CSP-HOR&£2014June21

K

N

QALYIZ &% EH&EEF T

¢ HEENICE (National Institute for Health and Clinical
Excellence) Z(XLHEL T, HFH . A—RS5) 7. I—
A/ \FEE . ®RE, -

QOL/PROMIR D EHIHR

=

. N
Comprehensive 755/ » > °

. o
Support 0% A% 29vrantkstait
p“flscr = :— va M StatcomCorled Jmc FI

CONCIDE

JSCTR

(BEEN) IRTVYIANIL R Y —F - BRI R BEECSP)EY
NPORABKRHIRXELI=VIEER
RayhaL () BER=E
NPOREAT1ALSA4HRBEER
(—E1tH) B AREARF SR RER
(—fettE) B ARBERI VIV LEER
hRKFEETEN AMLRSBEIEE L£OREHE

Kigm ik

i LABEIZET 5
é}[ﬂjﬁr}i ;Eif\/ ;3;: v NICE technology appraisal guidance

(Non-small cell lung cancer) As of Feb. 2013

LEYR - FAINFTVR I Treatment Setting Status
QALYE}&:% r— - HA . T Afatinib Second line Suspended
F = m(\:’ Afatinib (EGFR mutation +) First line In development
Bevacizumab First line Not recommended
QALY'?‘)LYKI & j“—x }‘ '5 U TA ;?’5 ‘/5" o 7,'] Crizotinib Second line In progress
i s ﬁ‘y = 7\'71“‘7‘/ 3 %@ = Erlotinib (EGFR mutation +) First line Recommended
]ﬁﬂ)g#]\ TS A (*AMCP) AN é'_ Erlotinib Second line Recommended
Erlotinib Maintenance SD: Not recommended
Q‘\LYuyi‘ 7& s I Gefitinib (EGFR mutation +) First line Recommended
*&ﬁ Gefitinib Second line Not recommended
Doc, GEM, Pac & VNR First line Recommended
_ Pemetrexed First line Recommended
HEtjEd rﬁﬂ@o)?rjl“,JAﬁfﬁszivHTAngﬁjs 2013%7H13H Pemetrexed Second line Not recommended
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In progress
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Guidance for Industry

Patient-Reported Outcome Measures:

Use in Medical Product Development
to Support Labeling Claims
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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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Basch et al. JNCI 2011; 24: 1808-10. W ﬁ

* LOOBSLEREDRE
* EAEZAEMN
*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.)
BN ATY 9 I NIV RY Y —F 22 Z—CSP-HORBZR £ (2012)

Use of Patient-Reported Outcomes to Improve the Predictive
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By Morita

Data Collection

Baseline Chemotherapy
" | Course 1, Course?2 ; Course3 ; Coursed..;
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Last
administration After treatment
{}. 1 Month ; 2 Month , 3 Month | 4 Month..
f t t t
27
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Patient response of each item
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Score of physical domain

Physival
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By Morita
CPTI11 trial (1995-1998)
(Collected questionnaires : N=390), total=5338)

& Untreated patients with Stage IIIB / IV NSCLC and ECOG PS
0-2

Group West (n=398) Group East (h=210)
CDDP+CPT11

E & _~CDDP+CPT11

: g)gs:g_l_ :;E)wé 1819 E 80 mymt 60 my/mt d1,8,15

g 80 mg/mt: d1 3 mg/m: d1,8,15 E CDDP +VDS

o CPT11 alone i B0 mgat dl 3 e d1,8,15
100 ot d1.8,15

¢ Primary endpoint: Survival

& Secondary endpoints: Tumor response, Time to PD, Duration of
response, Toxicities, QOL, Cost-effectiveness

By Morita
Patients Characteristics.

Characteristic No. (%) Characteristic No. (%)

Gender Weight loss

Male 295 (75.6) =5% 79 (20.3)

Female 95 (24.4) <5% 269 (68.9)
PS unknown 42 (10.8)

0 101 (25.9) Albumin

1 273 (70.0) Median 3.8

2 16 4.1) Range 2.6-5.0
Stage LDH

ITIIB 154 (39.5) Median 327

v 236 (60.5) Range  83-3246

N =390 of 583 eligible patients in the phase III trials.
5338 forms were collected 28
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Response rate of each institute
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Shimozuma

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

Sensitivity of instrument
- A PHASE 11l 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

By Shi
N-SAS-BC-01 S Impact of UFT and CMF on QOL

- EORTC OLO -
* Design: Non core 00 Global QoL

inferiority

Mean[ISE.

Node negative Clinical eligibility (age, /
High nuclear grade organ function, etc.) < et (78

0 ime. 50 — Time
Baseline 4 mos. 12 mos. Baseline 4 mos. 12 mos.
* Primary endpoint: Eligible ANOVA  Treatment P=0.017 ANOVA  Treatment P=0.0043
. . Treatment x Time P=0.0001 "
_ Disease-free survival 4 H'h Treatment x Time P=0.0007
igher s

* Secondary endpoints: ®
Fatigue

Overall survival
— Adverse events Ra Randomization

— Direct costs
2 ~UFT
-=- CMF
Baseline 4 mos. 12 mos.

0 “Baseline amos. 12 mos. Time

.

ANOVA P=0.044 ANOVA  Treatment Pe0.024

+TAM p.o. 5 yrs. Treaiment x Time _P=0,0001 Treatmet x Time _P=0,0001
Lower score indicates higher QOL

ASC02003, 2982
By Kobayashi

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

AE and QOL 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. 33

ASC02003, 2982 ASC02003, 2982
By Kobayashi By Kobayashi

Subjects Physical Domain

« Randomized phase III trial in untreated 0 -
patients with Stage IIIB / IV NSCLC and Comparison between arms

Overall mean p=0.003

ECOG PS 0-2 o Slope p=0.008
CDDP+CPT11

80 mg/m: d1 60 mg/m2: d1,8,15

CDDP+VDS

80 momi d1 3 mg/me: d1,8,15 m |

T

0T Mean=95%C.1.
60 | CDDP+CP
-8 CDDP+VD!

50

Mean QOL Score

Y H H . i 30 f(n) 77 69 68 (CDDP+CPT)
Primary endpoint: Survival KA 7 74 (CDDPeYDS)

« Secondary endpoints: Tumor response, Time S — o 2 oo a  (rime)
TR aseline o6 Ll ime.
to PD, Toxicities, 40




Nonhemato ogicalAsco003,2982
Toxicity

By Kobayashi

CDDP+CPT CDDP+VDS
Adverse (n=77) (n=84)

events >G1 G3/4 2G1 G3/4

Fever 42,9 0/- 35.7 0/-
N&V 66.2 6.5/- 33.3 1.2/-

Diarrhea 36.4 6.5/3.9 9.5 0/0
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Patient Neurotoxicity Questionnaire (PNQ)

ftem u] o m}
s A B e
i e mid | have moderate
| have no tingli : tingling, painor  /to severe tingling,  tingling, pain or
ingling, pain or i ¢ rh
numbness, s in m numbness inmy / pain or numbness  numbness in my
pain, or Rinds or feet o hands or feet. in my hands or hands or feet. It
tingling in This does not This does not feet. This completely
my handsor S S interfere with m interferes withmy  prevents me from
interfere with my A . S @ 2
feet. gy activities of dail activities of daily doing most
activities, T i Fig
living. living. activities,
Item o [m} o o o
- A B & D .
I have mild | have moderate \ | have moderate to LB SHD
i i weakness in my
I have no weaknessinmy  weaknessinmy '\ severe weakness desh ot g
weakness in arms or legs. arms or legs. This my arms or legs. e Ietgel '
my arms or This doesnot  does not interfere pletely,
legs interfere withmy  of my activities of
activities. daily living.

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

ASCO02003, 2982

By Kobayashi

& Toxicity

CDDP+CPT-11 CDDP+VDS

Adverse events

Coefficient” P Coefficient” P

Fever -0.9 0.734 -6.8 0.002

Nausea/vomiting -12.4 <0.001 -13.5 <0.001

Diarrhea =35 . -5.1 0.276

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

PNQ* NCI-CTC (Version 2.0)

(Patient Neurotoxicity (Neuro-sensory & Neuro-motor)
Questionnaire)
FACT/GOG-Ntx**
(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

46
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EhfiEBE DFHED R —H

NCI-CTC-sensory NCI-CTC-motor

R R BER R
A0) |48 38 [0 | 0 | ¢ wilao 42 8 [ 1] 0 [ 0
= B(1)| 432 | 252 | 4 | 0 u - B(1) | 701 B iwZ0 e |
§ c(@) | 113|171 [F5 10 (0 ;g' c(2) | 231 | 17 |
g [o@|aa[ee | 1 @A E[o@m|ez| | &[4t [0]
Zlem[ e[ 1 [0 o o| E[em[9 [0 [0 |0 ][o0]

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 2009*°



Improving Drug Safety: From Toxicity Assessment to

Post-marketing Surveillance CSP-HOR 20125& X
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BAEFEZS F11EPHRE, 2005F78118

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
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RAW-RE:

O FACT-G (2718 B, 108 5): physical well-being [PWB],
social/family well-being [SFWB], emotional well-being
[EWB] and functional well-being [FWB]

O FACT-B (FACT-G + 91 B, 144 5)
O FACT-Taxane (FACT-G + 16188, 172 &)

O EQ-5D (5IEH, &RKAIE:1)
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EQ-5DZ L3 RERE

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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HARRBED A~ NnsEFL)

EH 0.148  fHdH TFHRE 2 0.083
BEOREE 2 0.078 3 0.189
3 0.418 FLR/AZSERAH 2 0.062
S0OEYOEE 2 0.053 3 0.108
3 0.101 L~AL3 0.014
SEADES 2 0.040
3 0.128
Tarurs M, Eximatin n Q- population il st h e o . o Econonis

2002; 11: 341-353



Utility score (mean)
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1.00+

-»- ACP
-4 ACD
= PTX
-e- DTX

0.95-

0.904

0.85-

0.804

0.754

0.70-

1 year

Baseline 7 months

Cycle 7
Time

Cycle 3 Cycle 5
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Comparison with previous study

1 o Mean (95% Cl)
om 4 Median i i 3 ¢

..{H"'% peett
%0.5'{

To5
o Breast cancer
504 Prostale cancer

Digestive system cancers

Pickard AS, Wilke CT, Lin HW, Lloyd A. Health utilities using the EQ-5D in studies of cancer. 67
Pharmacoeconomics 2007;25:365-84
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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

Shozo Ohsumi®  Kojiro Shimozuma®  Yasuo Ohashi® Ayano Takeuchi®
Kimito Suemasu? Masaru Kuranami¢  Shinji Ohno’ Toru Watanabe$®

aDepartment of Breast Oneology, NHO Shikoku Cancer Center, Matsuyama, > Department of Biomedical Sciences,
College of Life Science, ikan University, Kusatsu, “Department of Biostati hool of Public Health,
University of Tokyo, Tokyo, *Arche Clinic, Saitama, *Department of Surgery, Kitasato University School of Medicine,
Sagamihara, ‘Department of Breast Oncology, NHO Kyushu Cancer Center, Fukuoka, and SHamaratsu Oncalogy
Center, Hamamatsu, Japan
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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 233 0.0061 *
Comparison Difference SE P-value 95% Cl
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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-

EVEEHIE OVEIEOSEE

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

BEEREDND64 H ETOREDgrade (NCI-CTC version 2.0)
72
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53 —A=PAC D= 00444
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Furiher TAM treamen afier adivart TAM for 1 0.4 years may provide
postmenopausal breast cancer patierts wih sigfitly bater HRQOL comparing with
ANA.

o ARAR ATSUKa ¥ - N T . AOE P FIOZUMI ¥, TMOE &
Muksi H, Iwata H, Watsnabe T, Shimim €, Makagami K
Tamura M. ho T, Masuda N, Ogino N, Hisamatsu K

HBEREE b oo pelblt sl st
H *0)71',{ Fa,{’[:gﬁﬁ tamonifen and snastrozle in Jspanese postmenopausal women

N with homnone-responsive breast cancer. NSAS BO su@Q)
EBCTCGA47FVI RIZH Breast Cancer Res Treat 121(2k379-367. 40iz10.1007/s 10549
DHO-0BE8-x




Study Design

Postmenopausal women with breast cancer
Estrogen and/or progesterone receptor positive
On adjuvant TAM for 1 to 4 years
(N =706)

Further TAM Switching to ANA
for the rest of 5 years for the restof years
(N=352) (N = 354)

Timings of Measurement of
HRQOL and Psychological Distress

Study
Entry 3 months 1 year 2 years
(Baseline)
! i
P
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,
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CLINICAL TRIAL
Health-related quality of life and psychological distress of breast
cancer patients after surgery during a phase 11 randomized
trial comparing continuation of tamoxifen with switching
to anastrozole after adjuvant tamoxifen for 1-4 vears:
N-SAS BC 03
Shozo Ohsumi - Kojire Shimozoma - Yasuo Ohashi -
Megumi Shinji + Yasuo Hozwni + Hivofumi Mukai -
Vuichi Takatsuka - Tomohike Alhara
Reasived: 11 May o 7 Febmary 2011
Springer Sccn. sdia, LLE. 2011

Abdract  To ivestigate whether the health related qual  were recumrence free postmencpausal women who had
ity of ife (HRQOL) of patients switching from tamoxifen o received definitive surgery for primary breast cancer with
anastrozole m a randomized trial is identical to that of those positive hormone receptoris), and had been taking tamox
who coninued wmoxifen afier 1-4 years of adjuvant  ien for -4 years postoperatively. They were randomly
wmoxifen in Japanese postmenopausal breast cancer ed 1 continue mmoxifen or to switch © anaswozole
patients. Eligible patients for the randomized wial, the  for a total durstion of five years. Subjects were asked
National Surgical Adjuvant Study of Breast Cancer 03, reply to & self-administered QOL g nnaire survey 1o

assess HRQOL (FACT-B [breast cancer scalel. FACT-ES
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- Institution

FACT-G total scores FACT-B total scores

96 18 ®  TAM group
B 1AM group @ ANA group
- @ ANA group .
— . .
— "
i = . a e s
— I
S
100
P =0.066
P=0.042 |
- - . L L A

Baseline 3months 1year 2years Baselne 3 months 1year 2 years

FACT-ES total scores

Scores of Physical Well-being of FACT
201 4

150
M e —% ‘ e o —————
140 20 —

‘ TAM group

®  TAM group
135 15 & ANA group
ANA
p-no ® oroup | P = 0.005
J

130 _ 1

Baseline 3months 1year 2years Baseline 3 months 1year 2vyears
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SEL ection of Effective ChemoTherapy for advanced Breast Cancer

PTX, wPTX,
or DTX 20 8
1stline
MBC
TS-1 2nd 3rd

SRR : 6181(2006.10~2010.7) Goaiia
primary endpoint :0S
secondary endpoint (PFS. TTF, B3=%&. QOL. EEZFE

[1IBEEATE (REERTD) )
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e ™
Gem
1000 mg/m?2 d1, 8, 15
repeated every 4 wks )
e ™
S-1
80, 100, 120mg*/body d1-28
L repeated every 6 wks
Stratification factors:
-Metastatic vs. Locally advance: Gem + S-1 )

GEM: 1000mg/m2 d1, 8
S-1: 60, 80, 100mg*/body d1-14
repeated every 3 wks )

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




Overall Survival (3 arms)

MST : 88M
: 97M
104 M

°
3

o
5
a

Gem vs. S-1 : Non-inferiority
HR=0.96 (97.5% C1:0.78-1.18)

Gem vs. GS : Superiority
HR=0.88 (97.5% C1:0.71-1.08)
p=0.15

2
=
5 050
[
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9 12 15 18 21 24 27 30 33 36 39
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Patient-centered Outcome Research Institute (PCORI)

* FNRIXRBEDOANILRTFRETNPOZEA ,, PCORINHRESI RS
Q01153A)

¢ PCORID & E(X, Comparative Effectiveness ResearchZ[ZL&HET S
EORETREFART—IDVANEEEL, IRFEEFHETH L

(Randomized trial vs. observational studies)

N
pcori)

Patient.Centeted Outcomes Research Istitute.

PCORI Funding
Announcement

Pilot Projects Grants
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Comparative Effectiveness Research|Z#(1%
Patient Reported Outcome® I5E
ASCO2011 #6000DHAFSAUFE
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EELZBERE. AR CARNAICESTERD HDEREBMEREE &
LA FMEE S &, RETEETTREL T HIEEDATELHRT S
LK EENE. BENRIISh-EEEAK

WA SePROFIEAE &, NES ZNESTIHORSHFRITE &
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To assess differences between the treatment groups
» EQ-5D utility index

» QALY (Quality Adjusted Life Years)

90
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PROIZBEF HASCO2011 DHERH DS
6000 Comparative Effectiveness Research|Z§1T35PROH A5 2 A E

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)

Ethan Basch MD; Amy Abernethy MD;
Daniel Mullins PhD, Merianne Tiglao, Sean Tunis, MD

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

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

David Cella, PhD

96



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

Education Session Chair(s): David Cella, PhD

Clinician
interviews

patientat visit

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

Education Session Chair(s): David Cella, PhD

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

Initiated in 2008

2012ASCO Educational Session ‘Endpoints’ (D.Bruner)

Primary use Toxicity reporting

Most useful for Objective i

(e.g. Diagnostic test, (e.g. Cannot be seen, felt,

imaging, overt sign like heard, observed or

bleeding) clinically tested by
clinician)

Severity, need for Severity, Function, Impact

clinician intervention on QOL and Treatment
Adherence

Valid Not tested Yes*

Reliable NO Yes*

Directly from the patient

Health status reporting

Best captures

Data capture method  Through layers of
interpretation

Time of data capture  As it clinician At
picks it up

*Legacy instruments psychometrically tested to varying degrees: for
current FDA use must conform to stringent guidelines

2012ASCO Educational Session ‘Endpoints’ (D.Bruner)

Gan To Kagaku Ryoho. 2004 Aug;31(8):1187-92.

[Reliability at the National Cancer Institute-Common Toxicity Criteria version 2.0].

[Article in Japanese]
Kaba H, Fukuda H, Yamamoto S, Ohashi Y.

Statistics and Cancer Control Division, Research Center for Cancer Prevention and
Screening, National Cancer Center Research Institute.

We evaluated the reliability of CTC v 2.0 based on source documents and also
studied the degree of inconsistency in toxicity grading. Five clinical research
coordinators from the National Cancer Center Hospital independently reviewed
environment, variability exists in the toxicity assessment and grading. Good
training and education on toxicity assessment using common criteria and
development of translated manual, including the interpretation of criteria
assessment, may help reduce variability.

103

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

Education Session Chair(s): David Cella, PhD

ASCE®

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

Education Session Chair(s): David Cella, PhD

Life-threatening

mild symptoms;
interventionnot  intake; modified intake urgentintervention
indicated dietindicated indicated

A 4

What was the severity of your MOUTH OR THROAT SORES at their
worst?

Very Severe
How much did MOUTH OR THROAT SORES interfere with yourusual ~ Notatall
activities? Alittle bit
Somewhat
Quitea bit
Very much

2012ASCO Educational Session ‘Endpoints’ (D.Bruner)

study the ilityof CTCv 2.0
5 experienced CRAs independently reviewed med. records
from 17 pts and graded toxicities
Agreementamong raters:

Kaba et al 31(8):11
Canadian NCIC-CTG expanded toxicity scale

7 experienced data managers rated scripted patientsimulations
ased toxicities (rangs

Brundage et al

2012ASCO Educational Session ‘Endpoints’ (D.Bruner)

ASCE | oo

Clinical

Economic

Humanistic

* Primary outcome




2012ASCO Educational Session ‘Endpoints’ (D.Bruner)

WHAT WE STAND TO GAIN BY
INCLUDING PROs in CLINICAL TRIALS

We give VOICE to the PATIENT:
More comprehensive reporting of prevalence of symptoms
Improved accuracy in reporting of levels of severity

p

Greater of patient

Better information for patient and clinical decision making
Additional targets for labeling claims
Significant information for comparative effectiveness

ePRO

* BEGRE
20004 FDAIZ&N[E30% DERFRAERAPROZAIE
20084F CenterWatchl&75% DESERERERAPROZERIE
20094 ePROFIAIX24%. 20115FI1Z1345%
* BT A AR &S :E
¢ ISPOR (International Society for Pharmacoeconomics and
Outcome research)D;EE)]

¢ Measurement Equivalence D32

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

Q22Q0ADLE 21— 1=HAFS1>)
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Hufford MR et al. Applied Clinical Trials, 2002 August 38-43.
Result from Stone etal. BMJ 2002; 324: 1193-4:

e

Electronic Diaries
‘Compliance and Subject Evaluations

Michas! R. ffod, Avthur A. Stons, Sau Shifiman,
Josoph . Schwartz, and Joan . Brodoricc i

Figure 1. The instrumented paper diary (left) and the elec-
tronic diary (right). (Not to scale.)
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2012ASCO Educational Session ‘Endpoints’ (D.Bruner)
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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:

I Reported compliance Il Actual compliance

Ediary

M Edory I Paper
i

Figure 3. Subjects’ ratings of the paper and electronic sub-

il ject expenence diaries

Figure 2. Subject compliance with paper and electronic sub-

ject experience dianies. Note that reported compliance is

equivalent to actual compliance for the electronic diary sub-
Jects because the electronic diaries used in this study aliowed
pain entnes only within the 30-minute window as required by

the protocol.
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