TYKERB plus capecitabine provided a 28% to 43% reduction in risk
of progression vs capecitabine alone.

® |n light of early, positive efficacy and tolerability results for women in the TYKERB plus capecitabine
arm, a data safety monitoring board unanimously recommended halting trial enrollment.
Data were analyzed using both independent (blinded) and investigator radiologic reviews*

TYKERB was studied in a phase 3 clinical trial of 399 women with advanced or metastatic HER2+ breast cancer who
received prior therapy including an anthracycline, a taxane, and trastuzumab. Patients with no prior capecitabine
treatment were included in the study. Patients were randomized into 2 treatment arms: TYKERB 1250 mg PO daily
throughout the trial + capecitabine 2000 mg/m?/day PO in 2 divided doses, days 1-14 q 3 wk (n=198) or capecitabine
2500 mg/m#day PO in 2 divided doses, days 1-14 g 3 wk (n=201). The primary endpoint was time to progression
(TTP), considered to be time from randomization until objective tumor progression or death due to breast cancer.’

Independent Assessment of TTP:
Intent-to-Treat Population'

m TYKERB +  m Capecitabine

B1.0 capecitabine (n=201)
le: (n=198)

& Number of TTP events 82 (41%) 102 (51%)
o 8 Median TTP (weeks) 271 18.6
8 Hazard ratio (95% Cl) 0.57(0.43,0.77)

= Pvalue 0.00013
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The time from last tumor assessment to the data cutoff date was >100 days in approximately 30% of patients in the independent assessment.
The prespecified assessment interval was 42 or 84 days.

Investigator Assessment of TTP*:
Intent-to-Treat Population'

m TYKERB +  m Capecitabine

8 1.0 capecitabine (n=201)
o (n=198)

= Number of TTP events 121 (61%) 126 (63%)
o 8 Median TTP (weeks) 239 18.3
8 Hazard ratio (95% Cl) 0.72(0.56,0.92)

= P value 0.00762
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*TTP was considered to be time from randomization until objective tumor progression or death due to breast cancer.

IMPORTANT SAFETY INFORMATION

® Important Safety Warnings for TYKERB: Patients with known severe hypersensitivity to TYKERB
or any of its components should not take TYKERB. Also, patients may experience decreased left
ventricular ejection fraction, hepatotoxicity, diarrhea, interstitial lung disease/pneumonitis, QT
prolongation, and risk of fetal harm in pregnant women. If TYKERB is to be administered to
patients with severe hepatic impairment, dose reduction should be considered

® The most common adverse reactions (>20%) during therapy with TYKERB plus capecitabine versus
capecitabine alone were diarrhea (65%, 40%), palmar-plantar erythrodysesthesia (53%, 51%), nausea
(44%, 43%), rash (28%, 14%), vomiting (26%, 21%), and fatigue (23%, 25%)

® The most common Grade 3 and 4 adverse reactions (NCI CTCAE v3) with TYKERB plus capecitabine

compared to capecitabine alone were diarrhea (14%, 10%) and palmar-plantar erythrodysesthesia
(12%, 14%)

Please see Important Safety Information on page 3, including BOXED WARNING, and
5 accompanying complete Prescribing Information for TYKERB.

Left ventricular ejection fraction (LVEF) was monitored in clinical trials
at approximately 8-week intervals."™

® Cardiac events were identified in 4 patients in the combination arm

- 3 patients experienced asymptomatic (grade 2) LVEF adverse events

- 1 patient experienced symptomatic (grade 3) LVEF adverse events
The cardiac safety of TYKERB was prospectively evaluated in a second analysis.’"
3558 patients in 43 phase 1 through 3 studies: 17% had received prior anthracyclines,
21% had received prior trastuzumab.

Prospective Evaluation of LVEF?

LVEF All patients (N=3558) ® Among the 1.6% (58/3558) of
Total LVEF decrease 1.6% (58/3558) patients with a decrease in LVEF,
Asymptomatic LVEF decrease 1.4% (51/3558) the mean decrease was 18.7% with
Symptomatic LVEF decrease 0.2% (7/3558) an average duration of 4.8 weeks’

*LVEF decreases were defined as signs or symptoms of deterioration in left ventricular cardiac function that are 2grade 3 (National Cancer Institute :
Common Terminology Criteria for Adverse Events, version 3 [NCI CTCAE]) or a 220% decrease in LVEF relative to baseline, which is below the institution’s !

lower limit of normal.

TCardiotoxicity defined as NCI CTCAE grade 3 or 4 toxicity or as a decrease in LVEF >20% relative to baseline and below the NCI CTCAE lower limit

of normal.

DECREASED LVEF ASSOCIATED WITH TYKERB

® TYKERB has been reported to decrease LVEF. In clinical trials >57% of LVEF decreases occurred
within the first 12 weeks of treatment. Use caution if administering to patients with conditions
that could impair LVEF. Confirm normal LVEF before starting TYKERB, and continue evaluations
during treatment.

TYKERB + Capecitabine Dosing'

A Treatment Cycle* = 21 Days

Day 1 Day 14 Day 21

TYKERB is taken continuously

Repeat treatment cycle*
until disease progression or
unacceptable toxicity

Capecitabine Treatment Days 14-21
_______________ =@| do not take
capecitabine

A treatment cycle (TYKERB + capecitabine) is 21 days. TYKERB + capecitabine is taken on days 1 through 14. TYKERB alone is taken on days
15 through 21. At the end of 21 days, the treatment cycle should be repeated until disease progression or unacceptable toxicity. See diagram.

® The indicated dosage of TYKERB is five 250-mg tablets administered orally, all at once; dividing the
daily dose is not recommended. If a day's dose is missed, the patient should not double the dose
the next day'

® TYKERB should be taken on an empty stomach, at least 1 hour before or 1 hour after a meal’

® The dosage of capecitabine is 2000 mg/m?/day in 2 divided doses, approximately 12 hours apart
for the first 14 days of each 21-day treatment cycle when taken in combination with TYKERB'

® Capecitabine should be taken with food or within 30 minutes after food'

® Avoid strong CYP3A4 inhibitors (ketoconazole, itraconazole, clarithromycin, atazanavir, indinavir,
nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin, voriconazole) or strong inducers (dexam-
ethasone, phenytoin, carbamazepine, rifampin, rifabutin, rifapentin, phenobarbital, St. John's Wort).
If unavoidable, consider dose reduction of TYKERB in patients coadministered a strong CYP3A4
inhibitor or consider gradual dose increase in patients coadministered a strong CYP3A4 inducer'

® Do not crush, split, or dissolve tablets®

See manufacturer’s prescribing information for the coadministered product dosage adjustment
guidelines in the event of toxicity and other relevant safety information or contraindications.

Please see accompanying complete Prescribing Information for TYKERB.
@GlaxoSmithKline

Tykerb’

3 [
(Ia atlnlb) ©2010 The GlaxoSmithKline Group of Companies
All rights reserved. Printed in USA. TKB962R0 May 2010

IN HER2+ METASTATIC BREAST CANCER (MBC)—
AFTER PROGRESSION ON
ANTHRACYCLINE, TAXANE,
AND TRASTUZUMAB

TYKERB is indicated in combination with capecitabine
for the treatment of patients with advanced or
metastatic breast cancer whose tumors overexpress
HER2 and who have received prior therapy including
an anthracycline, a taxane, and trastuzumab.’

Tykerb’

(lapatinib) Zoe?

BOXED WARNING: HEPATOTOXICITY

TYKERB has been associated with hepatotoxicity. Hepatotoxicity (ALT or AST >3 times
the upper limit of normal and total bilirubin >2 times the upper limit of normal) has

been observed in clinical trials (<1% of patients) and postmarketing experience. The
hepatotoxicity may be severe and deaths have been reported. Causality of the deaths

is uncertain. The hepatotoxicity may occur days to several months after initiation of
treatment. Liver function tests (transaminases, bilirubin, and alkaline phosphatase) should
be monitored before initiation of treatment, every 4 to 6 weeks during treatment, and as
clinically indicated. If changes in liver function are severe, therapy with TYKERB should be
discontinued and patients should not be re-treated with TYKERB.

Please see Important Safety Information on page 3, including BOXED WARNING, and
accompanying complete Prescribing Information for TYKERB.



TYKERSB, a tyrosine kinase (TK) inhibitor, suppresses HER2 from inside the cell.
TYKERB is the first HER2 suppressor indicated to work in patients who progress after
trastuzumab. A small molecule, TYKERB':

m Crosses the cell membrane and binds intracellularly to the receptor’s TK domain?

® Directly inhibits TK phosphorylation and the subsequent signal transduction that results
in malignant behavior?

TYKERB

INHIBITS TK

IMPORTANT SAFETY INFORMATION

® Important Safety Warnings: Patients with known hypersensitivity to TYKERB or any of its
components should not take TYKERB. Also, patients may experience decreased left ventricular
ejection fraction, hepatotoxicity, diarrhea, interstitial lung disease/pneumonitis, QT prolongation,
and risk of fetal harm in pregnant women. If TYKERB is to be administered to patients with
severe hepatic impairment, dose reduction should be considered

® The most common adverse reactions (>20%) during therapy with TYKERB plus capecitabine versus
capecitabine alone were diarrhea (65%, 40%), palmar-plantar erythrodysesthesia (53%, 51%), nausea
(44%, 43%), rash (28%, 14%), vomiting (26%, 21%), and fatigue (23%, 25%)

® The most common Grade 3 and 4 adverse reactions (NCI CTCAE v3) with TYKERB plus

capecitabine compared to capecitabine alone were diarrhea (14%, 10%) and palmar-plantar
erythrodysesthesia (12%, 14%)

References:

1. TYKERB [package insert]. Research Triangle Park, NC: GlaxoSmithKline; 2010. 2. Xia W, Mullin RJ, Keith BR, et al. Anti-tumor activity of GW572016: a dual tyrosine
kinase inhibitor blocks EGF activation of EGFR/erbB2 and downstream Erk1/2 and AKT pathways. Oncogene. 2002;21:6255-6263. 3. Data on file, GlaxoSmithKline.
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of Health. Taking medicines safely—how to take medicines. http://nihseniorhealth.gov/takingmedicines/howtotakemedicines/11.html. Accessed March 12, 2010.
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Please see Important Safety Information on page 3, including BOXED WARNING, and
accompanying complete Prescribing Information for TYKERB.

INDICATION

TYKERB is indicated in combination with capecitabine for the treatment of patients with advanced or meta-
static breast cancer whose tumors overexpress HER2 and who have received prior therapy including an
anthracycline, a taxane, and trastuzumab.’

DOSE MODIFICATION GUIDELINES

Modify dose for cardiac and other toxicities, severe hepatic impairment, and CYP3A4 drug interactions.
The concomitant use of strong CYP3A4 inhibitors and inducers should be avoided. Please see accompany-
ing Prescribing Information.

IMPORTANT SAFETY INFORMATION FOR TYKERB

BOXED WARNING: HEPATOTOXICITY

TYKERB has been associated with hepatotoxicity. Hepatotoxicity (ALT or AST >3 times the upper
limit of normal and total bilirubin >2 times the upper limit of normal) has been observed in clinical
trials (<1% of patients) and postmarketing experience. The hepatotoxicity may be severe and
deaths have been reported. Causality of the deaths is uncertain. The hepatotoxicity may occur
days to several months after initiation of treatment. Liver function tests (transaminases, bilirubin,
and alkaline phosphatase) should be monitored before initiation of treatment, every 4 to 6 weeks
during treatment, and as clinically indicated. If changes in liver function are severe, therapy with
TYKERB should be discontinued and patients should not be re-treated with TYKERB.

Contraindication—TYKERB is contraindicated in patients with known severe hypersensitivity (eg, ana-
phylaxis) to this product or any of its components.

Decreased Left Ventricular Ejection Fraction—TYKERB has been reported to decrease LVEF. In clinical
trials >57% of LVEF decreases occurred within the first 12 weeks of treatment. Use caution if administering to
patients with conditions that could impair LVEF. Confirm normal LVEF before starting TYKERB, and continue
evaluations during treatment.

Patients With Severe Hepatic Impairment—If TYKERB is to be administered to patients with severe
hepatic impairment, dose reduction should be considered.

Diarrhea—Diarrhea, including severe diarrhea, has been reported during treatment with TYKERB and
was the most common adverse reaction resulting in discontinuation of TYKERB therapy. Proactive
management of diarrhea with antidiarrheal agents is important, and severe cases of diarrhea may
require administration of oral or intravenous electrolytes and fluids, and interruption or discontinuation
of therapy with TYKERB.

Interstitial Lung Disease/Pneumonitis—TYKERB has been associated with interstitial lung disease and
pneumonitis. Patients should be monitored for pulmonary symptoms indicative of interstitial lung disease or
pneumonitis and if symptoms are >Grade 3 (NCI CTCAE), TYKERB should be discontinued.

QT Prolongation—TYKERB prolongs the QT interval in some patients and should be administered
with caution in these patients with hypokalemia or hypomagnesemia, congenital long-term QT syndrome,
patients taking cumulative high-dose anthracycline, antiarrhythmics, or other products that lead to QT
prolongation. Hypokalemia and hypomagnesemia should be corrected prior to administration, and
ECG and electrolyte monitoring should be considered.

Pregnancy—Pregnancy Category D: TYKERB can cause fetal harm when administered to a pregnant
woman. Women should be advised not to become pregnant when taking TYKERB. If this drug is used
during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to the fetus.

Adverse Reactions—The most common adverse reactions (>20%) during therapy with TYKERB plus capecit-
abine versus capecitabine alone were diarrhea (65%, 40%), palmar-plantar erythrodysesthesia (53%, 51%),
nausea (44%, 43%), rash (28%, 14%), vomiting (26%, 21%), and fatigue (23%, 25%).

The most common Grade 3 and 4 adverse reactions (NCI CTCAE v3) with TYKERB plus capecitabine com-
pared to capecitabine alone were diarrhea (14%, 10%) and palmar-plantar erythrodysesthesia (12%, 14%).

Laboratory Abnormalities—Laboratory Abnormalities during therapy with TYKERB plus capecitabine versus
capecitabine alone were increased AST (49%, 43%), increased ALT (37%, 33%), and increased total bilirubin
(45%, 30%).

Please see accompanying complete Prescribing Information for TYKERB. 3

Total and serious adverse event rates were similar in both treatment arms.’

Grade 3 and 4 Toxicities'?
(experienced by 22% of patients treated with TYKERB)

45 Capecitabine 2500 mg/m?/day (n=191) [l  ® There was no

TYKERB 1250 mg/day + rade 4 dermatologic
capecitabine 2000 mg/m?/day (n=198) u 9 S 9
35 toxicity,' and grade 3
30 dermatitis acneiform
was reported in <1%

of patients in the

Patients (%)
%

15 14% 14%

10 10% 2% TYKERB plus
o =0 capecitabine grou
5 2% 3% 4% 3% 2% 2% 2% 2% 19% 2% P group
0 el e e I - -
Diarrhea PPE Dyspnea Fatigue Nausea Vomiting Rash

Adverse Events
Adverse events were predominantly grades 1 and 2.

Adverse Events (Regardless of Causality) Occurring in 210% of Patients
in Either Treatment Group and Higher in the Combination Arm’

TYKERB + capecitabine
1250 mg/day = 2000 mg/m?/day

Capecitabine
2500 mg/m?/day

(n=198) (n=191)
All Grade 3 Grade 4 All Grade 3  Grade 4
Grades* Grades*
Event % % % % % %
Gastrointestinal disorders
Diarrhea 65 13 1 40 10 0
Nausea 44 2 0 43 2 0
Vomiting 26 2 0 21 2 0
Stomatitis 14 0 0 1 <1 0
Dyspepsia 1 <1 0 3 0 0
Skin and subcutaneous tissue disorders
PPE 53 12 0 51 14 0
Rasht 28 2 0 14 1 0
Dry skin 10 0 0 6 0 0

General disorders and administrative
site conditions

Mucosal inflammation 15 0 0 12 2 0

Musculoskeletal and connective
tissue disorders

Pain in extremity 12 1 0 7 <1 0
Back pain 1 1 0 6 <1 0

Respiratory, thoracic, and
mediastinal disorders

Dyspnea 12 3 0 8 2 0
Psychiatric disorders
Insomnia 10 <1 0 6 0 0

*National Cancer Institute Common Terminology Criteria for Adverse Events, version 3.
tGrade 3 dermatitis acneiform was reported in <1% of patients in the TYKERB plus capecitabine group.

IMPORTANT SAFETY INFORMATION

® Important Safety Warnings for TYKERB: Patients with known severe hypersensitivity to TYKERB
or any of its components should not take TYKERB. Also, patients may experience decreased left
ventricular ejection fraction, hepatotoxicity, diarrhea, interstitial lung disease/pneumonitis, QT
prolongation, and risk of fetal harm in pregnant women. If TYKERB is to be administered to
patients with severe hepatic impairment, dose reduction should be considered

® The most common adverse reactions (>20%) during therapy with TYKERB plus capecitabine versus
capecitabine alone were diarrhea (65%, 40%), palmar-plantar erythrodysesthesia (53%, 51%), nausea
(44%, 43%), rash (28%, 14%), vomiting (26%, 21%), and fatigue (23%, 25%)

® The most common Grade 3 and 4 adverse reactions (NCI CTCAE v3) with TYKERB plus

capecitabine compared to capecitabine alone were diarrhea (14%, 10%) and palmar-plantar
erythrodysesthesia (12%, 14%)

Please see Important Safety Information on page 3, including BOXED WARNING, and
accompanying complete Prescribing Information for TYKERB. 4






PHARMACIST - DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

PATIENT INFORMATION

TYKERB (TIE-curb)
(lapatinib) tablets

Read this leaflet before you start taking TYKERB® and each time you get a refill. There
may be new information. This information does not take the place of talking with your
doctor about your medical condition or treatment.

What is TYKERB?

TYKERB is used with the medicine capecitabine for the treatment of patients with
advanced or metastatic breast cancer that is HER2 positive (tumors that produce large
amounts of a protein called human epidermal growth factor receptor-2), and who have
already had certain other breast cancer treatments.

TYKERB is also used with a type of medicine called letrozole for the treatment of post-
menopausal women with hormone receptor positive, HER2 positive metastatic breast
cancer for whom hormonal therapy is indicated. TYKERB in combination with an aro-
matase inhibitor has not been compared to a trastuzumab-containing chemotherapy
regimen for the treatment of metastatic breast cancer.

Who should not take TYKERB?
Do not take TYKERB if you are allergic to any of its ingredients. See the end of this
leaflet for a list of ingredients in TYKERB.

Before you start taking TYKERB, tell your doctor about all of your medical conditions,
including if you:

o ever had a severe allergic (hypersensitivity) reaction to TYKERB. Check with your doctor
if you think this applies to you. Don’t take TYKERB

* have heart problems.

 have liver problems. You may need a lower dose of TYKERB.

 are pregnant or may become pregnant. TYKERB may harm an unborn baby. If you
become pregnant during treatment with TYKERB, tell your doctor as soon as possible.

o are breast-feeding. It is not known if TYKERB passes into your breast milk or if it can
harm your baby. If you are a woman who has or will have a baby, talk with your doctor
about the best way to feed your baby.

Tell your doctor about all the medicines you take, including prescription and nonpre-
scription medicines, vitamins, and herbal and dietary supplements. TYKERB and many
other medicines may interact with each other. Your doctor needs to know what medi-
cines you take so he or she can choose the right dose of TYKERB for you.

Especially tell your doctor if you take:

 antibiotics and anti-fungals (drugs used to treat infections)

o HIV (AIDS) treatments

e anticonvulsant drugs (drugs used to treat seizures)

 calcium channel blockers (drugs used to treat certain heart disorders or high blood
pressure)

e antidepressants

 drugs used for stomach ulcers

o St. John’s Wort or other herbal supplements

Know the medicines you take. Keep a list of your medicines with you to show your doctor.
Do not take other medicines during treatment with TYKERB without first checking with
your doctor.

Because TYKERB is given with other drugs called capecitabine or letrozole, you should
also discuss with your doctor or pharmacist any medicines that should be avoided during
treatment.

How should | take TYKERB?
* Take TYKERB exactly as your doctor tells you to take it. Your doctor may change your
dose of TYKERB if needed.

o For patients with advanced or metastatic breast cancer, TYKERB and capecitabine
are taken in 21 day cycles. The usual dose of TYKERB is 1,250 mg (5 tablets) taken
by mouth all at once, one time a day on days 1 to 21. Your doctor will tell you the
dose of capecitabine you should take and when you should take it.

 For patients with hormone receptor positive, HER2 positive breast cancer, TYKERB
and letrozole are taken daily. The usual dose of TYKERB is 1,500 mg (6 tablets) taken
by mouth all at once, one time a day. Your doctor will tell you the dose of letrozole
you should take and when you should take it.

* TYKERB should be taken at least one hour before, or at least one hour after food.

* Do not eat or drink grapefruit products while taking TYKERB

o |f you forget to take your dose of TYKERB, do not take two doses at one time. Take
your next dose at your scheduled time.

What are the possible side effects of TYKERB?
Serious side effects include:
* heart problems including, decreased pumping of blood from the heart and an abnormal
heartbeat. Signs and symptoms of an abnormal heartbeat include:
o feeling like your heart is pounding or racing
® dizziness
o tiredness
o feeling lightheaded
e shortness of breath
e Your doctor should check your heart function before you start taking TYKERB and
during treatment

e liver problems. Signs and symptoms of liver problems include:
e jtching
e yellow eyes or skin
e dark urine
e pain or discomfort in the right upper stomach area
e death
e Your doctor should do blood tests to check your liver before you start taking
TYKERB and during treatment
e diarrhea, which may cause you to become dehydrated. Follow your doctors instruc-
tions for what to do to help prevent or treat diarrhea.
® |ung problems. Symptoms of a lung problem with TYKERB include a cough that will
not go away or shortness of breath.

Call your doctor right away if you have any of the signs or symptoms of the seri-
ous side effects listed above.

Common side effects of TYKERB in combination with capecitabine or letrozole include:
e diarrhea

red, painful hands and feet

nausea

rash

vomiting

tiredness or weakness

mouth sores

loss of appetite

indigestion

unusual hair loss or thinning

nose bleeds

headache

dry skin

itching

nail disorders such as nail bed changes, nail pain, infection and swelling of the cuticles.

These are not all the side effects with TYKERB. Ask your doctor or pharmacist for more
information.

Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1 800-FDA-1088.

You may also get side effects from the other drugs taken with TYKERB. Talk to your
doctor about possible side effects you may get during treatment.

How should | store TYKERB tablets?

o Store TYKERB tablets at room temperature at 59° to 86°F (15° to 30°C). Keep the
container closed tightly.

* Do not keep medicine that is out of date or that you no longer need. Be sure that if
you throw any medicine away, it is out of the reach of children.

« Keep TYKERB and all medicines out of the reach of children.

General information about TYKERB

Medicines are sometimes prescribed for conditions that are not mentioned in patient
information leaflets. Do not use TYKERB for any other condition for which it was not pre-
scribed. Do not give TYKERB to other people, even if they have the same condition that
you have. It may harm them.

This leaflet summarizes the most important information about TYKERB. If you would like
more information, talk with your doctor. You can ask your doctor or pharmacist for infor-
mation about TYKERB that is written for health professionals. For more information, you
can call toll-free 1-888-825-5249 or by visiting the website www.tykerb.com.

What are the ingredients in TYKERB?

Active Ingredient: Lapatinib.

Inactive Ingredients: Tablet Core: Magnesium stearate, microcrystalline cellulose,
povidone, sodium starch glycolate. Coating: Orange film-coat: FD&C yellow #6/sunset
yellow FCF aluminum lake, hypromellose, macrogol/PEG 400, polysorbate 80, titanium
dioxide.

TYKERB Tablets are oval, biconvex, orange, film-coated with GS XJG printed on one side.

TYKERB is a registered trademark of GlaxoSmithKline.
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