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Objectives

e Present NCIC CTG standard approach and
some of its variations in the analysis of QoL
data

 Provide examples of QoL analysis in NCIC CTG
clinic trials
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Step 1: Calculating Compliance rates

Calculate compliance (completion) rates as
follows for each treatment group:

a. number of patients completing the baseline
(pretreatment) assessment over the total
number of eligible patients entered

b. number of patients completing
assessments at designated time points over
the total number of patients still on study and
expected to complete at each time point (the
“number expected” population)




Step 2 - Comparing baseline scores
between groups

Calculate the mean baseline scores for each of the
HRQOL components (domains and single items)

within the questionnaire for each of the treatment
groups, as follows:

a. number of patients providing responses,

b. mean score and standard deviation for each
HRQOL component,

c. determine If there is an apparent difference

between the mean or median scores between the
treatment groups.
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Step 3 — Comparing the change
scores between treatment groups
(Cross-Sectional Analysis)

Determine the change-from-baseline scores at a
specific post-baseline assessment time for each
HRQOL component of interest that was specified
In the hypothesis, as follows:

a. calculate the means for the differences (the mean
change score) +/- the standard error (SE) at each
designated time point,

b.test for statistically significant differences in mean
change scores between treatment groups
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Step 4 — Determining the proportions of
patients with improved, stable and worsened
scores (QOL Response Analysis)

Decide, a priori, the magnitude of change (cut point)
that will be considered to be a clinically
meaningful change in HRQOL scores in order to
consider the HRQOL response as being

"Improved", "worsened" and "stable".

Calculate the proportions of patients with clinically
meaningful change and test for statistically
significant differences among the three categories
of responses between treatment groups.
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Definition of QoL response
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Examples

Clinical Trials Group

Groupe des assais cliniques




GEMVIN (NCIC CTG BR.14)

Gemcitabine Plus Vinorelbine Compared With Cisplatin Plus
Vinorelbine or Cisplatin Plus Gemcitabine for Advanced Non-
Small-Cell Lung Cancer: A Phase III Trial of the Italian
GEMVIN Investigators and the National Cancer Institute of
Canada Clinical Trials Group

By Cesare Gridelli, Ciro Gallo, Frances A. 5hepherd, Alfonso llliano, Francovito Piantedosi, Sergio Federico Robbiati,
Luigi Manzione, Santi Barbera, Luciano Frontini, Enzo Veliri, Brian Findlay, Silvio Cigolari, Robert Myers, Giovanni P. lanniello,
Vittorio Gebbia, Giampietro Gasparini, Sergio Fava, Vera Hirsh, Andrea Bezjak, Lesley Seymour, and Francesco Perrone

Purpose: Platinum-containing chemotherapy regimens
are the standard treatment for patients with advanced
non-small-cell lung cancer (NSCLC), although toxicity is
common and may significantly affect the patient’s quality
of life (Qol). This trial aimed to assess whether a combi-
nation of gemcitabine and vinorelbine had benefits in
terms of Qol, without influencing negatively on survival,
compared with cisplatin-containing regimens.

Patients and Methods: Patients with stage llIB (effusion
and supraclavicular nodes) or IV documented NSCLC who
were younger than 70 years of age were randomly as-
signed gemcitabine plus vinorelbine (GemVin) or either
gemcitabine plus cisplatin or vinorelbine plus cisplatin (cis-
platin-based). European Organization for Research and
Treatment of Cancer scales were used for Qol analysis.

Results: Five hundred one patients were randomly as-
signed to treatment. The median age was 62 years. There
were no significant differences in global Qol scores be-
tween the two arms after 2 months of treatment. However,

worsening scores for appetite, vomiting, and alopecia were
significantly more common in the cisplatin-based arm. Me-
dian survival was 38 v 32 weeks and median progression-
free survival was 23 v 17 weeks in the cisplatin-based
versus GemVin arms, respectively. For the GemVin arm the
hazard ratic for death was 1.15 (90% confidence interval
[CI], 0.96 to 1.37) and the hazard ratio for progression was
1.29 (90% Cl, 1.10 to 1.52). Grade 3 or 4 myelosuppression,
vomiting, alopecia, and ototoxicity were significantly more
frequent with cisplatin-based treatment.

Conclusion: Global Qol is not improved with GemVin,
although advantages in some components of Qol were
apparent. GemVin is less toxic than standard cisplatin-
based chemotherapy. There is a nonsignificant slight sur-
vival advantage with cisplatin-based chemotherapy. Gem-
Vin could be offered to advanced NSCLC patients who
express concern about toxicity.

J Clin Oncol 21:3025-3034. = 2003 by American
Society of Clinical Oncology.




GEMVIN (BR.14) — Study design

Cisplatin 80 mg/ /m?, d 1

Vinorelbine 30 mg/mz, dd
Standard 1&8
or (at random)

Cisplatin 80 mg/ /m?, d 1
RANDOM Gemcitabine 1200 mg/mz, dd
188

Gemcitabine 1000 mg/mz, dd 1&8

Experimental _ . :
Vinorelbine 25 mg/mz, dd 1&8

Stratified by center, PS, stage

All cycles given every 3 weeks, for a maximum of 6 times




GEMVIN — Study end-points

 Primary: Quality of life (EORTC
C30 & LC-13)
*Global QolL/health status at the end of
cycle 2

e Secondary:

Overall survival
*Progression-free survival
sToxicity (WHO)
Response rate (WHO)

B o2




QoL Analysis: Steps 1 and 2

 Between the two study arms there were no
differences in any of the compliance
parameters. The rate of completed
guestionnaires, out of those expected,
slightly declined to 84%, 75%, 85%, 80% In
the P-based and to 82%, 81%, 74% and 74%
In the GemVin arm, at the 2nd, 3rd, 4th and
5th assessment, respectively.

« Baseline mean scores were comparable
between the two arms for all of the QoL
items
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QoL Analysis: Step 3 - QLQ C30
functioning Domains and Global QoL
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QoL Analysis: Step 3— QLQ-C30 symptoms
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QoL Analysis: Step 4

Cisplatin Basad Gemeitabine + Vinorelbine
Baseline Improved Stable Worse Baseline Improved Stable Worse
Domain and ltem Mean sD N % N % M % Mean sD N % N % N % P Pt
Global Qol 54 23 73 38 48 25 71 37 54 21 70 39 42 23 68 38 o7 94
Ph}f&iﬂd 77 18 45 23 &0 31 87 45 75 22 50 27 59 32 77 41 .38 56
Role By 29 52 27 47 25 92 48 66 31 &1 33 52 28 73 39 09 A7
Emotional &8 22 85 44 45 23 &2 32 63 22 a9 49 50 27 44 24 A7 .28
Cognitive 8é 20 49 26 b6 34 77 40 84 18 53 28 65 35 68 37 A3 s%s)
Social 78 25 a0 32 51 27 78 4] 78 25 58 32 61 33 65 a5 A9 35
Pain 32 28 24 50 41 21 55 29 34 28 95 51 a9 21 52 28 B85 B7
Appetite 22 26 51 27 43 22 o8 51 22 27 5] 28 69 37 65 35 03 01
Constipafion 146 27 a9 20 &6 35 86 45 14 23 34 18 76 41 76 41 A0 A2
Financial 13 24 32 17 114 62 39 21 13 23 29 14 112 41 43 23 54 A3
Fatigue 35 24 72 34 26 14 93 49 36 24 756 41 35 19 74 40 19 16
Vomiting 8 15 30 16 37 19 124 65 8 17 30 16 a8 48 67 36 - 0001 = 0001
Sleeping 29 30 55 29 &9 36 &6 35 30 32 53 29 78 42 54 29 50 41
Diarrhea 4 14 16 4 137 72 37 19 5 14 19 10 142 76 25 13 A3 24
Dyspnea 29 20 71 7 49 6 52 27 26 22 50 27 66 36 68 a7 02 16
CDugh 40 24 85 45 73 38 33 17 7 25 68 38 61 34 52 29 03 13
Hemoptysis 6 16 22 11 157 a2 13 7 Q 18 32 18 134 74 16 Q ] .68
Sore mouth 4 14 11 & 114 60 &5 34 5 15 16 9 114 &3 51 28 A5 29
5wu||0wing é 14 18 Q 120 62 54 28 Q 19 26 14 110 &0 44 25 24 63
Neumpﬂlh}f 7 17 25 13 103 54 64 33 8 18 27 15 107 58 49 27 20 30
Hair loss 2 8 5 3 25 50 21 48 2 13 4 2z 117 64 63 34 01 01
Pain, chest 18 24 52 27 94 49 46 24 21 26 62 34 67 37 53 29 78 52
Pain, shoulder 26 30 61 32 g5 45 44 23 26 28 (%) 36 68 37 49 27 22 49
Pain, elsewhere 24 30 61 33 72 a9 54 29 22 29 52 29 78 43 50 28 74 A6
Anﬂ|gesi( 61 49 50 26 112 59 29 15 55 50 29 16 128 71 24 13 A6 75
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GEMVIN — Progression-free survival

1.00
—— CDDP-based
m— GemVin
0.75 -
Median PFS: 23 vs. 17 weeks; p=0.004
0.50 -
Probability
of PFES g
OOO | | | | | | | | |
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Pts at risk Wesele
250 158 103 47 23 11 9 5 5 3
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GEMVIN — Overall survival

1.00
—— CDDP-based
=  GemVin
0.75-
Median OS: 38 vs. 32 weeks; p=0.08
0.50
Probability
of survival
0.25
|
0.00 : , , ; ]
0] 13 26 39 52 65 78 91 104 117 130
Pts at risk Weeks
250 210 155 98 62 31 22 14 12 8 4

=mmm 251 209 145 83 o1 31 17 10 8




GEMVIN — Conclusions

e The non-platinum GemVin regimen, as
compared to standard cisplatin-based
chemotherapy, produces only short-
term and sporadic advantages in some
components of Qol, Is less toxic, but
with sligthly shorter overall and
progression-free survival

« GemVin could be offered to advanced
NSCLC patients who express concern

_mfor toxicity




NCIC CTG/AGITG CO.17

Health-Related Quality of Life in Patients With Adwvanced
Colorectal Cancer Treated With Cetuximab: Owverall and
KRAS-5pecific Results of the WCIC CTG and AGITG
CO.17 Trial

Hearfer-fene A, Chrisros 5. Kareperis, Cheas T O Callaghaere. Dosrgshertg T, AMalcolser |- Aloore,

Tohrr B Falcherg, FHlagen Kennecks, Jerenne . Shapéiro, Sheryd Koski, Nick Paviekis, Daeeielle Charpenitier,
Dhavid Wield, Adichoel fefford, Gregory 1. Kneighe, Nadine . Adegosicd, AMichaed I Brocacdeee,

wrd Derek I Jonker
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Purposs
MMational Cancaer Imsttute of Canasda Climical Trials Group COU17F deamonstrataed thae antiepidaermmal
growwih factor receptor {anti-EGFR monoeclonal antiboedy cetuximab improvas ovaerall amd
prograssion-fraa survival im paticnts with advanced, chomotherapy-refractorny oolorectal cancocar
CRCE, particularty im patients with wwild-type £RAS5 tumors. This article repons the haalth-raeletasd
guality-ofdife (HRCL owutoormeas frorm COo17.

Patients and Mothod=s
Fatient=s (N = E72 with pretraataed EGFR-datectable advanced CHOC weras randomby assigneaed to

cotuxinmab and best supportive cara (BSO) or o BSC alone. HEOL primary end points assessed Dy
the EORTC OLOC30 woane physical functicn (PF) and global vaahth status (GHSE mean changes
from basaline to 28 and 16 waaeks warg assassod. Post hoc analysis by KRAS mutation status
wias parformmed.

Hesults
Dogstionmairg oompliance was 949 ot basacline, but it doeclined differantizlby (7% w 47 % for

cetuxinmab v BS5C at 16 wesk=sl. PF change scoras wora — 2.9 for cobuxirmalb arnd —8.6 for BESC
(P = 4Gk ot 2 wegks ond woara —5 9 and —12.5 for catuximab and BESC, respoactivaly, @ = 02Z7]
at 16 wesgks, GHS change sooras woernz —0D.5S and —7.1 17 = 002 ot 2 weaks and weaere —3 .8 and
— 152 {F = 008 at 16 weasks for ocotuximab and ESC, reaspectivaly. In paticnts who had tumors
weith wild-tywpe KRAS stotus, caetuximab resuited im less PF daetaroration at 8 waoaks (— 0.7 v —7_2;
= 111 ared 16 weosks (—2.4 v — 128 P = 008 compared withh BESC. Patients with weild-typos
status who recaiwed cabuximabh axparnanced imprnoyed GHS at 8 weaks, wiharnaas pationts who
recaived ESC alone detoriorated (2.2 v —7F.7, P = 002, Catuximab presaorvad GHS at 158 wesoks
i—02 v —1E. 1. & = 001 Mo signiftcant differances wearz noted boebsraan study amms for patiacnis
withh mutated KEAS Tumors.

Conc-lusion
Cotuximab offers impormtant HARCL and surdival banafits for pretraataed pationts with adwvancosd,
willd-type KEAS CRHTC.

O8N Oncod 27 -1822.7828. & A0S by Amacican Sociafy aof Cicad Oncolaagy



Stratified by:
Centre

Performance Status
(0/1 vs 2)
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NCIC CTG CO.17
Study Design

Cetuximab +
Best Supportive
Care (BSC)

Best Supportive
Care (BSC)
only
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NCIC CTG CO.17: Overall Survival

Study arm MS 9596 CI
(months)

Cetuximab + BSC 6.1 54-6.7

BSC alone 4.6 4.2 —4.9

HR 0.77 (95% CIl =0.64 — 0.92)

Stratified log rank p-value = 0.0046

| |
0 3

SUBJECTS AT RISK
CET+BSC 287
BSC 285
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136 /8 37
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CETUXIMAB + BSC
+++ CENSORED

15 18 21 24 27
MONTHS
14 4 0] 0 0]
12 8 2 1 0]
BSC
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NCIC CTG CO.17 HRQoL Hypothesis

* In this population of heavily pre-treated
advanced CRC patients, in whom all other
treatments have failled and deterioration In
HRQoL may be imminent, we hypothesized
that pts may benefit from cetuximab with
— A decrease in the magnitude & rate of decline in their

HRQoL, particularly with regards to their physical
functioning and overall wellbeing

NCIC CTG
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Assessment of QoL in CO.17

* Primary QOL endpoints

— Change scores of physical function and
global Health status at 8 weeks and 16
weeks after randomization

* ToO

-Q

S

| Q-C30

Global health status, Physical, Role,
Emotional, Social, Cognitive functioning,
Symptoms




Compliance with QOL data completion

B Cetuximab+BSC O BSC]|
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n=287/ n=285/ N=265/ n=223/ n=173/




Mean QOL Scores at Baseline

/
I—

Global Physical Role Social Emotional Fatigue Nausea Dyspnea  Pain
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Mean Change Scores at 8 and 16 Weeks
Variable cetuximab BSC value
+BSC P
Week 8
Physical Function -3.9 -8.6 .046
Global Health Status -0.5 -7.1 .008
Week 16
Physical Function -5.9 -12.5 .027
Global Health Status -3.6 -15.2 .0008

NCIC CTG
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Proportion of Patients Who Had
Deterioration* at 8 and 16 Weeks

Variable Cetuximab BSC P-
+BSC value**

Week 8

Physical Function 24.9%0 34.79% 0.051

Global Health Status 23.2%0 38.3%0 0.004

\Week 16

Physical’lkunction 30.4%06 43.4%0 0)50]61°)

Glokal Health Status 31.3%0 49.39%0 0.011

*change score from baseline = -10

** from Fisher’s exact test




CO.17 Time to Deterioration In
QoL Primary Endpoints

Cetuximab+BSC BSC P*
N Median N Median
(95%0Cl) (95%Cl)

Physical 235 54 m 202 3.7 m 0.02
Function (3.8-5.7m) (2.0-3.9m)
Global 233 54 m 240]0) 3.7 m 0.06
Health (3.9-5.7m) (2.1-3.9m)
Status

NCIC CTG
NCIC GEC

*log-rank test




CO.17 QOL Response

Cetuximab+BSC BSC P-value

Improve* Stable Worse** | Improve* | Stable | Worse** | Chi Square

QOL Domain and Items

Pain 47 19 34 21 23 51 |<0.0001
Fatigue 4] 16 44 31 13 56 0.04
Nausea 22 49 29 16 41 44 0.01
Dyspnea 22 44 33 13 46 41 0.04
Financial 23 62 15 14 59 27 0.0003

*change score from baseline = -10 at any time
** change score >-10 at all times with at least one = 10




NCIC CTG CO.17
HRQoL Summary & Conclusions

» This study met its primary endpoint
demonstrating improved physical function
and global health scores at 8 & 16 weeks
with cetuximab compared to BSC.

» Cetuximab resulted in better HRQoL than
BSC alone.

— Patients on cetuximab experienced significantly less

HRQoL deterioration and a longer time before this
deterioration occurred.

NCIC CTG CO.17 demonstrates that
cetuximab offers survival and HRQoL
benefits for patients with advanced

colorectal cancer.




Missing Data

* Prevention iIs better than statistical cures

— make attempt to reduce the magnitude In the
design

« Sensitivity Analyses:

— In CO17

 All pts (either arm) with missing data assumed to have
worsened HRQoL as per response analysis

o Pattern Mixture models

NCIC CTG
NCIC GEC




Sensitivity Analysist
Proportion of Patients Who Had
Deterioration* at 8 and 16 Weeks

Cetuximab

Variable BSC b=
+BSC value
Week 8
Physical Function 48.3% 64.3% <0.0001
Global Health Status 47.2% 65.8% <0.0001
Week 16
Physical Function 67.7% 84.0% <0.0001
Global Health Status 67.3% 85.9% <0.0001

NCIC CTG *x : )
From Fisher’s exact test

T Pts with missing data assumed to have deteriorated
* Change score from baseline = -10 at any time
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