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QOL

Quality of Life
QALY

Quality-Adjusted-Life-Year(s)

~ PRO

Patient Reported Outcome

HTA

Health Technology Assessment
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Health related QOL ?

“Does subjective and vague measurement
of QOL have any significance?”

“It is much more reliable and clinically significant than measuring natural killer”
D. Cella (Tutorial of Japan Stat. Assoc., 1996)

“It is relatively uncommon that studies of new drugs in oncology provide
unambiguous evidence of a survival benefit. So in trying to assess clinical
benefit for patients who are enrolled in oncology drug studies, QOL is
becoming an increasingly important component of those types of applications
and as a means of assessing clinical benefit for patients who are receiving one
kind of therapy or another”

R. Shilsky (ODAC subcommittee, 2000 Feb 10)
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& @@ EudraCT number: 2009-015807-19 IASLC2013

calTrials.gov  identifier: NCT0133926

INDUCTION PEMETREXED AND CISPLATIN FOLLOWED BY
PEMETREXED AS MAINTENANCE VS CARBOPLATIN-
PACLITAXEL AND BEVACIZUMAB FOLLOWED BY BEVACIZUMAB
AS MAINTENANCE: MULTICENTER RANDOMIZED PHASE Il
STUDY IN PATIENTS WITH ADVANCED NoON-Sauamous NoN
SMALL-CELL LUNG CANCER (NSCLC): A QUALITY OF LIFE
ORIENTED PHASE Ill TRIAL OF THE GOIM (GRuPPO
OncoLogGico ITALIA MeriDioNALE) ERACLE

D. Galetta?, S. Pisconti?, S. Cinieri3, V. Gebbia®, A. Morabito®, N. Borsellino®, E. Maiello?, A.
Febbraro®, A. Catino?, P. Rizzo?, M. Montrone?, A. Misino?, D. Rizzi°, G. Colucci®

vy P : Domenico Galetta, MD

National Cancer Research Centre "Giovanni Paolo Il "
Medical Oncology Division

ttaly Bari (Italy)
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QOLESSATUIURRA VMR EL-RER w7

CO-PRIMARY ENDPOINTS . #'6¢’

IASLC2013

MEAN CHANGE FROM BASELINE
(basal to 12 wks)

EQSD-I EQ5D-VAS

Minimum Important Difference

M.LD M.LD
[£0.137) (~ ECOG-PS change 1) {£12.0
—_— -
03 02 01 01 02 03 15.0 10.0 5.0 5.0 10.0 15.0
ARMA  better  ARMB ARMA  better  ARMB

Student’s t-test: 2.12 (2P=0.04) Student’ s t-test: 0.35 (2P=0.73)

A between means: 0.15 A between means: 1.82
95% €1 0.01 to 0.29 95% Cl -8.60 to 12.24
Mann-Whitney U: 375.50 (2P=0.04) Mann-Whitney U: 375.50 (2P=0.04)

EQS5D-1 = 0.15 (95%CI 0.01 to 0.29); P[Mann-Whitney]=0.04
EQS5D-VAS = 1.82 (95%CI -8.60 to 12.24); P[Mann-Whitney]=0.73 19
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*Validation study of QOL-ACD

Matsumoto et al. 2002, QOL Research 11; 483-93.
*Sensitivity of instrument (comparison of oral vs infusion)

Shimozuma et al. 2000, ASCO Proc.; 2544A.

Individual weight for global QOL

Morita et al. 2003, J. Clin. Epid. 56; 744-51.
AE and QOL

Kobayashi et al. 2003, ASCO Proc.; 2982.

(Morita et al. 2003, Jpn. J. Clin. Oncol. 33; 470-6.)
*EEA STUYIANILRY S —F £ 2—CSP-HORFRFE £ (2012)
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QOLABPROA, Comparative Effectiveness Studyl=#5 (7 2PROFIE .
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STUDY DESIGN IASLC2013

Cisplatin 75 mg/m? d1
NP Pemetrexed 500 mg/m2d1 SD,PR,CR Peme:exid 503":[;:2
every 3 wks up to 6 cycles SVery S wis untl

Q QoL QoL
after 6™ cycle after 12 wks after 18 wks

Carboplatin AUC 6 d1
NS Paclitaxel 200 mg/m? da Bevacizumab 15mg/kg
Bevacizumab 15 mg/kg d1 SR cery 3 wks until PD
* drug supplied by Eli Lilly
every 3 wks up to 6 cycles

Non-squamous
Age 18-70

Stratification
*ECOG PS 0-1

QoL QoL
baseline after 31 cycle

«Stage IlIB/IV
(TNM 7 Ed)
Center

Z00z>»2

BZATH- - -RESQFAER : Study Design

o Primary
Patients (N= 330 ) Eribulin mesylate endpoint
1.4 mg/m?, 2-5 min IV . HRQOL
- BB-BRILNA Day 1, 8 q21 days
+ HER2[& % Secondary
- {LEPFGEEA Randomization 1:1 endpoints
0F=(FILDAVFET + PFS

* TYTYLRUSAD Orally bid, D 1ST-1 D15-21 off '?fF
Sh e rally bid, Day 1-14 on, D15-21 o
SRIREEASLY <1.25m?, 80 mg/day * nMFS
21.25 m? - < 1.5 m2, 100 mg/day - Safety
21.5m? 120 mg/day - EEEFETE
- BERNF
+ TOHDQOL
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Validation study of QOL-ACD
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QOL-ACD (3)
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By Morita
CPT11 trial (1995-1998)
(Collected questionnaires : N=390, total=5338)
Untreated patients with Stage IIIB / IV NSCLC and ECOG PS

Group West (n=398) Group East (n=210)

& CDDP+CPT11 [

E B redl | 80 e di&19 E %%2514_3'11-1‘111 8,15

o CDDP+VDS S b

g O dl Jumrdifls | & CDDP+VDS

& CPT11 alone & 80 gz 1 3 myer d1,8,15
100 re/n: d1,8,15

Primary endpoint: Survival

Secondary endpoints: Tumor response, Time to PD, Duration of
response, Toxicities, QOL, Cost-effectiveness
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. . By Morita
Patient response of each item
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By Morita
Data Collection

Baseline Chemotherapy

| Course 1, Course2 ; Course3 ; Coursed..;

trtrttrttrtrtrr et

Last
administration After treatment

{}I 1 Month , 2 Month ; 3 Month , 4 Month.,

t t t t
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Score of physical domain By Morita

Phgsieal
100

E2THEBZHEIREH 2218 B (XERERSN

@ BHREORE
VEYTRE(6)
. A BT R4 OME
80 '\'l fAIMZZ(16)
=N spiritual, SRELDHEH

50 ,L,ﬁ’i? "!\:"“\\ P _ =

. ‘fl/"‘w\\! : BECEOTHRER

2

e "
- v@

i
I\
=0

7

‘
V

By Shimozuma

IMPACT OF SURGICAL ADJUVANT
CHEMOTHERAPY ON QUALITY OF
LIFE (QOL) OF PATIENTS WITH
BREAST CANCER (BC) FOR THE
FIRST YEAR OF TREATMENT

Sensitivity of instrument

- A PHASE IIl RANDOMIZED TRIAL
COMPARING UFT (URACIL/TEGAFUR)

WITH CMF IN HIGH-RISK NODE NEGATIVE
PATIENTS -
K. Shimozuma, N. Katsumata, Y. Ohashi, H. Makino,
S. Takashima, H. Sonoo, T. Watanabe
for the National Surgical Adjuvant Study Group of Breast
Cancer
(N-SAS-BC), Tokyo, Japan
36th American Society of Clinical Oncology Annual Meeting,
% May 20-23, 2000 2544A

By Shimozuma

N*SAS-BC-01 Py Shmornime Impact of UFT and CMF on QOL

* Design: Non Global QoL
inferiority

Meanz SE.

Node negative Clinical eligibility (age, _
High nuclear grade organ function, etc.) " pat 1
Basoline dmos  TZmes 1™ 0 Gaseline 4mos. fzmes ™
* Primary endpoint: ANOVA  Treatment p=0.01 ANOVA  Treatment P=0.0043
— Disease-free survival e e oo Jeatmentine P0.000r

* Secondary endpoints: ®

— Overall survival
—Adverse events Ra Randomization

! Baselim; 4 mos.
TAM p.o. 5 yrs. i o

— Direct costs

(UFT p.o. 2 yrs.

N-SAS 02 ;AEXAX—7
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Patient Neurotoxicity Questionnaire (PNQ)

Patient-based Physician-based
PNQ* NCI-CTC (Version 2.0)
(Patient Neurotoxicity (Neuro-sensory & Neuro-motor)
Questionnaire)
FACT/GOG-Ntx** Pl

(Functional Assessment of Cancer
Therapy-Neurotoxicity)

* Hausheer, et al., Semin Oncol 2006, Shimozuma, et al., 2004 SABCS
**Calhoun, et al., Int J Gynecol Cancer 2003
***Developed by Hausheer, et al
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EEfiEBEDFFMmDR—E

[E65 | (=6 |

NCI-CTC-sensory NCI-CTC-motor
_ ST EEEET . T N D
B a0) | 422 | 2 [DOBIRORE || A0 | 22 PERiEE
B ety | 432 | 252 (R0 [ OECRER - |
9" ciz) | 113 | 171 [ESSlN0S NG g e@|28 | 1 3o o
§ D(3) | 44 | 86 | 1 3 1 O"- Di3)| 62 | 10 o 1 0
¢ [z oo e 0| & [ew [TEfioe [0 [0

LY—J Kappa=0.16 \ J  Kappa=0.02

« PNQ scores distributed between A and E (full range), while NCI-CTC scores
mainly distributed between 0 and 1.

Shimozuma K, et al, Support Care Cancer 2005°
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Lo a =] =]
5 A B c
| have mild I have moderate have moderate 1 ha.\‘ﬁ sever
I have no tingling, pain or tingling, painor /1o severe tingling,  tingling, pain o
numbness, numbna‘ss in my numbness inmy / pain or numbness numbness in my
pain, or hands or feet. hands or fest. in my hands or hands or feet. It
tingling in st pat This does net fest. This completely
my hands or interfere with my interfere with m Interferes with my  prevents me from
feet. activities. activities of dail activities of daily doing most
" living. living. activities.
Lo o o o o o
2 A ) c o e
I have mild I have moderate \ | have moderateto | NaVe Sévére
| have no inmy inmy \ severe m::ﬁz; mly
weakness in arms or legs.  arms or legs. This Iy my arms or legs. :ompleml;‘r
my arms or This does not does not interfere is interferes
legs interfere withmy  of my activities of  witl +
activities. daily living. of d

*Patients answering D or E provided additional information on specific Activities of
Daily Living (ADL's) that were affected.

Improving Drug Safety: From Toxicity Assessment to
Post-marketing Surveillance

Education Session Chair(s): David Cella, D [ Bl * B2 & D FE{H D E L

CSP-HOR 2012&% &

Bin ik

50%A‘ELEE

£ 3

100% 42 EHE

2.0
50%A%ELEE

TR

65%HiELEE

Etn AR

5%HELEHE

e o aere e ' en 2| [A0362SSESEI

DOCFEC

_ CSP-HOR 20124F% {8H
ERAE

EFRF, BEEETF, BRN, KEES, AFEX, ZEER, SHEX, E
D, FTEREL, KB

MEHE T EAABRARICETHIRMNT —RIEH EDORE
BAZERIEFR F11EIPHES, 2005678118

Fukuda T, Mouri M, Hirose N, Ohsumi S, Mukai H, Morita S, Imai H, Watanabe T,
Shimozuma K, Ohashi Y.

Methods of cost data collection for pharmacoeconomic study along with a
clinical trial.

ISPOR 2" Asia-Pacific Conference, March 2006

TERZE, R, ERRT, MEREF, AEES, AHEX, FEER,
SHER, BIDF, KIGHEH.
ERZEIIMZESUAABKRARICE T PR —2URE S EDELE(L
BARIEFR HURPHHER, 20064678
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2,500,000

2,000,000

MEHMCETLD  ¥467000

1,500,000

1,000,000

500,000
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HRAHARELUVRE

* N-SAS BC 02(ZZ£%L1=1,0601MD 55 . ¥EAD
(20014118 —200345 A & §%) 2CIPN&
HRQOLDIAE R R ELT=,

s AWERE:
O FACT-G (27Z8 B, 10853): physical well-being [PWB],
social/family well-being [SFWB], emotional well-being
[EWB] and functional well-being [FWB]

O FACT-B (FACT-G + 918 H, 144 5)
O FACT-Taxane (FACT-G + 1618 H, 1724)
O EQ-5D (SIEE, & K{E:1)

CSP-HOR 2012%% 18H
T8 —ADRERA
1A 28 38 4A 58 6A 7R 8A 9A 108 118 12§ 1F
ST

- b b db b db b db 4b b g g ¢
PUr-MAE * * *

QOLIA®E * *x x * * *

islﬁl Y12[EH 3@ * 6[H]
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EQ-5DZ ALV AERE

Shimozuma K, Shiroiwa T, Fukuda T, Mouri M, Ohashi Y, Watanabe T.
Comparison of EQ-5D score between treatment with 4 cycles of
anthracycline followed by 4 cycles of taxane and 8 cycles of taxane for
node positive breast cancer patients after surgery: N-SAS BC 02 trial.
ISPOR 13t Annual European Congress, November 2010

Shiroiwa T, Fukuda T, Shimozuma K, Kuranami M, Suemasu K, Ohashi Y,
Watanabe T.

Comparison of EQ-5D scores among anthracycline-containing regimens
followed by taxane and taxane-only regimens for node-positive breast

cancer patients after surgery: the N-SAS BC 02 trial.

Value in Health 2011; 14(5): 746-751.
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Comparison with previous study
ol T et et gt
T ot
‘3“‘. : ;; i .
‘EO:: " ( /
ozl Digstive systom cancers
T
2 2; i if »;ag i f §
s*fiisfff i f;?; 7l ¥ 440
Pickard AS, Wilke CT, Lin HW, Lloyd A. Health utilities using the EQ-5D in studies of cancer.
Pharmacoeconomics 2007:25:365-84
BERATIEESIGOMN?  2014—2015FEEQEHERAE
CSP-HOR 20124F& XfE
Clinical Study
Oncology rr—

Oncelogy J0UEIN 118
DOk 101150006480

Subjective and Objective Assessment of Edema
during Adjuvant Chemotherapy for Breast
Cancer Using Taxane-Containing Regimens in

a Randomized Controlled Trial: The National

Surgical Adjuvant Study of Breast Cancer 02

Shoro Ohsumi®  Kojiro Shimozuma®  Yasuo Ohashi®  Ayano Takeuchi®
Kimito Suernasu®  Masaru Kuranami®  Shinji Ohno' Toru Watanabe®
Elepartmant of Breast Deeslogy, HHO Shiksku Cances Centes, Matiryama, Department of Bomedieal Sehnees,

Uriberilty f Tubys, Tokyo, Arche Cliske, Saitama,

Mhethe o,

Sagaenihars, 'Bepartment of B Oncology, HHO Kyuhu Cancer Center, Fulisoka, and SHamamatss Oncology
Camtee, Mamamanyu, lspan

EH 0.148
BHOEE 2 0.078
3 0.418
SFoEY OHEE 2 0.053
3 0.101
SEADES 2 0.040
3 0.128
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LAIL3

2 0.083
3 0.189
2 0.062
3 0.108

0.014

Tsuchiya A, Tkeda S, Ikegami N, Nishimura S, Sakai I, Fukuda T, Hamashima C, Hisashige A,
Tamura M. Estimating an EQ-5D population value set: the case of Japan. Health Economics

2002; 11: 341-353
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CSP-HOR 201254 {EH
Results of the linear mixed model analysis

Effect F-value P-value
BASELINE 45.75 <.0001 *
GROUP 6.67 0.0002 *
TIME 8.40 <.0001 *
TIME*GROUP 2.33 0.0061 *

Comparison Difference SE P-value 95% CI

ACP vs DTX 0.052 0.0185 0.0048 * [0.016 - 0.089]
ACD vs DTX 0.077 0.0185 <.0001* [0.040-0.113]
PTX vs DTX 0.021 0.0186 0.269  [-0.016 - 0.057]
AC followed by taxane vs taxane alone 0.054 0.0132  <.0001* [0.028 - 0.080]
Paclitaxel vs Docetaxel -0.002 0.0131 0.889  [-0.028 - 0.024]

* P<0.05

Abbreviations: SE, standard error; Cl, confidence interval.
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o P<0.0001
i o PAC (DOC vs. Others combined)
==X P<0.0001

(DOC + ACD vs. ACP + PAC)

Baseline il h 7ih 7 months ea
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Patients, N

Grade 0 Grade 1 Grade 2 Grade 3 Grade 4

ACP (n=174) 62 12 0 0 0
ACD (n = 75) 41 22 11 1 0
PAC (n = 76) 60 15 1 0 0
DOC (n = 75) 12 22 34 7 0

BEFEEIH6, H LTOREDgrade (NCI-CTC version 2.0)
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Study Design

Estrogen andior progestercne receptor posithe
On adjuvant TAM for 110 4 years

[Rlnd‘omi;ulgn |

Further TAM Switching ta ANA
for the rest of 5 years for the restof 5 years.
N = 352) I = 354

Timings of Measurement of
HRQOL and Psychological Distress
Study

Entry 3 months 1
(Baseline) mani yoar 2years
| .

Questionnaires used: FACT-G, FACT-B, FACT-ES
CES-D

There was no difference in demographic and medical
characteristics between the two treatment groups. The response
rates of the questionnaires were 98 6%, 97.2%, 90.9% and 78.5% at

baseline, 3 months, 1 and 2 years after the randomization, 75

7

SELection of Effective ChemoTherapy for advanced Breast Cancer
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or DTX 2m 3
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I 1BEXERI315L Iz 0h, A58 (SELECT BC)stEX NI, -
i ABSEBRBAT-ZSTHIHES
- FRRBOBR, AR 1 REEMECLT, 2EFMMICH | RRHCRSERS FURSE e mema@enT SERLY X ELE
[13S- 10234 -ICHg SiESENGEIEhE, DFL: Disease free interval  giamogasts, Porattamls. 1S-1 (254>
X BSA: Body surface area  mioay), s FELE/LILES, CMF. 1I1/FN>
Comprohensive ~ 1=
O B[
l BROZFEY I FEHDQOL (EQ5D) &time-to-deteriorationfEHT
Shiroiwa et al. Long-term health status as measured by EQ-5D " B
among patients with metastatic breast cancer: comparison of
S_-m‘ EB " ﬁﬁﬂ,ﬁﬁmg—m{m first-line oral S-1 and taxane therapies in the randomized

phase III SELECT BC trial, Quality of Life Research,

ZELT, 2ETGHMT2 XY BHC RS First Online 12August2016: DOI: 10.1007/s11136-016-1388-1

ZHT6<. BEEELASUEREETE QLQ-C30&PNQ (R &%) Mtime-to-deterioration (3
BT ¥ B\ IEF TORME) 24T
m; BRGERBRIRETH D2 Quality of Life Research|Zi%#g
ENFREENE QOL (EQ5D, QLQ-C30) (=X 3 2RI D&
° Hagiwara et al. ISPOR (Vienna, 2016) TIRR
_ QALYIS KB ERBEFT

Shiroiwa et al. ISPOR (Vienna, 2016) THEiR
84

Fig. 3 Time to deterioratioanalysis.

1§ a Deterioration-free rate during overall
) survival.
B Deterioration rate before progression

e Deterioration rates during progression-free
o | survival were compared by treating
= progression as a competing risk.
Figure b shows CIF of both arms. In this > ASCO2011 #9070
b. analysis, hazard ratios for the S-1 arm were
) ol significantly lower than 1, i.e., 0.580 fERBAEDIHXILICOIZ

(MID = 0.05, 95 %CI [0.410—0.820], . e i Pt Wit Lt JCOTHoELBIAENIZH/XD—D)

P =0.002) and 0.536 (MID = 0.1, 95 %CI Tt >

[0.357—0.804], P = 0.003). . o R

Shiroiwa et al. Quality of Life Research , e
First Online 12August2016: o
I % & e 2 DOI: 10.1007/s11136-016-1388-1 -
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Gem ) :
1000 mg/m? d1, 8, 15 Overall Survival (3 arms)
repeated every 4 wks .
S-1 ) ;. :
80, 100, 120mg*/body d1-28
repeated every 6 wks )

Stratification factors:
-Metastatic vs. Locally advance: Gem + S-1 )
*Institution GEM: 1000mg/m2 d1, 8
S-1: 60, 80, 100mg*/body d1-14
repeated every 3 wks Y,

*According to body surface area,
BSA < 1.25 m2, 1.25=<BSA <1.5, BSA >=1§g




* Death : Not included * Death : Treated as index 0
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= % 0.6 = % 0.6 (repeated-measures ANOVA)
€S 5 S -
a g 054 a g 054 Gemyvs. S-1 P=0.61
LB 04 2 % 04 Gemyvs. GS P=0.003
8 3 Gem (repeated-measures ANOVA) 8 B
= 034 = 034
024 S Gemvs. S-1 P=0.69 024
i GS Gemvs. GS P=0.35 !
0.1 0.1
00 1 1 T T T 00 1 1 T T T
No. of patients 6W 12W 24w 48W 72W No. of patients 6W 12W 24w 48W 72W
Gem Gem
S-1 89 S-1 90
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PROIZEI$ HASCO2011 DHEEHN S
6000 Comparative Effectiveness Research|Z#5(75PROA A F 2 RAE
Patient-centered Outcome Research Institute (PCORI)

FNRTAHBEDNILR T THRETNPOEA  PCORIN R BENIZE)
(20114E38)

PCORID EHZEIIL, Comparative Effectiveness ResearchZIZL&HET D
EDEETAREHART —VDOUREERL. IRFEEFHRITIL

(Randomized trial vs. observational studies)

Effectiveness Guidance Document (EGD)

Development of a guidance for including patient-reported
outcomes (PROs) in post-approval clinical trials of oncology
drugs for comparative effectiveness research (CER)

pcori\' Ethan Basch MD: Amy Abernethy MD:
Daniel Mullins PhD, Merianne Tiglao, Sean Tunis, MDY

PCORI Funding
Announcement

Pilot Progacts Giants
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. . e Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance
Comparative Effectiveness Research|Z&1T% Education Session Chair(s): David Cella, PhD FACT DF#E
Patient Reported Outcome® il 5E
ASCO2011 #6000DHARSA %R

(Bash et al. JCO 2012; 30:4249-55)

RIMEZEDRARRDHABE TIEPROZHTEE &

BEEGERE. AR GABENAAEEYT Y -HEANEIZLSTE

BR(D 3 HAE R % & &
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ZF M (cost-utility) Z T REL T 2B EEH &

Rutk (EEY. BEASRIEShI-EREZAVN L BYLERHMEER
EORTC-QLQC30, FACT, MDASI, PRO-CTCAE, PROMIS

TIREEDePROFIZAHE &, INEFEMNESTIUSASHEREE &

WEFREIETESEHES (FIET205 . TD#K(E10-155)

FIRBMICHLTERETHERIC, =ELEBEAENARETETLKLSIC
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance
Education Session Chair(s): David Cella, PhD

Using Patient-reported Outcomes to
Measure Toxicities in Clinical Trials
and Clinical Practice

David Cella, PhD

Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance
Education Session Chair(s): David Cella, PhD
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_ ISPOR (International Society for Pharmacoeconomics and

Outcome research)D;EE)
_ Measurement Equivalenceo)ﬁﬁg?.

Coons SJ et al. Recommendation on Evidence Needed to Support
Measurement Equivalence between Electric and Paper-based PRO
Measures: ISPOR ePRO Good Research Practices Task Force
Report, Value in Health 2009; 12: 419-29
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Hufford MR et al. Applied Clinical Trials, 2002 August 38-43.
Result from Stone et al. BMJ 2002; 324: 1193-4:

9
o P tatigue a

Paper vs.
Electronic Diaries

S Comllance and Subject Erateations

Figure 1. The instrumented papar ceary (f1) and the sles-
tromc diary (rght]. (Not to scale. |
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Hufford MR et al. Applied Clinical Trials, 2002 August 38-43.
Result from Stone et al. BMJ 2002; 324: 1193-4:
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pect expersnoe danss. Note that reporied compliance i
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ther profocol.
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NICE technology appraisal guidance FIAT BB (ER28ENSRIT)
(Non-small cell lung cancer) As of Feb. 2013 )
Treatment Setting Status e
Afatinib Second line Suspended 1 :; @
Afatinib (EGFR mutation +) First line In development - ﬂ
Bevacizumab First line Not recommended ‘:
Crirotinib second line In progress ;
Erlotinib (EGFR mutation +) First line Recommended 1
Erlotinib second line Recommended
Erlotinib Maintenance 50: Mot recommended
Gefitinib (EGFR mutation +) First line Recommended
Gefitinib second line Not recommended
Doc, GEM, Pac & VNR First line Recommended ,:i'l : ool
Pemetrexed First line Recommended :-!_ :1 i
Pemetrexed Second line Not recommended 2 5 :
Pemetrexed Maintenance (SMT) Recommended 5 L
P il A
B
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e (b) BEDEMBHHNEINBE. I TLV (RHT—F V), PPB (742 5K), PBAC(H—Z
1 = STBUEAGE ~51)7). PHARMAC(NZ)Z:&
Assessment * Appraisal ». Decision
1
(#4) (EFfE) 1 (BRTE) (©) BIa= - AR CVZ(ASUH). INAMI(N JLFE—) HVB(A—Z R 7).
i HIRAGEED &
SR RENS : ARORT | anssepRE NOMA(/ L7 —), SUKL (Fx3), INFARMED(R L~
AT - M. MR, =) X me N ™
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$oE PEH-BENDERGEM Y’ #1150 PER-RAMDRFMEEHREN

Secondary Endpoints: PFS and OS®6¢’

© oo n IASLC2013
BET7IML (R, FER. TVFRAUF) PES * =

e Arm A (CP-P) N=60 | s Arm A (CP-P) N=60

_ Benefit . Arm B (CbTBe-Be) N=58 | — Arm B (CbTBe-Be) N=58
EDBETEBEME D SF Afefffectiveness -
A, TR, 4R BN E g
{@EERSEQOL., BEETE
_ Harm
AERG EWER)  EH- B (ERAST)
REBEQOL, BEHRE s e o B i
Median: Median:
mgnf:ﬁﬁw T coo §Fﬁ;¢§|- (PYMALLED) m;a) Arm A 8.2 months (95%CI 6.3 — 10.1) Arm A 15.3 months (95%Cl 10.7 — 19.9)
Eﬁﬁﬁﬁﬁﬁﬁ‘*wéhfb‘é Arm B 8.0 months (95%CI 6.2 - 9.7) Arm B 14.7 months (95%Cl 9.9 — 19.4)
Hazard Ratio (Cox model) Hazard Ratio (Cox model) 0.93
1s 0.62 (95% CL0.49 - 1.37) i3
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By Morita
3 . & R~y Patients Characteristics.
BRERHE - EFEFEMARBESY AT A
Characteristic No. (%) Characteristic No. (%)
Gender Weight loss
Male 295 (75.6) =5% 79 (20.3)
Female 95 (24.4) <5% 269 (68.9)
R PS unknf)wn 42 (10.8)
. BROEE e - 0 101 (25.9) Albumin
- BrOWREEE g = 1 273 (70.0) Median 3.8
- BHEEREOER zhmrcoe. 2 16 (4.1) Range  2.6-5.0
- BE, MER. REROEMR ~ Stage LDH
S piisesiiin’ — 1B 154 (39.5)  Median 327
. EREE F OHEER v 236 (60.5) Range  83-3246
- UTCresCent e . — . . " . "
o N =390 of 583 eligible patients in the phase III trials.

5338 forms were collected 120



AE and QOL

ASC02003, 2982
By Kobayashi

Subjects

« Randomized phase III trial in untreated
patients with Stage IIIB / IV NSCLC and
ECOG PS 0-2

CDDP+CPT11

80 mg/m: d1 60 mg/mz d1,8,15

CDDP+VDS

80 mg/mz 1l 3 mg/m: d1,8,15

« Primary endpoint: Survival
« Secondary endpoints: Tumor response, Time
to PD, Toxicities,

Nonhematologicalascoxs s
- - y Kobayashi
Toxicity

CDDP+CPT CDDP+VDS
Adverse (n=77) (n=84)
events 2G1 G3/4 2G1 G3/4
Fever 429 0/- 35.7 0/-
N&V 66.2 6.5/- 333 1.2/-
Diarrhea 36.4 6.5/3.9 9.5 0/0

’ WeE ~LATIEALY Y —FEERN
CSP-HOR %

FAEAAPHRF EROTE T ReesiRAs £5ENTH
KB ZEERCSP i
b(AI CSPOR MEE o ATE(E) 1200~1810
WHLLS%E CSP-ATOP MR EEATETESNARS OMESRE
AT OMAL CSPHOR | evehusncexamer mn

18 TETUAREBT S
H28f TETUAEESER. ESFENTH

EORARN SAMBILI~4N0ELL

ASC02003, 2982
By Kobayashi

Quality of Life Evaluation During Chemotherapy
of Patients with Advanced Non-Small-Cell Lung
Cancer: Comparison between CPT-11 plus

CDDP and VDS plus CDDP in Randomized Trial.

K. Kobayashi, S. Morita, K. Eguchi,
T. Matsumoto, M. Shibuya, Y. Yamaji, Y. Ohashi.

Saitama Cancer Center, Kyoto University, Tokai University,
Musashigaoka Hospital, Nippon Medical School,
Mitoyo General Hospital, University of Tokyo, all in Japan. 122

ASC02003, 2982
By Kobayashi

Physical Domain

100
Comparison between arms

20 Overall mean p=0.003
Slope p=0.008

80
T

70 Mean=95%C.L
0 CDDP+CP
-8~ CDDP+VD

50

Mean QOL Score

40

30 68 (CDDP+GPT)
74 (CDDP+VDS)
20
Baseline Week 1 Week 2 Week 3 Week 4 (Time)
124

D omain ASCO02003, 2982
g __ g By Kobayashi
& Toxicity

CDDP+CPT-11 CDDP+VDS

Adverse events ——8M8M8 M M
Coefficient” P Coefficient” P

Fever -0.9 0.734 -6.8 0.002

Nausea/vomiting -12.4 <0.001 -13.5 <0.001

Diarrhea -3.5 0.038 -5.1 0.276

* Estimate of coefficient with adjustment for age, sex, stage, baseline PS, and
time (weeks 1 to 4).

Co | sr3):me |

Taxane 541

(n=286) (n=306) P
R 1] 58.5 (21-T5) 58.0 (28-75) 062
AR EREN 0.50
ER BEUERLE PR R 2240} minn
ER BELF PRt T 1 (24.8) T6(24.8)
N 3 (1.8 723
HERZ status, (8 005
L] 264 (82.3) 282 (92.3)
Fm namn HIm
Disaase fros intarval, n (V) ors
i1 57088 LT
g 08 () 103 (3a7)
15 B85 [30.1) 4 (30.7)
xm o (0) 1)
No srgery 45 (15.7) 47 (15.4)
FES. N By 96 (316) 103 [33.7) 0.5
oL 190 (66.4) 203 (66.3)
LR L
BOs-FUAEE A BY E T 35 [(11.4) 042
sL T (B 271 (88.5)
e RARE. N BY 80 (28.0) B0 (26.1) 052
Bl 206 (720 226 (73.5) i

HAECRENENR 0V BY 170 (59.4) 169 (55.2) (&)
L 116 (40.6) 137 (44.3)



( Comprehensive

o | BR(4): RETEHARY(0S)

100 Median  No.
o5 events
F 80 m Twane (v=286)  372M 191
1 5-1(n=306) s0M 206
3
z o0 HR=1.05 (95% CI 0.86, 1.27)
H p =0.015 (Non-inferiority margin:
T 40 HR=1.33)
g 20
0 T T T T T
0 1 2 3 4 5 6 7
Taxane 286 240 186 148 55 15 2 (years)
s 306 28 208 135 53 13 i

W) 0SICHU TS - 108F4> i BiFS IR |

C = | gnopn-#@aEa(1) |

n FEFHRB
« 24 7FHARY (Overall survival: 0S)
n BIReSFERE
- ARIRETHEARY (Time to treatment failure: TTF)
- SMESIFHARY (Progression -free survival: PFS)
- BEER
- @Rk EQ0L (HRAOL)
- RAASR(EREENHR)

Comprahersive
€ & | CONSORT diagram
. ~ From 258 institutions
Enroliment period: Oct 2006 - Jul 2010

Median follow up time. 34 6 months
Number of death events. 398

Eligible (n=608) Inefigiblz(n=10)
Taxane (n=301) S-1 (n=307) | . Taxane (n=8) S-1(n=2)
Taxane (n=286) S-1{n=306) | | _Taxane (n=15) S-1(n=1)

DTX (n=146)  PTX (n=140)

QOL analysis(n=391)
| Taxane (n=179) S-1 (n=212)
| _DTX(n=98) PTX(n=B1) |

DTX: Docetaxel, PTX: Paclitaxel
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Mean score (SD)

(0n treatment analysis)
HREERX 1207 |
- RIRAE o a8
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Worse Waorse

Time from randomization (month) Time from randomization (manth)
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CE7 sro) s

(This data was presented at ASCO2014)

No. of patients n =280 n =307
Fatigue 153 (52.8) 12 (4.1) 125 (40.7) 10 (3.3)
Alopecia 220 (75.9) 5 15 (4.9) =
Edema 111 (38.3) 12 (4.1) 26 (8.5) 1(0.3)
Sensory neuropathy 143 (49.3) 9 (3.1) 29 (9.4) 1(0.3)
Arthralgia 62 (21.4) 0(0.0) 22(7.2) 1(0.3)
Myalgia 64 (22.1) 1(0.3) 33(10.7) 0(0.0)
Febrile neutropenia 10 (3.9) 10 (3.4) 6(2.0) 6(2.0)
Diarrhea 57 (19.7) 4(1.4) 103 (33.6) 8(2.6)
Nausea 66 (22.8) 3(1.0) 100 (32.6) 4(13)

C = | gmopm-S#@@Ea(2) |

- @EASSOOL [ EORTC 0LO-C30, EQ-5D %M V=,
~ {3 REIC S SR ERE (CIPN) I3 PNQ (Patient

Neurotoxicity Questionnaire: RERAFHEPERE
HER =R THEBUE.

- BREROFIZ, iafal, (affMwEE3~A. 6~8. 1
2+BICiT-IE, &2, EQ-500F@iIFn]hEGRRLI6 2 A
BICTT-IE.

€ &7 E0RTC 0L0-C30IC & 3@ EATEQOLEFE
(0On treatment analysis)
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Mean score (SD)
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance
Education Session Chair(s): David Cella, PhD

National Cancer Institute Initiative

PRO-C

Fatient-Reported Outcomes version of the
Common Terminology Criteria for Adverse Events

Initiated in 2008
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance
Education Session Chair(s): David Cella, PhD




Primary objectives of the QOL HFEE & QALY (uaiity Adusted Life Years)
analysis .
€=z (RI-4:9  BEI>AH

To assess differences between the treatment groups — AFl
— BH
> ) I
EQ-5D utility index [QALY (=& HB)

1 (BER)
» QALY (Quality Adjusted Life Years)

AFl
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