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Perspectief

A INT-0035 stadium IlIinjetsvs 5FU)
6.5jaars OS 46% vs. 60%

A MOSAIGtadiumlll (5FU/LWs+ oxaliplatin
10-jaars OS 59.0% vs. 6%1
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The BIG Problem: Large Proportion of Patients with
Residual Neuropathy at 4 yrs

a2
v
-'—l
=
)
—
©
(0
L
e
@©
>
©
=
L

Andre et al., JCO 2009

90 -
80 -
70 -
60 4
50
40 +
30 -

Grade 3
Grade 2
® Grade 1

5.1
15
13
o 0.6
402 ; 0.6
323 0.7
24.1 -
16'7 m
L 1 1 1 1 T T

During 28days 6mo 12mo 18mo 24mo 36mo 48mo
treatment

Follow-Up Time

rresevieoa:. ASCO ANNUAL MEETING 17 | #ASCO17  Presented by: Cathy Eng, MD

Slides are the property of the author. Permission required for reuse.

ASCQ)

Presented By Cathy Eng at 2017 ASCO Annual Meeting

Zuidoost-Nederland

‘,@ Oncologisch Netwerk



LBAo;
Prospective Pooled Analysis of Six Phase lli

Trials Investigating Duration of Adjuvant
Oxaliplatin-based therapy (3 vs. 6 months) for

Patients with Stage Ill Colon Cancer:
The IDEA (International Duration Evaluation of

Adjuvant Chemotherapy) Collaboration

—
—
—=

Qian Shi, Alberto F. Sobrero, Anthony F. Shields, Takayuki Yoshino, James Paul, Julien Taieb
loannis Souglakos, Rachel Kerr, Roberto Labianca, Jeffrey A. Meyerhardt, Franck Bonnetain
Toshiaki Watanabe, loannis Boukovinas, Lindsay A. Renfro, Axel Grothey, Donna Niedzwiecki
Valter Torri, Thierry Andre, Daniel J. Sargent, Timothy Iveson
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Study Schema

Total planned accrual 2 10,500

3 months
Stage Il
Colon R Investigator’s choice
Cancer FOLFOX or CAPOX
Patients
1:1
6 months
FOLFOX: 5FU/LV + Oxaliplatin CAPOX: Capecitabine + Oxaliplatin
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Rationale for Non-inferiority Margin

Historical Data from MOSAIC

SFU/LV + Oxaliplatin vs. SFU/LV
24% relative risk reduction

IDEA Consensus (Oncologists and Patient Advocates)

Oxaliplatin-based Treatment: 3m vs. 6m

12% relative risk increase (upper 95% Cl)
- NI Margin: DFS HR =1.12

Andre et al. N Engl J Med 2004; Andre et al. Curr Colorectal Cancer Rep 2013
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DFS Comparison by Stage, cont.

Patients Patients HR Favors3m Favorsbm_ Interaction
3mArm 6mArm (3m/6m) - P-value
N stage
N1 4583 4585 1.07 - 0.44
N2 1798 1769 1.07 |
T stage
T1/T2 849 841 1.07 = 0.36
T3 4219 4181 1.04 —- :
T4 1320 1335 1.16 ——
Risk Group
T1-3 N1 3744 3727 1.01 —— 0.1
T4or N2 2634 2622 1.12 ——
0.5 1 1.12 1.5

Hazard Ratio
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DFS Comparison by Regimen, cont.

FOLFOX

Patients Patients HR Favors 3m Favors 6m

3mam 6marm (3m/6m)
TOSCA 770 792 1.14 r
SCOT 662 672 1.21 -
IDEA France 895 914 1.27 o ——
HORG 148 148 0.87
ACHIEVE 163 159 1.08
C80702 1232 1208 1.10 T
Overall 3870 3893 1.16

I I I
0.5 1 1.12 1.5

Hazard Ratio

S

Patients Patients HR Favors 3m Favors 6m

3mam 6marm  (3m/6m)
TOSCA 424 416 0.92 o
SCOT 1330 1319 0.94 —i—
IDEA France 107 94 0.97
HORG 206 206 1.12
ACHIEVE 487 482 0.92 -
Overall 2554 2517 0.95

[ | |
0.5 1 1.12 1.5
Hazard Ratio
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DFS Comparison by Risk Group and Regimen, cont. @
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Adverse Events

FOLFOX
Adverse Events 6m Arm | p-value! | 3mArm
Overall

G2 32% <.0001 41%
G3-4 57% 24%
Neurotoxicity
G2 32% <.0001 12%
G3-4 16% 3%
Diarrhea
G2 13% 10%
G34 7% 7%
1Chi-squared test for trend; Total of 19 grade 5 events; Adverse events only collected on first 617 patients enrolled to SCOT trial
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FACT/GOG-NTX-4 (Version 4)

Below is a list of statements that other people with your illness have said are important. Please circle
or mark one number per line to indicate your response as it applies to the past 7 days.

Notat A little Some- Quite Very

all bit what abit much
NTX [ have numbness or tingling in my hands...........ccccceveunnnnnn. 0 1 2 3 4
NTX I have numbness or tingling in my feet.........coccovrerrrvecnnn, 0 1 2 3 4
nix | T feel discomfort in my hands.........oovevieicecinicninin s, 0 1 2 3 4
Nix | I feel discomfort in my feet.........orvirenninnnnnnininnnnne, 0 1 2 3 4
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GOG NTX4 NEUROPATHY SCORE

Results:
Neuropathy
measured by
patient
questionnaire
over time

by treatment
duration

I 3 months of treatment
I 6 months of treatment

)
32
0
-3
©
-3
©
=
S
o
=

Months from randomisation Years from randomisation
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IDEA Clinical Consensus: Risk-based approach to @

adjuvant chemotherapy in stage lll colon cancer
Risk group Recommended duration of adjuvant therapy
3 months 6 months
T1-3 N1

(~60% of stage lll)

T4 and/or N2

I I I B N S . ‘
Duration of therapy determined by

(Or other high-risk factors) =allfetellhe deipiniet e

- patient preference

- assessment of risk of recurrence

- Regimen (CAPOX vs FOLFOX)
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Findings:

* This pooled IDEA analysis of 3M vs. 6M failed to meet its
preplanned primary endpoint of non-inferiority for DFS.

* The analysis was not created to compare FOLFOX vs.
CAPOX since each study was not randomized by regimen.

* The combined subgroup analysis of T1-3N1 (low risk) vs.
T4/N2 (high risk) was a post ad-hoc analysis.

» Of no surprise is the reduction in select toxicity; notably
neurotoxicity was reduced with shorter duration of therapy.
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Findings:

 Based on sub-group analysis:

« TandN Stage:
* T1-3N1: Non-inferior for 3M vs. 6M

« Treatment regimen:
« CAPOX was non-inferior for 3M vs. 6M

« When combining the T and N Stage and regimen provided:
« Only CAPOX was determined to be non-inferior for T1-3N1 tumors

« Data largely based on one single trial (SCOT)

« T4 and N2: Failed to achieve their goals of non-inferiority with 3M of
adjuvant chemotherapy.
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Potential Pitfalls of the Pooled Data:

* This pooled analysis is composed of a heterogeneous group of
Independent trials.

* Three of the studies (ACHIEVE, CALGB 80702 and HORG) that are
presented as part of this analysis have final data pending.

— CALGB 80702 with a 2"? randomization to celebrex vs. placebo
remains blinded

« Patients from TOSCA were included that were originally randomized
to FOLFOX or CAPOX+/-bevacizumab.

« MSI-H patients were not excluded
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Comments....

* In short, this demonstrates the challenges of analyzing 6 individually
conducted studies into a pooled analysis.

 More mature data is warranted:
— Final data from ACHIEVE, HORG, and CALGB 80702
— Toxicity and compliance data per trial
— Final overall survival data

« Commend the investigators on allowing their individual data to be
pooled for a common objective: Reducing patient toxicity which is
of significance to all practicing physicians.
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Conclusions:

« To date, based on the information provided from the IDEA pooled
analysis, 3M of adjuvant oxaliplatin-based chemotherapy is not non-

inferior to 6M for DFS.

— CAPOX appears non-inferior in T1-3N1 patients, but is largely based on one
trial (SCOT) with incomplete capture of SAE’s.

— Furthermore, CAPOX is not a regimen for all patients.
 Six months of adjuvant oxaliplatin-based chemotherapy for stage Il

colon cancer remains the standard of care.

— Reality: Few patients are able to receive all 6 months of oxaliplatin-based
chemotherapy due to treatment-related SAE’s (e.g., dose-limiting neuropathy)

— The final duration of oxaliplatin-based therapy should be a continuous matter
of discussion between the physician and the patient based on existing

toxicities of therapy.
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VOoor nu

A Geen verandering richtlijn

A Bij T3N1met CAPOX
I dosisreductie/stopoxaliplatinna 4 cycli bij PNF
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DANA-FARBER Nut Consumption and Survival in Stage lll Colon Cancer Patients: Results from CALGB 89803 (Alliance)
Temidayo Fadelu MD"; Donna Niedzwiecki?; Sui Zhang'; Xing Ye?; Leonard B. Saltz?; Robert J. Mayer'; Rex B. Mowat'; Renaud Whittom®; Alexander Hantel®; Al Benson”; Daniel
Atienza®; Michael Messino® Hedy Kindler'™: Alan Venook''; Shuji Oging'?'314: Kimmie Ng': Edward L. Giovannucei'2%; Jeffrey A. Meyerhardt!”:
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