancer Clinical Trials
COSMIN: Consensus-based Standards for the selection of health Measurement Instruments http://www.jcog.jp/basic/org/committee/progol.html

SPIRIT-PRO: Standard Protocol Items: Recommendations for Interventional Trials Patient-reported outcome Lancet Oncol 2020; 21: e83-96
CONSORT-PRO: Consolidated Standards of Reporting Trials-PRO ICR
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Implementing PRO Evaluations in Cancer Clinical Trials
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