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2012ASCO Educational Session ‘Endpoints’ (D.Bruner)
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Health Technology Assessment
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NICE technology appraisal guidance

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

Treatment Setting Status

Alatinib Second line Suspended

Afatinib (EGFR mutation +) First line In development
Bevacizumah First line Not recommended
Crizatinib Second line In progress

Erlotinib (EGFR mutation <) First line Recommended
Erlotinib Second ling Recommended
Erlatinib Maintenance 50: Not recommended
Gefitinib (EGFR mutation +) First line Recommended
Gefitinib Second line Not recommended
Doc, GEM, Pac & WYNR First line Recommended
Pemetrexed First line Recommended
Pemetrexed Second line Not recommended
Pemetrexed Maintenance {SMT) Recommended
pemetrexed Maintenance (CMT)  In progress
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Comprehensive
Support
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for breast cancer)
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Health related QOL ?

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

“Tt 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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Guidance for Industry

Patient-Reported Outcome Measures:

Use in Medical Product Development
to Support Labeling Claims
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Use of Patient-Reported Outcomes to Improve the Predictive

A y of Clinician-Reported Ad Events
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STUDY DESIGN IASLC2013

Cisplatin 75 mg/m? d1
Pemetrexed 500 mg/m? d1
every 3 wks up to 6 cycles

Pemetrexed 500 mg/m?

D,PR,CR
SERC every 3 wks until PD*

Non-squamous

Age 18-70 |

Stratification

«ECOG PS 0-1 QoL QoL QoL QoL QoL
«Stage IIIB/AV baseline after 3 cycle after 6" cycle after 12 wks M after 18 wks.

(TNM 7 Ed) I

«Center
Bevacizumab 15mg/kg
SD,PR,CR every 3 wks until PD

Secondary Endpoints: PFS and OS #§§"
IASLC2013

0s

e Arm A (CP-P) N=60
Arm B (CbTBe-Be) N=58

Carboplatin AUC 6 d1

Al Paclitaxel 200 mg/m? d1

Bevacizumab 15 mg/kg d1
every 3 wks up to 6 cycles

* drug supplied by Eli Lilly

PFS 7

=== Arm A (CP-P) N=60
Arm B (CbTBe-Be) N=58

e e
l‘] ) I-? 1‘1 ) 0
Median: Median:
Arm A 8.2 months (95%Cl 6.3 — 10.1)

Arm A 15.3 months (95%CI 10.7 — 19.9)
Arm B 8.0 months (95%Cl 6.2 —9.7)

Arm B 14.7 months (95%Cl 9.9 — 19.4)

Hazard Ratio (Cox model) 0.62

Hazard Ratio (Cox model) 0.93
(95% CL0.41 - 0.95)

(95% CL0.49 - 1.37) st
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GOIM 2903 —v.1.4
EudraCT number: 2009-015807-19
ClinicalTrials.gov  identifier: NCTO133926
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INDUCTION PEMETREXED AND CISPLATIN FOLLOWED BY
PEMETREXED AS MAINTENANCE VS CARBOPLATIN-
PACLITAXEL AND BEVACIZUMAB FOLLOWED BY BEVACIZUMAB
AS MAINTENANCE: MULTICENTER RANDOMIZED PHASE Ill
STUDY IN PATIENTS WITH ADVANCED NON-SauAaMous NoON
SMALL-CELL LUNG CANCER (NSCLC): A QUALITY OF LIFE
ORIENTED PHASE Il TRIAL OF THE GOIM (GRUPPO
ONCcOLOGICO ITALIA MERIDIONALE) ERACLE

IASLC2013

D. Galettal, S. Pisconti?, S. Cinieri?, V. Gebbia?, A. Morabito®, N. Borsellino®, E. Maiello’, A.
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MEAN CHANGE FROM BASELINE
(basal to 12 wks)

EQ5D-I EQ5D-VAS
e Minimum Important Difference i
(0137 (~ ECOG-PS change 1) e
03 02 01 01 02 03 15.0 10,0 SiO

5.0 10.0 15.0

ARM A better ARM B ARM A better ARM B

Student’s t-test: 2.12 (ZP 0.04)

A between means: 0.1
95% CI 0.01t00.29
Mann-Whitney U: 375.50 (2P=0.04)

Student’ s t-test: 0.35 (ZP 0.73)

A between means: 1.8
95% CI -8.60 to 12.24
Mann-Whitney U: 375.50 (2P=0.04)

EQ5D-1 = 0.15 (95%Cl 0.01 to 0.29); P[Mann-Whitney]=0.04
EQ5D-VAS = 1.82 (95%ClI -8.60 to 12.24); P[Mann-Whitney]=0.73 30
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