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The Changing Treatment Paradigm
iIn Advanced NSCLC

Standard of Care
OBSERVE

—\\—> 2alhef

~30 - 40% Never Rx

Should we rethink this?

: Rx Break :
L SN 4 ine Rx

? Surveillance ?

Fidias — Docetaxel
Ciuleanu — Pemetrexed All approved

SATURN - Erlotinib 2"d line agents
ATLAS — Erlotinib

Immediate vs. Delayed Taxotere
(Fidias Trial): Overall Survival

Total Randomized Population

Immediate | Delayed | LR
(n=153) | (n=154) |p-value
Median OS,
(10.0,13.7) (8.0,11.2)
(95% Cl)
12-mo survival 48.5% 38.3%
(95% Cl) (39.9,57.1) (30.0, 46.5)

Survival

Overall Survival Time (in Months)
Fidias, J Clin Oncol 2008
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Should the statistically negative results of
the Fidias trial of Immediate vs. delayed
Taxotere (docetaxel) make us less inclined to
use it than other treatment options in the
maintenance therapy setting, particularly for
patients with a squamous cell NSCLC?

SATURN Trial of Maintenance Tarceva
(Erlotinib) vs. Placebo: PFS by Histology

Adenocarcinoma Squamous Cell Carcinoma

HR = 0.76 (0.60-0.95)

Log-rank P < 0.0148

Capuzzo, Proc ASCO 2009




Alimta (Pemetrexed) vs. Taxotere (Docetaxel)
in 2" line NSCLC

Alimta

500 mg/mZ2i.v. g3wks (n=283)
(folic acid 350-1,000 pg daily +
vitamin B, 1,000 pg g 9wks;
dexamethasone 4mg bid on

d-1,d0,d+1)

Previously treated
Advanced NSCLC
Perf. status 0-2

N = 571 Taxotere

75 mg/m?2i.v. g3wks (n=288
(dexamethasone 8 mg bid on
d-1,d0,d+1)

OmMN—=<00Z2>»X

Hanna, J Clin Oncol 2004

Equivalent Efficacy for
Alimta (Pemetrexed) and Docetaxel (Taxotere)

Progression-Free Survival Overall Survival

ST 14108
B3mo 27%

78 mo 297%
0.99 (5% Cl-0.810 1.20)

UEES c 5, +====Pemetrexed (n = 265)
==s Pemetreved (=283 28mo ] = Docataxal (n=276)
== Docetaxel {n = 288) 28mo H 4 s, Hazard Ratio

Hazard Raliv 0.97 (85% C1.0.82 lu 1.16) L

Survival Distributon Funtion

Progression-Free Survival (manths)

Bts At fiisk
Pemetrexed 8 2 Pemetraxed 283
Docetaxel 288 B 16 Docetaxel 288

Hanna, J Clin Oncol 2004
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Is there a meaningful difference in quality
of life for patients who receive maintenance
therapy compared with those who are
observed after first line therapy?

How Long to Treat? Four Cycles vs.
Ongoing

Advanced NSCLC R :> Carbo/Taxol x 4 cycles
A
Good perf status :>

\
N=230 D :> Carbo/Taxol continued until disease
progression

Socinski,
J Clin Oncol 2002

Probability of Survival

All efficacy endpoints equal
Only difference is more neurotoxicity with additional Rx
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How can we compare “continuation
maintenance therapy” to “switch maintenance
therapy” in light of older and recent research
findings in this setting?

What is the significance of the fact that the
Fidias trial of early vs. delayed Taxotere
required patients to have significant disease
progression before starting delayed
chemotherapy?
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Requirement for Disease Progression May Delay
Chemo Start vs. Routine Practice

Routine Clinical Practice

New Symptoms, .
1st Line Rx IYilelgateleMesxea) Initiate
EE——— Further

Treatment

Clinical Trial Requirement

New Symptoms, Slavded Treat at

i Hold on
] Minor Prog. on CT Further T
1stLine Rx —g> Further [ official
Treatment \ PD

Some decline,
never get Rx

Aside from presence of cancer-related
symptoms, what criteria would you use to
decide whether to recommend maintenance
therapy or observation for an individual who
hasn’t progressed after first line chemo for
advanced NSCLC?
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Survival for Patients Actually Receiving
Docetaxel on Immediate & Delayed Arms
(Fidias)

¥ Immediate
i Delayed

MST (months)
\ 145

Fidias, J Clin Oncol 2008

Can we really compare these two groups,
if the iImmediate arm includes patients with
the more aggressive disease that dropped
out from the delayed chemotherapy arm
before starting Taxotere?

(are we really comparing apples to apples?)
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