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The results of the study are shown in Table 8.

Table8: Efficacy Results
Hazard
TARCEVA Placebo Ratio (1) 95% CI p-value
Median Median
Surviva 6.7 mo 4.7 mo 0.73 0.61-0.86 <0.001 (2)
1-year Survival 31.2% 21.5%
Progression-Free Median Median
Survival 9.9 wk 7.9 wk 0.59 0.50-0.70 <0.001 (2)
Tumor Response
(CR+PR) 8.9% 0.9% <0.001 (3)
Median Median
Response Duration 34.3wk 15.9 wk

(1) Cox regression model with the following covariates: ECOG performance status, number of prior regimens, prior platinum, best response to prior
chemotherapy.

(2) Two-sided Log-Rank test stratified by ECOG performance status, number of prior regimens, prior platinum, best response to prior chemotherapy.

(3) Two-sided Fisher's exact test

Survival was evaluated in the intent-to-treat population. Figure 2 depicts the Kaplan-Meier curves for overall survival. The primary survival and PFS
analyses were two-sided Log-Rank tests stratified by ECOG performance status, number of prior regimens, prior platinum, best response to prior
chemotherapy.

Figure 2: Kaplan—Meier Curve for Overall Survival of Patients by Treatment Group
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Note: HR isfrom Cox regression model with the following covariates: ECOG performance status, number of prior regimens, prior platinum, best
response to prior chemotherapy. P-value is from two-sided Log-Rank test stratified by ECOG performance status, number of prior regimens, prior
platinum, best response to prior chemotherapy.
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NSCLC - TARCEVA Administered Concurrently with Chemotherapy

Results from two, multicenter, placebo-controlled, randomized, trialsin over 1000 patients conducted in first-line patients with locally advanced or
metastatic NSCL C showed no clinical benefit with the concurrent administration of TARCEV A with platinum-based chemotherapy [carboplatin and
paclitaxel (TARCEVA, N = 526) or gemcitabine and cisplatin (TARCEVA, N = 580)].

Pancreatic Cancer - TARCEVA Administered Concurrently with Gemcitabine

The efficacy and safety of TARCEV A in combination with gemcitabine as afirst-line treatment was assessed in a randomized, double blind, placebo-
controlled trial in 569 patients with locally advanced, unresectable or metastatic pancreatic cancer. Patients were randomized 1:1 to receive TARCEVA (100
mg or 150 mg) or placebo once daily on a continuous schedule plus gemcitabine IV (1000 mg/m? Cycle 1 - Days1, 8, 15, 22, 29, 36 and 43 of an 8 week
cycle; Cycle 2 and subsequent cycles - Days 1, 8 and 15 of a4 week cycle [the approved dose and schedule for pancreatic cancer, see the gemcitabine
package insert]). TARCEV A or placebo was taken orally once daily until disease progression or unacceptable toxicity. The primary endpoint was survival.
Secondary endpoints included response rate, and progression-free survival (PFS). Duration of response was also examined. The study was conducted in 18
countries. A total of 285 patients were randomized to receive gemcitabine plus TARCEVA (261 patientsin the 100 mg cohort and 24 patientsin the 150 mg
cohort) and 284 patients were randomized to receive gemcitabine plus placebo (260 patients in the 100 mg cohort and 24 patients in the 150 mg cohort). Too
few patients were treated in the 150 mg cohort to draw conclusions.

Table 9 summarizes the demographic and disease characteristics of the study population that was randomized to receive 100 mg of TARCEVA plus
gemcitabine or placebo plus gemcitabine. Baseline demographic and disease characteristics of the patients were similar between the 2 treatment groups,
except for aslightly larger proportion of femalesin the TARCEV A arm (51%) compared with the placebo arm (44%). The median time from initial
diagnosis to randomization was approximately 1.0 month. Most patients presented with metastatic disease at study entry asthe initial manifestation of

pancrestic cancer.

Demogr aphic and Disease Characteristics: 100 mg Cohort
TARCEVA+
Gemcitabine Placebo + Gemcitabine
(N=261) (N=260)
Characteristics N (%) N (%)
Gender
Female 134 (51) 114 (44)
Male 127 (49) 146 (56)
Age (Years)
<65 136 (52) 138 (53)
>65 125 (48) 122 (47
Race
Caucasian 225 (86) 231 (89)
Black 8 (©) 5 @
Asian 20 ® 14 ©)
Other 8 (3 10 (©)
ECOG Performance Status*
0 82 (31) 83 (32)
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TARCEVA+
Gemcitabine Placebo + Gemcitabine
(N=261) (N=260)
Characteristics N (%) N (%)
1 134 (51) 132 (51)
2 44 17 45 a7)
Unknown* 1 (<1 0 0)
Disease Status at Baseline**
Locally Advanced 61 (23) 63 (24)
Distant Metastasis 200 77) 197 (76)

*Unknown includes responses of ‘Unknown’ and missing.

** Stratification factor as documented at baseline; distribution differs slightly from values reported at time of randomization.

The results of the study are shown in Table 10.

Table 10: Efficacy Results: 100 mg Cohort
TARCEVA + Placebo+ Hazard 95% ClI p-value
Gemcitabine Gemcitabine Ratio (1)
Median Median
6.4 mo 6.0 mo
Survival 250 deaths 254 deaths 0.81 0.68-0.97 0.028 (2)
1-year Survival 23.8% 19.4%
Median Median
Progression-Free 3.8mo 3.5mo
Survival 225 events 232 events 0.76 0.64-0.92 0.006 (2)
Tumor Response
(CR+PR) 8.6% 7.9% 0.87 (3)
Response Median Median
Duration 23.9wk 23.3wk

(1) Cox regression model with the following covariates: ECOG performance status, and extent of disease.
(2) Two-sided Log-Rank test stratified by ECOG performance status and extent of disease.
(3) Two-sided Fisher's exact test.

Survival was evaluated in the intent-to-treat population. Figure 3 depicts the Kaplan-Meier curves for overall survival in the 100 mg cohort. The primary survival and
PFS analyses were two-sided Log-Rank tests stratified by ECOG performance status and extent of disease.
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Figure 3: Kaplan—Meier Curve for Overall Survival: 100 mg Cohort
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HR is from Cox regression model with the following covariates: ECOG performance status and extent of disease. P-value is from two-sided Log-Rank test

stratified by ECOG performance status and extent of disease.
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HOW SUPPLIED/STORAGE AND HANDLING
25 mg Tablets

Round, biconvex face and straight sides, white film-coated, printed in orange with a“T” and “25” on one side and plain on the other side; supplied in:
Bottles of 30: NDC 50242-062-01

100 mg Tablets

Round, biconvex face and straight sides, white film-coated, printed in gray with “T” and “100” on one side and plain on the other side; supplied in:
Bottles of 30: NDC 50242-063-01

150 mg Tablets

Round, biconvex face and straight sides, white film-coated, printed in maroon with “T” and “150” on one side and plain on the other side; supplied in:
Bottles of 30: NDC 50242-064-01

Store at 25°C (77°F); excursions permitted to 15° — 30°C (59° — 86°F). See USP Controlled Room Temperature.

PATIENT COUNSELING INFORMATION

If the following signs or symptoms occur, patients should be advised to seek medical advice promptly [ see Warnings and Precautions (5), Adver se Reactions (6)

and Dosage and Administration (2.3)] .
e Onset or worsening of skin rash
e Severeor persistent diarrhea, nausea, anorexia, or vomiting
e Onset or worsening of unexplained shortness of breath or cough
e Eyeirritation

Given that skin reactions are anticipated when taking TARCEV A, proactive intervention may include al cohol-free emollient cream and use of sunscreen or

avoidance of sun exposure [ see Adverse Reactions (6.1).] The management of rash should be discussed with the patient. This may include topical
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corticosteroids or antibiotics with anti-inflammatory properties. These approaches were used in the NSCLC and pancreatic pivotal clinical trials. Acne
preparations with drying properties may aggravate the dry skin and erythema. Treatment of rash has not been formally studied and should be based on rash

severity.
Women of childbearing potential should be advised to avoid becoming pregnant while taking TARCEV A [see Warnings and Precautions (5.12) and Usein
Soecific Populations (8.1)] .

Smokers should be advised to stop smoking while taking TARCEV A as plasma concentrations of erlotinib are reduced due to the effect of cigarette smoking
[see Clinical Pharmacology (12.3)].

Manufactured for:

0S| Pharmaceuticals Inc., Melville, NY 11747
Manufactured by:

Schwarz Pharma Manufacturing, Seymour, IN 47274
Distributed by:

Genentech USA, Inc. 1 DNA Way, South San Francisco, CA 94080-4990

For further information please call 1-877-TARCEVA (1-877-827-2382).

Genentech (osi)oncology

BlofiNcoLoGY"

TARCEVA and (os1) ‘oncology
are trademarks of OSI Pharmaceuticals, Inc., Melville, NY, 11747, USA.

©2010 OSI Pharmaceuticals, Inc., and Genentech, Inc. All rights reserved.
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