Figure 4: Kaplan-Meier Curves for Overall Survival ALIMTA
versus Placebo in NSCLC - Nonsquamous NSCLC and Squamous Cell NSCLC.
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14.3 Non-Small Cell Lung Cancer - After Prior Chemotherapy
A multi-center, randomized, open label study was conducted in patients with Stage |1l or IV NSCLC

The primary endpoint in this study was overall survival. The median survival time was 8.3 months in
the ALIMTA treatment arm and 7.9 months in the docetaxel arm, with a hazard ratio of 0.99 (see Table 16).
The study did not show an overall survival superiority of ALIMTA.

Table 16: Eficacy of ALIMTA versus Docetaxel in Non-Small Cell Lung Cancer - ITT Population

ALIMTA Docetaxel
(N=283) (N=288)
Median overall survival (95% CI) 8.3 mos (7.0-9.4) 7.9 mos (6.3-9.2)
Hazard ratio (HR) (95% Cl) 0.99 (0.82-1.20)
Median progression-free survival (95% CI) 2.9 mos (2.4-3.1) | 2.9 mos (2.7-3.4)
Hazard ratio (HR) (95% Cl) 0.97 (0.82-1.16)
Overall response rate (95% CI) 8.5% (5.2-11.7) | 8.3% (5.1-11.5)

A retrospective analysis of the impact of NSCLC histology on overall survival was examined.
Clinically relevant differences in survival according to histology were observed and are shown in Table 17.
This difference in treatment effect for ALIMTA based on histology demonstrating a lack of efficacy in
squamous cell histology was also observed in the first-line combination study and in the maintenance
study [see Clinical Studies (14.1 and 14.2)].

Table 17: Second-Line Therapy: Overall Survival of
ALIMTA versus Docetaxel in NSCLC by Histologic Subgroups

Median Overall Unadjusted Adjusted
Survival in Months Hazard Ratio | Hazard Ratio
Histology Subgroup (95% CI) (HR)a.b (HR)a.b,e
ALIMTA Docetaxel (95% CI) (95% CI)
Nonsquamous NSCLCd| 9.3 N=205 8.0 N=194 0.89 0.78
(N=399) (7.8-9.7) (6.3-9.3) (0.71-1.13) (0.61-1.00)
Adenocarcinoma 9.0 N=158 9.2 N=143 1.09 0.92
(N=301) (7.6-9.6) (7.5-11.3) (0.83-1.44) (0.69-1.22)
Large Cell 12.8 N=18 45 N=29 0.38 0.27
(N=47) (5.8-14.0) (2.3-9.1) (0.18-0.78) (0.11-0.63)
QOthere 94 N=29 79 N=22 0.62 0.57
(N=51) (6.0-10.1) (4.0-8.9) (0.32-1.23) (0.27-1.20)
Squamous Gell 6.2 N=78 74 N=94 1.32 1.56
(N=172) (4.9-8.0) (5.6-9.5) (0.93-1.86) (1.08-2.26)

aA HR that is less than 1.0 indicates that survival is better in the ALIMTA arm than in the docetaxel arm.
Alternatively, a HR that is greater than 1.0 indicates survival is better in the docetaxel arm than in the
ALIMTA arm.

b Unadjusted for multiple comparisons.

¢HRs adjusted for ECOG PS, time since prior chemotherapy, disease Stage, and gender.

dIncludes adenocarcinoma, large cell, and other histologies except those with squamous cell type.

e The subgroup of “other” represents patients with a primary diagnosis of NSCLC whose disease did not
clearly qualify as adenocarcinoma, squamous cell carcinoma, or large cell carcinoma.

14.4 Malignant Pleural Mesothelioma

A multi-center, randomized, single-blind study in 448 chemonaive patients with malignant pleural
mesothelioma (MPM) compared survival in patients treated with ALIMTA in combination with cisplatin to
survival in patients receiving cisplatin alone. ALIMTA was administered intravenously over 10 minutes at a
dose of 500 mg/m2 and cisplatin was administered intravenously over 2 hours at a dose of 75 mg/m2
beginning approximately 30 minutes after the end of administration of ALIMTA. Both drugs were given on
Day 1 of each 21-day cycle. After 117 patients were treated, white cell and Gl toxicity led to a change in
protocol whereby all patients were given folic acid and vitamin B12 supplementation.

The primary analysis of this study was performed on the population of all patients randomly
assigned to treatment who received study drug (randomized and treated). An analysis was also performed
on patients who received folic acid and vitamin B2 supplementation during the entire course of study
therapy (fully supplemented), as supplementation is recommended [See Dosage and Administration (2.3)].
Results in all patients and those fully supplemented were similar. Patient demographics are shown in Table 18.

Table 18: Summary of Patient Characteristics in MPM Study

after prior chemotherapy to compare the overall survival following treatment with ALIMTA versus docetaxel. Patient characteristic Handnmizeq and Treatgd Pa!ienls Fully Sup!llemented.Palie.nls
ALIMTA was administered intravenously over 10 minutes at a dose of 500 mg/m2 and docetaxel was ALIMTA/cis Cisplatin ALIMTA/cis Cisplatin
administered at 75 mg/m2 as a 1-hour intravenous infusion. Both drugs were given on Day 1 of each 21-day (N=226) (N=222) (N=168) (N=163)
cycle. Al patients treated with ALIMTA received vitamin supplementation with folic acid and vitamin Brz. The  |Age (yrs)
study was intended to show either an overall survival superiority or non-inferiority of ALIMTA to docetaxel. Median (range) 61 (29-85) 60 (19-84) 60 (29-85) 60 (19-82)
Patient demographics of the intent-to-treat (ITT) population are shown in Table 15. Gender (%)
Male 184 (81.4) 181 (81.5) 136 (81.0) 134 (82.2)
Table 15: Second-Line Therapy: Summary of Patient Characteristics in NSCLC Study Female 42 (18.6) 41(18.5) 32 (19.0) 29 (17.8)
Patient characteristic ALIMTA Docetaxel Origin (%)
(N=283) (N=288) Caucasian 204 (90.3) 206 (92.8) 150 (89.3) 153 (93.9)
Age (yrs) Hispanic 11(4.9) 12 (54) 10(6.0) 7(4.3)
: Asian 10(44 4(1.9 7(4.2 3(1.8
Median (range) 59 (22-81) 57 (28-87) African descent 1 (%.4)) (0 ) 1 EO.G; (0 )
Gender (%) Stage at Entry (%)
Male/Female 68.6/31.4 75.3/24.7 | 16(7.1) 14 (6.3) 15(8.9) 12 (74)
S ::l BN |l | zen | g
v_ 251143 253147 v 101449 | 105@472) | 74(443) | 73(453)
Diagnosis/Histology (%) Unspecified 1(04) 2(0.9) 1(0.6) 2(1.2)
Adenocarcinoma 154 (54.4) 142 (49.3) Diagnosis/Histology (%)
Squamous 78 (276) 94 (32.6) %ﬂpithg,lial 13574((1%8.41)) 13562((1668.25)) 1 2157((164996)) 1 2153((1659§°>))
ixe ) ) ) :
Bronchoalveolar 4(14) 1(03) Sarcomatoid 18(8.0) 25 (113) 14(83) 17(104)
Other 47(16.6) 51(17.7) Other 17(75) 9(41) 12(7.1) 8(49)
Performance Status (%)? Baseline KPS® (%)
0-1 234 (88.6) 240 (87.6) 70-80 109 (48.2) 97 (43.7) 83 (49.4) 69 (42.3)
9 30 (11.4) 34 (124) 90-100 117 (51.8) 125 (56.3) 85 (50.6) 94 (57.7)
aPerformance status was not reported for all randomized patients. Percentages are representative of N=264 al(?lgleypgg;én? :ezlti]gwpatlents had the fistologic diagnosis of malignant mesothelioma confirmed by
for the ALIMTA arm and N=274 for the docetaxel arm. b Karnofsky Performance Scale.
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Table 19 and Figure 5 summarize the survival results for all randomized and treated patients
regardless of vitamin supplementation status and those patients receiving vitamin supplementation from the
time of enrollment in the trial.

Table 19: Efficacy of ALIMTA plus Cisplatin versus Cisplatin in Malignant Pleural Mesothelioma

Efficacy Parameter Randomized and Treated Patients| Fully Supplemented Patients
ALIMTA/cis Cisplatin ALIMTA/cis Cisplatin
(N=226) (N=222) (N=168) (N=163)
Median overall survival 12.1 mos 9.3 mos 13.3 mos 10.0 mos
(95% CI) (10.0-14.4) (7.8-10.7) (11.4-14.9) (8.4-11.9)
Hazard ratio 0.77 0.75
Log rank p-value? 0.020 0.051

ap-value refers to comparison between arms.

Similar results were seen in the analysis of patients (N=303) with confirmed histologic diagnosis of
malignant pleural mesothelioma. There were too few non-white patients to assess possible ethnic
differences. The effect in women (median survival 15.7 months with the combination versus 7.5 months on
cisplatin alone), however, was larger than the effect in males (median survival 11 versus 9.4 respectively).
As with any exploratory analysis, it is not clear whether this difference is real or is a chance finding.

Figure 5: Kaplan-Meier Estimates of Survival Time for ALIMTA plus
Cisplatin and Cisplatin Alone in all Randomized and Treated Patients.
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Objective tumor response for malignant pleural mesothelioma is difficult to measure and response
criteria are not universally agreed upon. However, based upon prospectively defined criteria, the objective
tumor response rate for ALIMTA plus cisplatin was greater than the objective tumor response rate for
cisplatin alone. There was also improvement in lung function (forced vital capacity) in the ALIMTA plus cisplatin
arm compared to the control arm.

Patients who received full supplementation with folic acid and vitamin B12 during study therapy received
a median of 6 and 4 cycles in the ALIMTA/cisplatin (N=168) and cisplatin (N=163) arms, respectively. Patients
who never received folic acid and vitamin By during study therapy received a median of 2 cycles in both
treatment arms (N=32 and N=38 for the ALIMTA/cisplatin and cisplatin arm, respectively). Patients receiving
ALIMTA in the fully supplemented group received a relative dose intensity of 93% of the protocol specified ALIMTA
dose intensity; patients treated with cisplatin in the same group received 94% of the projected dose
intensity. Patients treated with cisplatin alone had a dose intensity of 96%.
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
ALIMTA, pemetrexed for injection, is available in sterile single-use vials containing 100 mg pemetrexed.
NDC 0002-7640-01 (VL7640): single-use vial with ivory flip-off cap individually packaged in a carton.
ALIMTA, pemetrexed for injection, is available in sterile single-use vials containing 500 mg pemetrexed.
NDC 0002-7623-01 (VL7623): single-use vial with ivory flip-off cap individually packaged in a carton.

Storage and Handling
ALIMTA, pemetrexed for injection, should be stored at 25°C (77°F); excursions permitted to 15-30°C
(59-86°F) [see USP Controlled Room Temperature].

Chemical and physical stability of reconstituted and infusion solutions of ALIMTA were demonstrated
for up to 24 hours following initial reconstitution, when stored refrigerated, 2-8°C (36-46°F), or at 25°C (77°F),
excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature]. When prepared as
directed, reconstituted and infusion solutions of ALIMTA contain no antimicrobial preservatives. Discard
unused portion [see Dosage and Administration (2.5)].

ALIMTA is not light sensitive.

17 PATIENT COUNSELING INFORMATION

See FDA-Approved Patient Labeling.

Patients should be instructed to read the patient package insert carefully.
17.1 Need for Folic Acid and Vitamin B12

Patients treated with ALIMTA must be instructed to take folic acid and vitamin B12 as a prophylactic
measure to reduce treatment-related hematologic and gastrointestinal toxicity [see Dosage and
Administration (2.3)].
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17.2 Low Blood Cell Counts

Patients should be adequately informed of the risk of low blood cell counts and instructed to
immediately contact their physician should any sign of infection develop including fever. Patients should
also contact their physician if bleeding or symptoms of anemia occur.
17.3 Gastrointestinal Effects

Patients should be instructed to contact their physician if persistent vomiting, diarrhea, or signs of
dehydration appear.
17.4 Concomitant Medications

Patients should be instructed to inform the physician if they are taking any concomitant prescription
or over-the-counter medications including those for pain or inflammation such as non-steroidal anti-
inflammatory drugs [see Drug Interactions (7.1)].
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INFORMATION FOR PATIENTS AND CAREGIVERS
ALIMTA® (uh-LIM-tuh)
(pemetrexed for injection)

Read the Patient Information that comes with ALIMTA before you start treatment
and each time you get treated with ALIMTA. There may be new information. This
leaflet does not take the place of talking to your doctor about your medical condition
or treatment. Talk to your doctor if you have any questions about ALIMTA.

What is ALIMTA?
ALIMTA is a treatment for:

« Malignant pleural mesothelioma. This cancer affects the inside lining of the chest
cavity. ALIMTA is given with cisplatin, another anti-cancer medicine (chemotherapy).

Nonsquamous non-small cell lung cancer. This cancer is a disease in which
malignant (cancer) cells form in the tissues of the lung. If you are having initial
treatment for your lung cancer, ALIMTA may be given alone or in combination
with another chemotherapy drug. If this is the first time you have been treated
for your lung cancer, ALIMTA may be given with another anti-cancer drug called
cisplatin. If you have completed initial treatment for your lung cancer, ALIMTA
may be given alone immediately following your initial treatment. If you are being
treated because your cancer has come back or you had trouble tolerating a prior
treatment, ALIMTA may be given alone. Your doctor will speak to you about whether
ALIMTA is appropriate for your specific type of non-small cell lung cancer.

To lower your chances of side effects of ALIMTA, you must also take folic acid
and vitamin B4z prior to and during your treatment with ALIMTA. Your doctor will
prescribe a medicine called a “corticosteroid” to take for 3 days during your treatment with
ALIMTA. Corticosteroid medicines lower your chances of getting skin reactions
with ALIMTA.

ALIMTA has not been studied in children.

What should I tell my doctor before taking ALIMTA?
Tell your doctor about all of your medical conditions, including if you:

eare pregnant or planning to become pregnant. ALIMTA may harm your
unborn baby.

eare breastfeeding. It is not known if ALIMTA passes into breast milk. You
should stop breastfeeding once you start treatment with ALIMTA.

eare taking other medicines, including prescription and nonprescription
medicines, vitamins, and herbal supplements. ALIMTA and other medicines may
affect each other causing serious side effects. Especially, tell your doctor if you
are taking medicines called “nonsteroidal anti-inflammatory drugs” (NSAIDs) for
pain or swelling. There are many NSAID medicines. If you are not sure, ask your
doctor or pharmacist if any of your medicines are NSAIDs.

How is ALIMTA given?

* ALIMTA is slowly infused (injected) into a vein. The injection or infusion will last
about 10 minutes. You will usually receive ALIMTA once every 21 days (3 weeks).

« |f you are being treated with ALIMTA and cisplatin for the initial treatment of either
mesothelioma or non-small cell lung cancer, ALIMTA will be given first as a
10 minute infusion into your vein and cisplatin (another anti-cancer drug) will
also be given through your vein starting about 30 minutes after ALIMTA and
ending about 2 hours later.

*|f you have completed initial treatment for your non-small cell lung cancer, you
may receive ALIMTA alone, given as a 10 minute infusion into your vein.

*|f you are being treated because your non-small cell lung cancer has returned,
you may receive ALIMTA alone, given as a 10 minute infusion into your vein.

*Your doctor will prescribe a medicine called a “corticosteroid” to take for 3 days
during your treatment with ALIMTA. Corticosteroid medicines lower your chances
for getting skin reactions with ALIMTA.

e|t is very important to take folic acid and vitamin B+, during your treatment
with ALIMTA to lower your chances of harmful side effects. You must start
taking 350-1000 micrograms of folic acid every day for at least 5 days out of the
7 days before your first dose of ALIMTA. You must keep taking folic acid every
day during the time you are getting treatment with ALIMTA, and for 21 days
after your last treatment. You can get folic acid vitamins over-the-counter. Folic
acid is also found in many multivitamin pills. Ask your doctor or pharmacist for
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help if you are not sure how to choose a folic acid product. Your doctor will give
you vitamin By injections while you are getting treatment with ALIMTA. You will
get your first vitamin Byz injection during the week before your first dose of
ALIMTA, and then about every 9 weeks during treatment.

*You will have regular blood tests before and during your treatment with ALIMTA.
Your doctor may adjust your dose of ALIMTA or delay treatment based on the
results of your blood tests and on your general condition.

What should | avoid while taking ALIMTA?

*Women who can become pregnant should not hecome pregnant during
treatment with ALIMTA. ALIMTA may harm the unborn baby.

* Ask your doctor before taking medicines called NSAIDs. There are many
NSAID medicines. If you are not sure, ask your doctor or pharmacist if any of
your medicines are NSAIDs.

What are the possible side effects of ALIMTA?

Most patients taking ALIMTA will have side effects. Sometimes it is not always
possible to tell whether ALIMTA, another medicine, or the cancer itself is causing
these side effects. Gall your doctor right away if you have a fever, chills, diarrhea,
or mouth sores. These symptoms could mean you have an infection.

The most common side effects of ALIMTA when given alone or in combination
with cisplatin are:

e Stomach upset, including nausea, vomiting, and diarrhea. You can obtain
medicines to help control some of these symptoms. Call your doctor if you get
any of these symptoms.

e Low blood cell counts:

e Low red blood cells. Low red blood cells may make you feel tired, get tired
easily, appear pale, and become short of breath.

e Low white blood cells. Low white blood cells may give you a greater chance
for infection. If you have a fever (temperature above 100.4°F) or other signs of
infection, call your doctor right away.

eLow platelets. Low platelets give you a greater chance for bleeding. Your
doctor will do blood tests to check your blood counts before and during
treatment with ALIMTA.

e Tiredness. You may feel tired or weak for a few days after your ALIMTA treatments.
If you have severe weakness or tiredness, call your doctor.

* Mouth, throat, or lip sores (stomatitis, pharyngitis). You may get redness or sores
in your mouth, throat, or on your lips. These symptoms may happen a few days
after ALIMTA treatment. Talk with your doctor about proper mouth and throat care.

eLoss of appetite. You may lose your appetite and lose weight during your
treatment. Talk to your doctor if this is a problem for you.

*Rash. You may get a rash or itching during treatment. These usually appear
between treatments with ALIMTA and usually go away before the next
treatment. Call your doctor if you get a severe rash or itching.

Talk with your doctor, nurse or pharmacist about any side effect that bothers you
or that doesn’t go away.

These are not all the side effects of ALIMTA. For more information, ask your
doctor, nurse or pharmacist.

General information about ALIMTA

Medicines are sometimes prescribed for conditions other than those listed in
patient information leaflets. ALIMTA was prescribed for your medical condition.

This leaflet summarizes the most important information about ALIMTA. If you would
like more information, talk with your doctor. You can ask your doctor or pharmacist
for information about ALIMTA that is written for health professionals. You can also call
1-800-LILLY-RX (1-800-545-5979) or visit www.ALIMTA.com.
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