HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include tthe information needed to use
TAXOTERE safely and effectively. Seefull prescribing information for
TAXOTERE.

TAXOTERE (docetaxel) Injection Concentrate, Intravenous Infusion
(IV). Initial U.S. Approval: 1996

WARNING: TOXIC DEATHS, HEPATOTOXICITY, NEUTROPENIA,
HYPERSENSITIVITY REACTIONS, and FLUID RETENTION

See full prescribing information for complete boxed warning

e Treatment-related mortality increases with abnormal liver function,
at higher doses, and in patients with NSCLC and prior platinum-based
therapy receiving TAXOTERE at 100 mg/nf (5.1)

e Should not be given if bilirubin > ULN, or if AST and/or ALT > 1.5 x
ULN concomitant with alkaline phosphatase > 2.5 x ULN. LFT elevations
increase risk of severe or life-threatening complications. Obtain LFTs
before each treatnent cycle(8.6)

e Should not be given if neutrophil counts are < 1500 cells/minObtain
frequent blood counts to monitor for neutropenia(4)

e Severe hypersensitivity, includingvery rare fatal anaphylaxis, has
been reported in patients who received dexamethasone premedication.
Severe reactions require immediate discontinuation of TAXOTERE and
administration of appropriate therapy (5.4)

e Contraindicated if history of sewere hypersensitivity reactions to
TAXOTERE or to drugs formulated with polysorbate 80 (4)

o Severe fluid retention may occur despite dexamethaso(g.5)

RECENT MAJOR CHANGES---------------nnmmmemeee
- Dosage and administrati¢®.8, 2.9) 04/2010
- Drug interactiong7) 04/2010

INDICATIONS AND USAGE---------=---=nnnmmmmmmenee
TAXOTERE is a microtubule inhibitor indicated for:

» Breast Cancer(BC): single agent for locallgdvanced or metastatic BC
after chemotherapy failure; and with doxorubicin and
cyclophosphamide as adjuvant treatment of operable node-positive BC
(1.2)

¢ Non-Small Cell Lung Cancer(NSCLC): single agent for locally
advanced or metastatic NSCLQeafplatinum therapy failure; and
with cisplatin for unresectable, locally advanced or metastatic
untreated NSCL(1.2)

e Hormone Refractory Prostate Cancer{HRPC): with prednisone in
androgen independent (hormone retivag) metastatic prostate cancer
(1.3)

¢ Gastric Adenocarcinoma (GC) with cisplatin and fluorouracil for
untreated, advanced GC, including the gastroesophageal ju(icddn

e Squamous Cell Carcinoma of the Head and Neck Cancé¢8CCHN):
with cisplatin and fluorouracil for induction treatment of locally
advanced SCCHNL.5)

Administer in a facility equipped to manage possible complications (e.g.,
anaphylaxis).Administer intravenously (IV) over 1 hr every 3 weeks. PVC
equipment is not recommended.
« BC locally advanced or metastatic: 8@/n? to 100 mg/risingle agent
(2.1)
 BC adjuvant: 75 mg/fmdministered 1 hour after doxorubicin 50 mg/m
and cyclophosphamide 500 md/avery 3 weeks for 6 cyclé¢g.1)
¢ NSCLC: after platinum therapy failure: 75 md/single agen¢2.2)

e NSCLC: chemotherapy-naive: 75 mdfiollowed by cisplatin 75 mg/m
(2.2)

e HRPC: 75 mg/rfwith 5 mg prednisone twice a day continuougl)

e GC: 75 mg/rifollowed by cisplatin 75 mg/f(both on day 1 only)
followed by fluoouracil 750 mg/rhper day as a 24-hr IV (days 1-5),
starting at end of cisplatin infusid@.4)

e SCCHN: 75 mg/rhfollowed by cisplatin 75 mg/fiV (day 1), followed
by fluorouracil 750 mg/fper day as a 24-hr IV (days 1-5), starting at end
of cisplatin infusionfor 4 cycleq2.5)

e SCCHN: 75 mg/rhfollowed by cisplatin 100 mg/MmV (day 1), followed
by fluorouracil 1000 mg/fper day as a 24-hr IV (days 1-4); for 3 cycles
(2.5)

For all patients:
e Premedicate with oralorticosteroidg2.6)
o Adjust dose ageeded?2.7)

Two vial TAXOTERE:

e 80 mg/2 mL and Diluent for Taxotere 80 mg,
e 20 mg/0.5 mL and Diluent for Taxotere 20 (%)
CONTRAINDICATIONS
o Hypersensitivity to docetat or polysorbate 8(4)
« Neutrophil counts of <1500 cells/mirg#)

e Acute myeloid leukemia: In patients who received TAXOTERE,
doxorubicin and cyclophosphamide, nitonfor delayed myelodysplasia
or myeloid leukemig5.6)

e Cutaneous reactions: Reactions including erythefrthe extremities
with edema followed by desquamation may occur. Severe skin toxicity
may require dose adjustmept7)

¢ Neurologic reactions: Reactions includiparesthesia, dysesthesia, and
pain may occur. Severe neurosensory symptoms require dose adjustment
or discontinuation if persister(6.8)

e Asthenia: Severe asthenia may occur and may require treatment
discontinuation(5.9)

e Pregnancy: Fetal harm can occur when administered to a pregnant woman.
Women of childbearing potential should be advised not to become
pregnant when receiving TAXOTERE.10, 8.1)

ADVERSE REACTIONS
Most common adverse reactions across all TAXOTERE indications are
infections, neutropenia, anemiabfiée neutropenia, hypersensitivity,
thrombocytopenia, neuropathy, dysgewisiyspnea, constipation, anorexia,
nail disorders, fluid retention, asthenia, pain, nausea, diarrhea, vomiting,
mucositis, alopecia, skiactions, myalgi&6)

To report SUSPECTED ADVERSE REACTIONS, contact
sanofi-aventis U.S. LLC at 1-800-633-1610 or FDA at 1-800-FDA-1088 or
www.fda.gov/imedwatch

DRUG INTERACTIONS
e Cytochrome P450 3A4 inducers, inhibitors, or substrates: May alter
docetaxel metabolisn(7)

Seel7for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised:05/2010
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FULL PRESCRIBING INFORMATION

WARNING: TOXIC DEATHS, HEPATOTOXICITY, NEUTROPENIA,
HYPERSENSITIVITY REACTIONS, and FLUID RETENTION

The incidence of treatment-related mortaliy associated with TAXOTERE therapy is
increased in patients with abnormal liver functon, in patients receiving higher doses, an
in patients with non-small cell lung carcinoma and a history of prior treatment with
platinum-based chemotherapy who receive TAXOTRE as a single agent at a dose of 1(
mg/m? [see Warnings and Precautions (5.1)].

TAXOTERE should not be given to patientswith bilirubin > upper limit of normal (ULN),
or to patients with AST and/or ALT >1.5x ULN concomitant with alkaline phosphatase
>2.5 x ULN. Patients with elevations ofbilirubin or abnormalities of transaminase
concurrent with alkaline phosphatase are at inreased risk for the development of grade 4

neutropenia, febrile neutropenia, infections,severe thrombocytopenia, severe stomatitis

severe skin toxicity, and toxic death. Patients with isolated elevations of transaminase >
x ULN also had a higher rate of febrile neutopenia grade 4 but did not have an increase
incidence of toxic death. Biliubin, AST or ALT, and alkaline phosphatase values should b
obtained prior to each cycle of TAXOTERE therapy[see Warnings and Precautions (5.2)].

TAXOTERE therapy should not be given to patients with neutrophil counts of <1500
cells/mnt. In order to monitor the occurrence of neutropenia, which may be severe an
result in infection, frequent blood cell counts sbuld be performed on all patients receiving
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TAXOTERE [see Warnings and Precautions (5.3)].




Severe hypersensitivity reactions characterizeby generalized rash/erythema, hypotensiol
and/or bronchospasm, or very rarely fatal anghylaxis, have been reported in patients wh
received a 3-day dexamethasone premedication. Hypersensitivity reactions require
immediate discontinuation ofthe TAXOTERE infusion and administration of appropriate

therapy [see Warnings and Precautions (5.4)]. TAXOTERE must not be given to patients
who have a history of severe hypersensitivityeactions to TAXOTERE or to other drugs
formulated with polysorbate 80[see Contraindications (4)].

Severe fluid retention occurred in 6.5% (692) of patients despite use of a 3-day
dexamethasone premedicationregimen. It was characterizel by one or more of the
following events: poorly tolerated peripherd edema, generalized edema, pleural effusion
requiring urgent drainage, dyspnea at rest, cardiac tamponade, or pronounced abdominal
distention (due to ascites)see Warnings and Precautions (5.5)].
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1. INDICATIONS AND USAGE

1.1 Breast Cancer

TAXOTERE is indicated for the treatment of patients with locally advanced or metastatic
breast cancer after faikiof prior chemotherapy.

TAXOTERE in combination with doxorubicinnd cyclophosphamide is indicated for the
adjuvant treatment of patients withberable node-positive breast cancer.

1.2 Non-Small Cell Lung Cancer

TAXOTERE as a single agent is indicated for tieatment of patientsitt locally advanced
or metastatic non-small cell lung cancer aftdufa of prior platinum-based chemotherapy.

TAXOTERE in combination with cisplatin is indicated for the treatment of patients with
unresectable, locally adveed or metastatic non-smatlell lung cancer who have not
previously received chentwrapy for this condition.

1.3 Prostate Cancer

TAXOTERE in combination with mdnisone is indicated for the treatment of patients with
androgen independent (hormone refoagt metastatic prostate cancer.

1.4 Gastric Adenocarcinoma

TAXOTERE in combination with cisplatin andufbrouracil is indicated for the treatment of
patients with advanced gastric adenot®wmma, including adenocarcinoma of the
gastroesophageal junction, whovBanot received prior chemottagy for advanced disease.



1.5 Head and Neck Cancer

TAXOTERE in combination with cisplatin dnfluorouracil is indicated for the induction
treatment of patients with locally advancepiamous cell carcinoma of the head and neck
(SCCHN).

2. DOSAGE AND ADMINISTRATION

For all indications, toxicitiemmay warrant dosage adjustmejsseDosage and Administration

2.7).

Administer in a facility quipped to manage possible cdiogtions (e.g. anaphylaxis).

2.1

2.2

2.3

Breast Cancer

For locally advanced or metastatic breesmtcer after failure of prior chemotherapy,
the recommended dose of TAXOTERE is 60 nfgbm 100 mg/ri administered
intravenously over 1 hour every 3 weeks.

For the adjuvant treatment of operable npdsitive breast cancer, the recommended
TAXOTERE dose is 75 mg/fradministered 1 houafter doxorubicin 50 mg/fnand
cyclophosphamide 500 mgfravery 3 weeks for 6 courses. Prophylactic G-CSF may
be used to mitigate the rislof hematological toxicities[see Dosage and
Administration (2.7).

Non-Small Cell Lung Cancer

For treatment after failure of prior platinum-based chemotherapy, TAXOTERE was
evaluated as monotherapy, and the recommended dose is 75 aufimistered
intravenously over 1 hour every 3 weeks. A dose of 100 fmig/patients previously
treated with chemotherapy was associated with increased hematologic toxicity,
infection, and treatment-related mortalib randomized, controlled tria[see Boxed
Warning Dosage and Administration (2,AVarnings and Precautions (SClinical
Studies (14)

For chemotherapy-naive patients, TAXOTERas evaluated in combination with
cisplatin. The recommended dose of TAXOTERE is 75 rAgadministered
intravenously over 1 hour immediateffollowed by cisplatin 75 mg/m over
30-60 minutes every 3 weefseeDosage and Administration (2]7)

Prostate cancer

For hormone-refractory metastatic pmie cancer, the recommended dose of
TAXOTERE is 75 mg/h every 3 weeks as a 1 hour intravenous infusion.
Prednisone 5 mg orally twice itlais administeed continuouslysee Dosage and
Administration (2.7).



2.4 Gastric adenocarcinoma

e For gastric adenocarcinoma, the mecoended dose of TAXOTERE is 75 md/as a
1 hour intravenous infusion, followed by cisplatin 75 nfy/ms a 1 to 3 hour
intravenous infusion (both on day 1 whlfollowed by fluorouracil 750 mg/fmper
day given as a 24-hour continuous intravenofission for 5 days, starting at the end
of the cisplatin infusion. Treatment iepeated every three weeks. Patients must
receive premedication with antiemetiead appropriate hydration for cisplatin
administratior{seeDosage and Administration (2]7)

2.5 Head and Neck Cancer

Patients must receive premedication with andéieos, and appropriateydration (prior to and
after cisplatin administration)Prophylaxis for neutropenic infeons should be administered.
All patients treated on the TAXOTERE comtiig arms of the TAX323 and TAX324 studies
received prophylaat antibiotics.

e Induction chemotherapy followéy radiotherapy (TAX323)
For the induction treatment of localljadvanced inoperable SCCHN, the
recommended dose of TAXOTERE is 75 m@/as a 1 hour intravenous infusion
followed by cisplatin 75 mg/fintravenously over 1 hour, on day one, followed by
fluorouracil as a continuoustiavenous infusion at 750 mgmer day for five days.
This regimen is administered every geks for 4 cycles. Following chemotherapy,
patients should receive radiotherapgee Dosage and Administration (3]7

e Induction chemotherapy followdxyy chemoradiotherapy (TAX324)

For the induction treatment of patientsttwlocally advanced (unresectable, low
surgical cure, or organ preservati@QCHN, the recommended dose of TAXOTERE
is 75 mg/mM as a 1 hour intravenous ision on day 1, followed by cisplatin
100 mg/ni administered as a 30-minute to Guh infusion, followed by fluorouracil
1000 mg/r/day as a continuous infusion fromyda to day 4. This regimen is
administered every 3 weeks for 3 cycleBollowing chemotherapy, patients should
receive chemoradiotherafgeeDosage and Administration (2.7)]

2.6 Premedication Regimen

All patients should be premedicated with cratticosteroids (see lwav for prostate cancer)
such as dexamethasone 16 mg per day (e.g., 8Dy for 3 days starting 1 day prior to
TAXOTERE administration in order to reduce theidence and severity of fluid retention as
well as the severity of hypersensitivity reactiofsee Boxed Warning Warnings and
Precautions (5.4)

For hormone-refractory metastatic prostate cargieen the concurrentse of prednisone, the
recommended premedication regimen is orabdeethasone 8 mg, at 12 hours, 3 hours and 1
hour before the TAXOTERE infusidqseeWarnings and Precautions (5]4)
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2.7 Dosage Adjustments During Treatment

Breast Cancer

Patients who are dosed initially at 100 mg/amd who experience eithéebrile neutropenia,
neutrophils <500 cells/mirfor more than 1 week, or sevese cumulative cutaneous reactions
during TAXOTERE therapy should hawee dosage adjusted from 100 mgim 75 mg/m. If

the patient continues to experience these raatie dosage should either be decreased from
75 mg/nf to 55 mg/m or the treatment should be distoned. Conversely, patients who are
dosed initially at 60 mg/mand who do not experience féér neutropenia, neutrophils
<500 cells/mm for more than 1 week, severe ormulative cutaneous reactions, or severe
peripheral neuropathy during TAXOTERE therapyay tolerate higher doses. Patients who
develop >grade 3 peripheral neuropathy shodldve TAXOTERE treatment discontinued
entirely.

Combination Therapy with TAXOTERE iné¢hbAdjuvant Treatment of Breast Cancer
TAXOTERE in combination withdoxorubicin and cyclophosphamidéould be administered
when the neutrophil count is1,500 cells/mri Patients who experiea febrile neutropenia
should receive G-CSF inlaubsequent cycles. Patients wiomtinue to experiere this reaction
should remain on G-CSF and have their TAMERE dose reduced to 60 mg/m2. Patients who
experience grade 3 or 4 stomatitis should hiveer TAXOTERE dose ecreased to 60 mg/mz2.
Patients who experience severe or cumulativan@ous reactions or moderate neurosensory
signs and/or symptoms during TAXOTERE thgy should have their dosage of TAXOTERE
reduced from 75 to 60 mg/mz2. If the patienttomnes to experience thessactions at 60 mg/m?2,
treatment should be discontinued.

Non-Small Cell Lung Cancer

Monotherapy with TAXOTERE for NSCLC treatmafter failure of prior platinum-based
chemotherapy

Patients who are dosed initially at 75 mg/and who experience eithéebrile neutropenia,
neutrophils <500 cells/mirfor more than one week, severe or cumulative cutaneous reactions,
or other grade 3/4 non-hematological toxes during TAXOTERE treatment should have
treatment withheld until resolution of thexicity and then resumed at 55 mg/rRatients who
develop >grade 3 peripheral neuropathy shodildve TAXOTERE treatment discontinued
entirely.

Combination therapy with TAXOTERE for chemotherapy-naive NSCLC

For patients who are dosedtially at TAXOTERE 75 mg/riin combination with cisplatin, and
whose nadir of platelet coumluring the previous course of therapy is <25,000 cell§/nim
patients who experience felarilneutropenia, and in patisntwith seriousnon-hematologic
toxicities, the TAXOTERE dosage in subsegueycles should be reduced to 65 mg/fm
patients who require a furthdpse reduction, a dose of 50 m@fsrecommended. For cisplatin
dosage adjustments, see manufeats’ prescribing information.

Prostate Cancer
Combination therapy with TAXOTERE for hormae&actory metastatic prostate cancer




TAXOTERE should be administeraghen the neutrophil count is1,500 cells/mm Patients

who experience either febrile neytamia, neutrophils <500 cells/mrfor more than one week,
severe or cumulative cutaneous reactions oderate neurosensory signs and/or symptoms
during TAXOTERE therapy should have the dosage of TAXOTERE reduced from 75 to
60 mg/m2. If the patient continues to expade these reactions at 60 mg/mz2, the treatment
should be discontinued.

Gastric or Head and Neck Cancer
TAXOTERE in combination wittisplatin and fluorouracil in gasic cancer or head and neck
cancer

Patients treated with TAXOTERE in combinatiofittwcisplatin and fluasuracil must receive
antiemetics and appropriate hydration accordinguoent institutional guidelines. In both
studies, G-CSF was recommended during the seamhdrasubsequent cycles in case of febrile
neutropenia, or documented infection with neutro@eor neutropenia lasting more than 7 days.
If an episode of febrile neutropenia, prolodgeeutropenia or neutropenic infection occurs
despite G-CSF use, the TAXOTERE dosieould be reduced from 75 to 60 m@/mIf
subsequent episodes of complicated neutrgpeocur the TAXOTERE desshould be reduced
from 60 to 45 mg/m In case of grade 4 thromboopenia the TAXOTERE dose should be
reduced from 75 to 60 mgfnPatients should not be retrahtwith subsequent cycles of
TAXOTERE until neutrophils recover to a level >1,500 cellsfrand platelets recover to a
level >100,000 cells/mi Discontinue treatment if these toxicities persisee Warnings and
Precautions (5.3)

Recommended dose modifications for toxestiin patients treated with TAXOTERE in
combination with cisplatin antiorouracil are shown in Table 1.

Table 1 - Recommended Dose Modifications fd oxicities in Patients Treated with
TAXOTERE in Combination with Cisplatin and Fluorouracil

Toxicity Dosageadjustment

Diarrhea grade 3 First episodeduce fluorouracil dose by 20%.
Second episode: then reduce TAXOTERE dose by 20%.

Diarrhea grade 4 First episode: redd AXOTERE and fluorouracil doses by 20%.
Second episode: discontinue treatment.

Stomatitis/mucositis First episode: reduceutbrouracil dose by 20%.

grade 3 Second episode: stop fluorouracilyrat all subsequent cycles.
Third episode: redie TAXOTERE dose by 20%.

Stomatitis/mucositis First episode: stopdbrouracil only, at dsubsequent cycles.

grade 4 Second episode: reduce TAXOTERE dose by 20%.

Liver dysfunction:
In case of AST/ALT >2.5 t&5 x ULN and AP<2.5 x ULN, or AST/ALT >1.5 tax5 x ULN and
AP >2.5 to<5 x ULN, TAXOTERE shoud be reduced by 20%.

In case of AST/ALT >5 x ULN and/or AP >5 x ULN TAXOTERE should be stopped.



The dose modifications for cisplatin and fluoracit in the gastric carer study are provided
below:

Cisplatin dose modifications and delays

Peripheral neuropathy: A neurological examimatshould be performed before entry into the
study, and then at least every 2 cycles and aemtlceof treatment. In éhcase of neurological
signs or symptoms, more frequent examoradi should be performed and the following dose
modifications can be made according to NCIC-CTC grade:

» Grade 2: Reduce cisplatin dose by 20%.

» Grade 3: Discontinue treatment.

Ototoxicity: In the case of gradetoxicity, discontinue treatment.

Nephrotoxicity: In the event of a rise in serum creatinigeade 2 (>1.5 x normal value) despite
adequate rehydration, CrCl should be determbefdre each subsequent cycle and the following
dose reductions should be considered (see Table 2).

For other cisplatin dosage adjustments, alsa tefthe manufacturers’ prescribing information.

Table 2 — Dose Reductions for Evaluation of Creatinine Clearance

Creatinine clearance result Cisplatin dose next cycle
before next cycle
CrCI>60 mL/min Full dose of cisplatin was given. CrCl was to be repgated

before each treatment cycle.

Dose of cisplatin was reduced by 50% at subsequent
cycle. If CrCl was >60 mimin at end of cycle, full
cisplatin dose was reingiied at the next cycle.

CrCl between 40 and 59 mL/min
If no recovery was observed, then cisplatin was omitted
from the next treatment cycle.

Dose of cisplatin was omittad that treatment cycle
only.

If CrCl was still <40 mL/min at the end of cycle,
cisplatin was discontinued.

CrCl <40 mL/min
If CrCl was >40 and <60 mL/min at end of cycle, a 50%
cisplatin dose was given at the next cycle.

If CrCl was >60 mL/min at end of cycle, full cisplatin
dose was given at next cycle.

CrCl = Creatinine clearance

Fluorouracil dose modifications and treatment delays
For diarrhea and stomatitis, séable 1.




In the event of grade 2 or greater plantamaal toxicity, fluorouracilshould be stopped until
recovery. The fluorouracil dosaghould be reduced by 20%.

For other greater than grade 3 toxicitiessegpt alopecia and anemia, chemotherapy should be
delayed (for a maximum of 2 weeks from thenplad date of infusion) until resolution to grade
<1 and then recommencedpiiedically appropriate.

For other fluorouracil dosage jadtments, also refer to the manufacturers’ prescribing
information.

Combination Therapy with 8ing CYP3A4 inhibitors:

Avoid using concomitant strong CYP3A4 ibiiors (e.g., ketocarole, itraconazole,
clarithromycin, atazanavir, indinavir, nefazodondfinavir, ritonavir, saquinavir, telithromycin

and voriconazole). There are no clinical daith\a dose adjustment patients receiving strong
CYP3A4 inhibitors. Based on extrapolation from a pharmacokinetic study with ketoconazole in
7 patients, consider a 50% docetaxel dose temud patients require co-administration of a
strong CYP3A4 inhibitor [seeDrug Interactions (7,)Clinical Pharmacology (12.3)

2.8 Administration Precautions

TAXOTERE is a cytotoxic anticaer drug and, as with othgotentially toxic compounds,
caution should be exercised when handlind areparing TAXOTERE solutions. The use of
gloves is recommendelliease refer tfseeHow Supplied/ Storage and Handling (16.3)

If TAXOTERE Injection Concenste, initial diluted solution, ofinal dilution for infusion
should come into contact with the skin, imnagdly and thoroughly wash with soap and water.
If TAXOTERE Injection Cowrentrate, initial dilutedsolution, or final dilutionfor infusion
should come into contact with mucosamediately and thoroughly wash with water.

Contact of the TAXOTERE concentrate with plaiged PVC equipment or devices used to
prepare solutions for infusion ot recommended. In order tommize patient exposure to the
plasticizer DEHP (di-2-ethylhexyl phthalate), isih may be leached from PVC infusion bags or
sets, the final TAXOTERE dilution for infusm should be stored in bottles (glass,
polypropylene) or plastic lga (polypropylene, polyolefjn and administered through
polyethylene-lined administration sets.

| Two-vial formulation (Inject _ion Concentrate and Diluent)
TAXOTERE Injection Conentrate requiresvo dilutions prior to athinistration. Please follow
the preparation instruoins provided belowNote: Both the TAXOTERE Ijection Concentrate
and the diluent vials contain an overfill to coengate for liquid loss during preparatiomhis
overfill ensures that after dilution with tlestire contents of the accompanying diluent, there is
an initial diluted solution@ntaining 10 mg/mL docetaxel.
The table below provides the fill range of the Diluent, the approximate extractable volume of
Diluent when the entire contents of the dilueia are withdrawn, and the concentration of the
initial diluted solution for TAXOTERE 26ng and TAXOTERE 80 mg (séeble 3)




Table 3 — Initial Dilution of TAXOTERE Injection Concentrate

Product Diluent Approximate Concentration
13% (w/w) ethanol| extractable volumgq of the initial
in water for of Diluent when diluted
injection entire contents are solution

Fill Range withdrawn (mg/mL
(mL) (mL) docetaxel)

Taxotere® |1.88—-2.08 mL 1.8 mL 10 mg/mL

20 mg/0.5

mL

Taxotere® |6.96—7.70 mL 7.1 mL 10 mg/mL

80 mg/2 mL

2.9 Preparation a nd Administration

DO NOT use the two-vial formulation (Injection Concentrate and diluent) with the one-vial
formulation.

Two-vial formulation (Inject ion Concentrate and Diluent)

A.Initial Diluted Solution

1. TAXOTERE vials should be stored betwee 2ind 25°C (36°F and 77°F). If the vials are
stored under refrigeration, allothe appropriate number efals of TAXOTERE Injection
Concentrate and diluent (13% ethanol in water injection) viak to stand at room
temperature for approximately 5 minutes.

2. Aseptically withdraw té entire contents of the appropriate diluent vipptaximately 1.8 mL
for TAXOTERE 20 mg and approximately 7.1 niir TAXOTERE 80 mg) into a syringe by
partially inverting the vial, ad transfer it to theappropriate vial of TAXOTERE Injection
Concentratelf the procedure is followed as describedan initial diluted solution of 10 mg
docetaxel/mL will result.

3. Mix the initial diluted solution by repeated inversions for at least 45 seconds to assure full
mixture of the concentrate and diluent. Do not shake.

4. The initial diluted TAXOTERE solution (10 mdocetaxel/mL) should be clear; however,
there may be some foam on top of the solutiomtduthe polysorbate 80. Allow the solution to
stand for a few minutes to allow any foam to digtp It is not requirethat all foam dissipate
prior to continuing thereparation process.

The initial diluted solution may be used immediatet stored either in the refrigerator or at
room temperature for a maximum of 8 hours.

B.Final Dilution for Infusion

1. Aseptically withdraw the gmired amount of initial diluted TAXOTERE solution (10 mg
docetaxel/mL) with a calibrated syringe andeatjinto a 250 mL infsion bag or bottle of
either 0.9% Sodium Chloride solution &% Dextrose solution to produce a final
concentration of 0.3 to 0.74 mg/mL.
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If a dose greater than 200 mg of TAXOTEREa@sguired, use a larger e of the infusion
vehicle so that a concentration@74 mg/mL TAXOTERE is not exceeded.

2. Thoroughly mix the infusion by manual rotation.

3. As with all parenteral pducts, TAXOTERE should be insged visually for particulate
matter or discoloration prior tadministration whenever the solution and container permit. If
the TAXOTERE initial diluted solutin or final dilution for intravenous infusion is not clear or
appears to have precipitari, these should be discarded.

The final TAXOTERE dilution for infusion shoulde administered intravenously as a 1-hour
infusion under ambient room teemature and lighting conditions.

2.10 Stability
TAXOTERE final dilution for infision, if stored between 2°C and 25°C (36°F and 77°F) is
stable for 4 hours. TAXOTERE final dilution for infusion (in either 0.9% Sodium Chloride

solution or 5% Dextrose solution) should lbeed within 4 hours (including the 1 hour
intravenous administration).

3. DOSAGE FORMS AND STRENGTHS

Two-vial formulation (Inject ion Concentrate and Diluent)

TAXOTERE 80 mg/2 mL

TAXOTERE (docetaxel) Injection Concen&at80 mg/2 mL: 80 mg docetaxel in 2 mL
polysorbate 80 and Diluent fGrAXOTERE 80 mg (13% (w/w) etimel in water for injection).
Both items are in a blier pack in one carton.

TAXOTERE 20 mg/0.5 mL

TAXOTERE (docetaxel) Injection ConcengaR0 mg/0.5 mL: 20 mg docetaxel in 0.5 mL
polysorbate 80 and Diluent fGIAXOTERE 20 mg (13% (w/w) etml in water for injection).
Both items are in a blier pack in one carton.

4. CONTRAINDICATIONS

e TAXOTERE is contraindicated in patients whave a history of severe hypersensitivity
reactions to docetaxel or to other drugs fomated with polysorbate 80. Severe reactions,
including anaphylaxis, have occurrsgeWarnings and Precautions (5]4)

e TAXOTERE should not be used in patientsh neutrophil courst of <1500 cells/mrh

5. WARNINGS AND PRECAUTIONS
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5.1 Toxic Deaths

Breast Cancer

TAXOTERE administred at 100 mg/Mmwas associated with déat considered possibly or
probably related to treatment in 2.0% (19/968) metastatic breast cancer patients, both
previously treated and untreated, with norrbakeline liver function and in 11.5% (7/61) of
patients with various tumor types who had abnormal baseline liver function (AST and/or ALT
>1.5 times ULN together with AP >2.5 times ULN). Among patients dosed andgi@r,
mortality related to treatment occurred in 0.6% (3/481)patients with normal liver function,

and in 3 of 7 patientwith abnormal liver function. Approximdiehalf of these deaths occurred
during the first cycle. Sepsis accounfer the majority of the deaths.

Non-Small Cell Lung Cancer

TAXOTERE administered at a dose of 100 mgimpatients with locally advanced or metastatic
non-small cell lung cancer who had a history of prior platinum-based chemotherapy was
associated with increasedeatment-related mortality (14%nd 5% in two randomized,
controlled studies). There were 2.8% treatmetdted deaths among the 176 patients treated at
the 75 mg/mdose in the randomized trials. Among patients who experienced treatment-related
mortality at the 75 mg/Mdose level, 3 of 5 patients had an ECOG PS of 2 at study [sagy
Dosage and Administration (2.&})inical Studies (14)

5.2 Hepatic Impairment

Patients with combined abnormalities of transaminases and alkaline phosphatase should not be
treated with TAXOTERE[see Boxed Warning, Use in Specific Populations (8.6), Clinical
studies (14).

5.3 Hematologic Effects

Perform frequent peripherdlood cell counts on alpatients receiving TAXOTERE Patients
should not be retreated with subsequentesyadf TAXOTERE until neutrophils recover to a
level >1500 cells/mrhand platelets recover tlevel > 100,000 cells/min

A 25% reduction in the dose of TAXOTERE recommended during subsequent cycles
following severe neutropenia (<500 cells/fidasting 7 days or more, febrile neutropenia, or a
grade 4 infection in a TAXOTERE cyclseeDosage and Administration (2]7)

Neutropenia (<2000 neutrophils/myroccurs in virtually all patients given 60 md/io 100
mg/n? of TAXOTERE and grade 4 neutropenia (<500 cellsfinatcurs in 85% of patients
given 100 mg/rhand 75% of patients given 60 md/rFrrequent monitoring of blood counts is,
therefore, essential so thdbse can be adjusted. TAXOTERHould not be administered to
patients with neutrophils <1500 cells/rhm

Febrile neutropenia occurred inaal 12% of patients given 100 mgfisut was very uncommon
in patients given 60 mgfmHematologic responses, febrile réaes and infections, and rates of
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septic death for different regimens are dose rels@elAdverse Reaction$.(1), Clinical Studies

(14)].

Three breast cancer patients with severe liver impairment (bilirubin >1.7 times ULN) developed
fatal gastrointestinal bleeding associated withese drug-induced thrombocytopenia. In gastric
cancer patients treated with docetaxel in coaion with cisplatinand fluorouracil (TCF),
febrile neutropenia and/or neutropenic infection occurred in 12% of patients receiving G-CSF
compared to 28% who did not. Patients recgvi CF should be closely monitored during the
first and subsequent cycles for febmeutropenia and neutropenic infectiiwee Dosage and
Administration (2.7), Aderse Reactions ()

5.4 Hypersensitivity Reactions

Patients should be observed closely for hypersensitivity reactions, especially during the first and
second infusions. Severe hypersensitivity reactdrezacterized by generalized rash/erythema,
hypotension and/or bronchospasm, or very lyafatal anaphylaxis, have been reported in
patients premedicated with 3 days of corticosteroids. Severe hypersensitivity reactions require
immediate discontinuation of the TAXOTERE infosiand aggressive therapy. Patients with a
history of severe hypersensitivitgactions should not beahallenged with TAXOTERE.

Hypersensitivity reactions may occur withieav minutes following initiation of a TAXOTERE
infusion. If minor reactions such as flushinglocalized skin reactionsccur, interruption of
therapy is not required. All patienshould be premedicated with aral corticosteoid prior to
the initiation of the infusion of TAXOTEREeeDosage and Administration (2]6)

5.5 Fluid Retention

Severe fluid retention has beeeported following TAXOTEREtherapy. Patients should be
premedicated with oral corticosteroids prito each TAXOTERE admisiration to reduce the
incidence and severitgf fluid retention[see Dosage and Administration .&)]. Patients with
pre-existing effusions shoultbe closely monitored from ¢h first dose for the possible
exacerbation of the effusions.

When fluid retention occurs, peripheral edema usually starts in the lower extremities and may
become generalized with a median weight gain of 2 kg.

Among 92 breast cancer patients premedicatéti 3-day corticosteroids, moderate fluid
retention occurred in 27.2% asdvere fluid retention in 6.5%. The median cumulative dose to
onset of moderate or sevefleid retention was 819 mg/mNine of 92 patients (9.8%) of
patients discontinued treatment doefluid retention: 4 patientdiscontinued with severe fluid
retention; the remaining 5 hadldhor moderate fluid retentio.he median cumulative dose to
treatment discontinuation dueftaid retention was 1021 mgArFluid retention was completely,
but sometimes slowly, reversible with a neediof 16 weeks from the last infusion of
TAXOTERE to resolution (range: 0 to 42+ weelgtients developing peripheral edema may be
treated with standard measureg, salt restriction, oral diuretic(s).
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5.6 Acute Myeloid Leukemia

Treatment-related acute myeloid leukemia (AMir) myelodysplasia has occurred in patients
given anthracyclines and/or cyclophosphamideluising use in adjuvant therapy for breast
cancer. In the adjuvant breast cancer {{TédX316)AML occurred in 3 of 744 patients who
received TAXOTERE, doxorubicin and cyclophospiide (TAC) and in 1 of 736 patients who
received fluorouracil, doxabicin and cyclophosphamideeeClinical Studies (14.2)] In TAC-
treated patients, the risk of delayed myelodysial or myeloid leukemia requires hematological
follow-up.

5.7 Cutaneous Reactions

Localized erythema of the extremities with edema followed by desquamation has been observed.
In case of severe skitoxicity, an adjustment in dosage is recommenfis Dosage and
Administration (2.7). The discontinuation rate due toirsktoxicity was 1.6% (15/965) for
metastatic breast cancer patients. Among 92 bremscer patients premedicated with 3-day
corticosteroids, there were no cases of seskiretoxicity reported r@d no patient discontinued
TAXOTERE due to skin toxicity.

5.8 Neurologic Reactions

Severe neurosensory symptongsg( paresthesia, dysesthesm@ain) were observed in 5.5%
(53/965) of metastatic breast can patients, and resulted irétment discontinuation in 6.1%.
When these symptoms occur, dosage must betadjulf symptoms persist, treatment should be
discontinuedsee Dosage and Administration (3]7 Patients who experiead neurotoxicity in
clinical trials and for whom follow-up information on the complete resolution of the event was
available had spontaneous reverdasymptoms with a median of 9 weeks from onset (range: 0
to 106 weeks). Severe peripheral motor neutgpanainly manifested as distal extremity
weakness occurred 4% (42/965).

5.9 Asthenia

Severe asthenia has been repbitel4.9% (144/965) of metastabeceast cancer patients but has
led to treatment discontinuation in only 1.8%nfpyoms of fatigue andieakness may last a few
days up to several weeks and may be assocwitiddeterioration ofperformance status in
patients with progressive disease.

5.10 Use in Pregnancy

TAXOTERE can cause fetal harm when admamstl to a pregnant woman. Docetaxel caused
embryofetal toxicities including intrauterine mality when administered to pregnant rats and
rabbits during the period of organogenesis. Embryofetal effe@simals occurred at doses as

low as 1/50 and 1/300 the recommended &mose on a body surface area basis.

There are no adequate and well-controlled isgith pregnant women using TAXOTERE. If
TAXOTERE is used during pregnancy, or if theipat becomes pregnant while receiving this
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drug, the patient should be appris#dhe potential hazd to the fetus. Women of childbearing
potential should be advised to avoid baawg pregnant during therapy with TAXOTERE&ee
Use in Specific Populations (8]1)

6. ADVERSE REACTIONS

The most serious adverse reactions from TAXOTERE are:

» Toxic DeathseeBoxed Warning, Warning and Precautions (b.1)

» HepatotoxicitjseeBoxed Warning, Warnings and Precautions (5.2)
* NeutropenigeeBoxed Warning, Warnings and Precautions (5.3)]

» HypersensitivitiseeBoxed Warning, Warnings and Precautions (p.4
* Fluid RetentiojseeBoxed Warning, Warnings and Precautions (5.5)

The most common adverse rgans across all TAXOTEREndications are infections,
neutropenia, anemia, febrile neutropenia,pdrgensitivity, thrombocytopenia, neuropathy,
dysgeusia, dyspnea, constipation, anorexia, naitaiss, fluid retention, asthenia, pain, nausea,
diarrhea, vomiting, mucositis, alapa, skin reactions, and myalgi#ncidence varies depending
on the indication.

Adverse reactions are described according docation. Because clinical trials are conducted
under widely varying conditions, adverse reacticlegabserved in the clinical trials of a drug
cannot be directly compared tdea in the clinical tals of another drugral may not reflect the
rates observed in practice.

Responding patients may not experience an impnewne in performance status on therapy and
may experience worsening. The relationship betvatamges in performance status, response to
therapy, and treatment-related seffects has not been established.

6.1 Clinical Trial Experience

Breast Cancer

Monotherapy with TAXOTERE for locally advancedwetastatic breast cancer after failure of
prior chemotherapy

TAXOTERE 100 mg/rft Adverse drug reactions occurrifig at least 5% of patients are
compared for three populations who iged TAXOTERE administered at 100 md/ras a
1-hour infusion every 3 weeks: 20g4tients with various tumoypes and normal baseline liver
function tests; the subset of 965ipats with locHly advanced or metagta breast cancer, both
previously treated and untreated with chdmoapy, who had normal baseline liver function
tests; and an additional 61 patients with various tumor types who had abnormal liver function
tests at baseline. These rean were described using COSTRARerms and were considered
possibly or probably related tbAXOTERE. At least 95% othese patients did not receive
hematopoietic support. The safety profile imgmlly similar in patients receiving TAXOTERE
for the treatment of breast cancer and in patients with other tumor typega(3e€).
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Table 4 - Summary of Adverse Reactions ifPatients Receiving TAXOTERE at 100 mg/m

All Tumor Types
Normal LFTs*

All Tumor Types
Elevated LFTs**

Breast Cancer
Normal LFTs*

Adverse Reaction n=2045 n=61 n=965
% % %
Hematologic
Neutropenia
<2000 cells/mrh 96 96 99
<500 cells/mm 75 88 86
Leukopenia
<4000 cells/mm 96 8 99
<1000 cells/mm 32 47 44
Thrombocytopenia
<100,000 cells/mrh 8 25 9
Anemia
<11 g/dL 90 92 94
<8 g/dL 9 31 8
Febrile Neutropenia*** 11 26 12
Septic Death 2 5 1
Non-Septic Death 1 7 1
Infections
Any 22 33 22
Severe 6 16 6
Fever in Absence of
Infection
Any 31 41 35
Severe 2 8 2
Hypersensitivity Reactions
Regardless of Premedicatio
Any 21 20 18
Severe 4 10 3
With 3-day Premedication n=92 n=3 n=92
Any 15 33 15
Severe 2 0 2
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All Tumor Types
Normal LFTs*

All Tumor Types
Elevated LFTs**

Breast Cancer
Normal LFTs*

Adverse Reaction n=2045 n=61 n=965
% % %
Fluid Retention
Regardless of Premedicatio
Any a7 39 60
Severe 7 8 9
With 3-day Premedication n=92 n=3 n=92
Any 64 67 64
Severe 7 33 7
Neurosensory
Any 49 34 58
Severe 4 0 6
Cutaneous
Any 48 54 47
Severe 5 10 5
Nail Changes
Any 31 23 41
Severe 3 5 4
Gastrointestinal
Nausea 39 38 42
Vomiting 22 23 23
Diarrhea 39 33 43
Severe 5 5 6
Stomatitis
Any 42 49 52
Severe 6 13 7
Alopecia 76 62 74
Asthenia
Any 62 53 66
Severe 13 25 15
Myalgia
Any 19 16 21
Severe 2 2 2
Arthralgia 9 7 8
Infusion Site Reactions 4 3 4

*Normal Baseline LFTs: Transaminass$.5 times ULN or alkaline phosphatasg.5 times ULN or isolated

elevations of transaminases or éik@ phosphatase up to 5 times ULN

**Elevated Baseline LFTs: AST and/or ALT >1.5 times ULN concurrent with alkaline phosphatase >2.5 times ULN

**Eebrile Neutropenia: ANC grade 4 with fever >gBwith intravenous antibiotics and/or hospitalization
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Hematologic Reactions

Reversible marrow suppression was the major dose-limiting toxicity of TAXOTERE
Warnings and Precautions (5.3)The median time to nadir was 7 days, while the median
duration of severe neutropenia (<500 cellsAnmas 7 days. Among 2045 patients with solid
tumors and normal baseline LFTs, severe neeti@ occurred in 75.4% and lasted for more
than 7 days in 2.9% of cycles.

Febrile neutropenia (<500 cells/mmuith fever >38C with intravenousantibiotics and/or
hospitalization) occurred in 11%f patients with solid tums, in 12.3% of patients with
metastatic breast cancer, and9r8% of 92 breast cancer patermiremedicated with 3-day
corticosteroids.

Severe infectious episodes occurred in 6.1%aifents with solid tumors, in 6.4% of patients
with metastatic breast cancendain 5.4% of 92 breast cancettipats premedicad with 3-day
corticosteroids.

Thrombocytopenia (<100,000 cells/Mnassociated with fatal gastrointestinal hemorrhage has
been reported.

Hypersensitivity Reactions

Severe hypersensitivity reactions have been repdged Boxed Warning Warnings and
Precautions (5.4)] Minor events, including flushing, raswith or without pruritus, chest
tightness, back pain, dyspnea, drug fever, or chills, have been reported and resolved after
discontinuing the infusion andstituting appropriate therapy.

Fluid Retention.
Fluid retention can occur with the use of TAXOTEREee Boxed Warning Dosage and
Administration (2.6)Warnings and Precautions (5]5)

Cutaneous Reactions

Severe skin toxicity is discussed elsewhere in the lgleelWarnings and Precautions (5]7)
Reversible cutaneous reactions characterized by a rash including localized eruptions, mainly on
the feet and/or hands, but also on the arms, fadbpoax, usually associated with pruritus, have
been observed. Eruptions generally occurmithin 1 week after TAXOTERE infusion,
recovered before the nexfusion, and were not disabling.

Severe nail disorders were characterizedhipgo- or hyperpigmentatip and occasionally by
onycholysis (in 0.8% of patientgith solid tumors) and pain.

Neurologic Reactions
Neurologic reactions are disssed elsewhere in the laljgéeWarnings and Precautions (5]8)

Gastrointestinal Reactions

Nausea, vomiting, and diarrhea weenerally mild to moderate. $&re reactions occurred in 3-
5% of patients with solid tumors and to a similar extent among metastatic breast cancer patients.

18



The incidence of severe reactions was 1% or less for the 92 breast cancer patients premedicated
with 3-day corticosteroids.

Severe stomatitis occurred in 5.5% of patienith solid tumors, in 7.4% of patients with
metastatic breast cancer, and in 1.1% of the 92 breast cancer patients premedicated with 3-day
corticosteroids.

Cardiovascular Reactions

Hypotension occurred in 2.8% pétients with solid tumors; 1.2%equired treatment. Clinically
meaningful events such as heart failure, sitachycardia, atrial flaer, dysrhythmia, unstable
angina, pulmonary edema, and hypertension occuemy. Seven of 868(1%) of metastatic
breast cancer patientscetving TAXOTERE 100 mg/Mmin a randomized trial and who had
serial left ventricular ejection fractiorsssessed developed deterioration of LVEF>1¥%
associated with a drop below the institutional lower limit of normal.

Infusion Site Reactions

Infusion site reactions were generally madd consisted of hyperpigmentation, inflammation,
redness or dryness of the skin, phlebéigravasation, or ss¥ing of the vein.

Hepatic Reactions

In patients with normal LFTs at baseline, biinu values greater than the ULN occurred in 8.9%
of patients. Increases in AST or ALT >1.5 tintbe ULN, or alkaline phosphatase >2.5 times
ULN, were observed in 18.9% and 7.3% pdtients, respectively. While on TAXOTERE,
increases in AST and/or ALT >1.5 times ULNncomitant with alkalia phosphatase >2.5 times
ULN occurred in 4.3% of patientsith normal LFTs at baselin&/hether these changes were
related to the drug or underlyimigsease has not been established.

Hematologic and Other Toxicity: Relation to dose and baseline liver chemistry
abnormalities

Hematologic and other toxicity increased at higher doses anghatients with elevated baseline
liver function tests (LFTs). In the following tad, adverse drug reactions are compared for three
populations: 730 patients with normal LFTs given TAXOTERE at 100 frig/the randomized
and single arm studies of mets#t breast cancer after failu@f previous chemotherapy;

18 patients in these studies who had abnormalibadeFTs (defined as AST and/or ALT >1.5
times ULN concurrent with kaline phosphatase >2.5 times ULldhd 174 patients in Japanese
studies given TAXOTERE at 60 mgfwho had normal LFTs (séables 5and6).
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Table 5 - Hematologic Adverse Reactions in Breast Cancer Patients Previously Treated

with Chemotherapy Treated at TAXOTERE 100 mg/nf with Normal or Elevated Liver
Function Tests or 60 mg/m with Normal Liver Function Tests

TAXOTERE TAXOTERE
100 mg/nf 60 mg/nt
Normal Elevated Normal
LFTs* LFTs** LFTs*
Adverse Reaction n=730 n=18 n=174
% % %
Neutropenia
Any <2000 cells/mrh 98 100 95
Grade 4 <500 cells/mm 84 94 75
Thrombocytopenia
Any <100,000 cells/mrh 11 44 14
Grade 4 <20,000 cells/mim 1 17 1
Anemia <11 g/dL 95 94 65
Infection***
Any 23 39 1
Grade 3 and 4 7 33 0
Febrile Neutropenia***
By Patient 12 33 0
By Course 2 9 0
Septic Death 2 6 1
Non-Septic Death 1 11 0

*Normal Baseline LFTs: Transaminass$.5 times ULN or alkaline phosphatasg.5 times ULN or isolated
elevations of transaminases or éik@ phosphatase up to 5 times ULN

**Elevated Baseline LFTs: AST and/or ALT >1.5 times ULN concurrent with alkaline phosphatase >2.5 times ULN
***|ncidence of infection requiring hospitalization and/or intravenous antibiotics was 8.5% (n=62) ahmng t
730 patients with normal LFTs at baseline; 7 patients had concurrent grade 3 neutropenia, araht46hpet
grade 4 neutropenia.

=x+Febrile Neutropenia: For 100 mg/f ANC grade 4 and fever >38°C with intravenous antibiotics and/or
hospitalization; for 60 mg/MANC grade 3/4 and fever >38.1°C
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Table 6 - Non-Hematologic Adverse Reactianin Breast Cancer Patients Previously
Treated with Chemotherapy Treated at TAXOTERE 100 mg/miwith Normal or Elevated
Liver Function Tests or 60 mg/nf with Normal Liver Function Tests

TAXOTERE TAXOTERE
100 mg/nf 60 mg/nt
Normal Elevated Normal
LFTs* LFTs** LFTs*
Adverse Reaction n=730 n=18 n=174
% % %
Acute Hypersensitivity
Reaction Regardless of
Premedication
Any 13 6 1
Severe 1 0 0
Fluid Retention***
Regardless of Premedication
Any 56 61 13
Severe 8 17 0
Neurosensory
Any 57 50 20
Severe 6 0 0
Myalgia 23 33 3
Cutaneous
Any 45 61 31
Severe 5 17 0
Asthenia
Any 65 44 66
Severe 17 22 0
Diarrhea
Any 42 28 NA
Severe 6 11
Stomatitis
Any 53 67 19
Severe 8 39 1

*Normal Baseline LFTs: Transaminase4.5 times ULN or alkaline phosphatasg.5 times ULN or isolated
elevations of transaminases or k@ phosphatase up to 5 times ULN

** Elevated Baseline Liver Function: AST and/or ALT >1.5 times ULN concurrent with alkaline phosphatase >2.5
times ULN

***Eluid Retention includes (by COSTART): edema (peripheral, localized, generalized, lymphedema, pulmonary
edema, and edema otherwise not spegifégettl effusion (pleural, pericardi@nd ascites); no premedication given
with the 60 mg/rhdose

NA = not available
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In the three-arm monotherapy trialAX313, which compared TAXOTERE 60 mgi/m

75 mg/nf and 100 mg/min advanced breast cancer, grade 3/4 or severe adverse reactions
occurred in 49.0% of patientseated with TAXOTERE 60 mg/mcompared to 55.3% and
65.9% treated with 75 mgfmand 100 mg/frespectively. Discoimuation due to adverse
reactions was reported in 5.3%jpztients treated with 60 mg?ms. 6.9% and 16.5% for patients
treated at 75 and 100 mdfespectively. Deathsithin 30 days of last treatment occurred in
4.0% of patients treated with 60 mg/mompared to 5.3% and 1.6% for patients treated at
75 mg/nf and 100 mg/frespectively.

The following adverse reactions were associatigh increasing docetaxel doses: fluid retention
(26%, 38%, and 46% at 60 md/n¥5 mg/ni, and 100 mg/Mmrespectively), thrombocytopenia
(7%, 11% and 12% respectively), neutrope(82%, 94%, and 97% spectively), febrile
neutropenia (5%, 7%, and 14%spectively), treatment-relatedagte 3/4 infection (2%, 3%, and
7% respectively) and anemi@7®o, 94%, and 97% respectively).

Combination therapy with TAXOTERE in the adjuvant treatment of breast cancer

The following table presents treatment emerg@eivierse reactions obsedvim 744 patients, who
were treated with TAXOTERE 75 mg/m2 everyw@eks in combination with doxorubicin and
cyclophosphamide (see Table 7).

Table 7 - Clinically Important Treatment Emergent Adverse Reactions Regardless of
Causal Relationship in Patients Receiving AXOTERE in Combination with Doxorubicin
and Cyclophosphamide (TAX316).

TAXOTERE 75 mg/m*+ Fluorouracil 500 mg/nv+

Doxorubicin 50 mg/nf+ Doxorubicin 50 mg/mf+

Cyclophosphamide 500 Cyclophosphamide 500

mg/m* (TAC) mg/m* (FAC)
n=744 n=736
% %

Adverse Reaction Any Grade 3/4 Any Grade 3/4
Anemia 92 4 72 2
Neutropenia 71 66 82 49
Fever in absence of infection a7 1 17 0
Infection 39 4 36 2
Thrombocytopenia 39 2 28 1
Febrile neutropenia 25 N/A 3 N/A
Neutropenic infection 12 N/A 6 N/A
Hypersensitivity reactions 13 1 4 0
Lymphedema 4 0 1 0
Fluid Retention* 35 1 15 0
Peripheral edema 27 0 7 0
Weight gain 13 0 9 0
Neuropathy sensory 26 0 10 0
Neuro-cortical 5 1 6 1
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TAXOTERE 75 mg/m*+
Doxorubicin 50 mg/nf+
Cyclophosphamide 500

Fluorouracil 500 mg/m’+
Doxorubicin 50 mg/nf+
Cyclophosphamide 500

mg/m’ (TAC) mg/m’ (FAC)
n=744 n=736
% %

Adverse Reaction Any Grade 3/4 Any Grade 3/4
Neuropathy motor 4 0 2 0
Neuro-cerebellar 2 0 2 0
Syncope 2 1 1 0
Alopecia 98 N/A 97 N/A
Skin toxicity 27 1 18 0
Nail disorders 19 0 14 0
Nausea 81 5 88 10
Stomatitis 69 7 53 2
Vomiting 45 4 59 7
Diarrhea 35 4 28 2
Constipation 34 1 32 1
Taste perversion 28 1 15 0
Anorexia 22 2 18 1
Abdominal Pain 11 1 5 0
Amenorrhea 62 N/A 52 N/A
Cough 14 0 10 0
Cardiac dysrhythmias 8 0 6 0
Vasodilatation 27 1 21 1
Hypotension 2 0 1 0
Phlebitis 1 0 1 0
Asthenia 81 11 71 6
Myalgia 27 1 10 0
Arthralgia 19 1 9 0
Lacrimation disorder 11 0 7 0
Conjunctivitis 5 0 7 0

* COSTART term and grading system for events related to treatment.

Of the 744 patients treated withPAC, 36.3% experienced severeatment emergent adverse
reactions compared to 26.6% thfe 736 patients treated with FAC. Dose reductions due to
hematologic toxicity occurred in 1% of cyclestire TAC arm versus 0.1% of cycles in the FAC
arm. Six percent of patients treated with TAiScontinued treatment due adverse reactions,
compared to 1.1% treated with FAC; fever in #ftsence of infection and allergy being the most
common reasons for withdrawal among TAC-treated patients. Two patients died in each arm

within 30 days of their lagitudy treatment; 1 death per armsvedtributed to study drugs.
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Fever and Infection

Fever in the absence of infection was seed@r5% of TAC-treated patients and in 17.1% of
FAC-treated patients. Grade 3/4 fever in the abseof infection was seen in 1.3% and 0% of
TAC- and FAC-treated patientespectively. Infection wasesn in 39.4% of TAC-treated
patients compared to 36.3% BAC-treated patients. Grade 3/4 infection was seen in 3.9% and
2.2% of TAC-treated and FAC-treat patients respecely. There were naeptic deaths in
either treatment arm.

Gastrointestinal Reactions

In addition to gastrointestinal reactions refégtin the table above, patients in the TAC arm
were reported to have colitis/enteritis/large stitgee perforation vs. one patient in the FAC arm.
Five of the 7 TAC-treated patits required treatment discontation; no deaths due to these
events occurred.

Cardiovascular Reactions

More cardiovascular reactions were reportethexTAC arm vs. the FAC arm; dysrhythmias, all
grades (7.9% vs. 6.0%), hypotems; all grades (2.6% vs. 2d) and CHF (2.3% vs. 0.9%, at
70 months median follow-up). One patiemeach arm died due to heart failure.

Acute Myeloid Leukemia (AML)

Treatment-related acute myeadoleukemia or myelodysplasia is known to occur in patients
treated with anthracyclines @or cyclophosphamide, includingse in adjuvantherapy for

breast cancer. AML occurs at a higher frequency when these agents are given in combination
with radiation therapy. AML occurred in ¢hadjuvant breast cancer trial (TAX316). The
cumulative risk of developing treatment-rethi®ML at 5 years in TAX316 was 0.4% for TAC-
treated patients and 0.1% for FA@dted patients. This risk of AML is comparable to the risk
observed for other anthracyadis’cyclophosphamide containingjuadnt breast chemotherapy
regimens.

Lung Cancer
Monotherapy with TAXOTERE for unresectable, locally advanced or metastatic NSCLC

previously treated with platinum-based chemotherapy

TAXOTERE 75 mg/mi Treatment emergent adverse drug reactions are shown in Table 8.
Included in this table are s#jedata for a totalof 176 patients withnon-small cell lung
carcinoma and a history of prior treatment witatinum-based chemotherapy who were treated
in two randomized, controlled trials. Tleseactions were dedised using NCI Common
Toxicity Criteria regartkss of relationship to study treant, except for the hematologic
toxicities or where otherwise noted.
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Table 8 - Treatment Emergent Adverse Reactions Regardless of Relationship to Treatment
in Patients Receiving TAXOTERE as Montherapy for Non-Small Cell Lung Cancer
Previously Treated with Platinum-Based Chemotherapy*

TAXOTERE Best Supportive Vinorelbine/
75 mg/nf Care Ifosfamide
n=176 n=49 n=119

Adverse Reaction % % %
Neutropenia

Any 84 14 83

Grade 3/4 65 12 57
Leukopenia

Any 84 6 89

Grade 3/4 49 0 43
Thrombocytopenia

Any 8 0 8

Grade 3/4 3 0 2
Anemia

Any 91 55 91

Grade 3/4 9 12 14
Febrile
Neutropenia** 6 NAT 1
Infection

Any 34 29 30

Grade 3/4 10 6 9
Treatment Related Mortality 3 NAT 3
Hypersensitivity Reactions

Any 6 0 1

Grade 3/4 3 0 0
Fluid Retention

Any 34 ND' 23

Severe 3 3
Neurosensory

Any 23 14 29

Grade 3/4 2 6 5
Neuromotor

Any 16 8 10

Grade 3/4 5 6 3
Skin

Any 20 6 17

Grade 3/4 1 2 1
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TAXOTERE Best Supportive Vinorelbine/
75 mg/nt Care Ifosfamide
n=176 n=49 n=119

Adverse Reaction % % %
Gastrointestinal

Nausea

Any 34 31 31

Grade 3/4 5 4 8

Vomiting

Any 22 27 22

Grade 3/4 3 2 6

Diarrhea

Any 23 6 12

Grade 3/4 3 0 4
Alopecia 56 35 50
Asthenia

Any 53 57 54

Severe*** 18 39 23
Stomatitis

Any 26 6 8

Grade 3/4 2 0 1
Pulmonary

Any 41 49 45

Grade 3/4 21 29 19
Nail Disorder

Any 11 0 2

Severe*** 1 0 0
Myalgia

Any 6 0 3

Severe*** 0 0 0
Arthralgia

Any 3 2 2

Severe*** 0 0 1
Taste Perversion

Any 6 0 0

Severe*** 1 0 0

*Normal Baseline LFTs: Transaminass$.5 times ULN or alkaline phosphatasg.5 times ULN or isolated
elevations of transaminases or éitk@ phosphatase up to 5 times ULN
**Eebrile Neutropenia: ANC grade 4 with fever >38°C with intravenous antibiotics and/aitdlizsgpion

**COSTART term and grading system
"Not Applicable;"” Not Done

26



Combination therapy with TAXOTERE in chemotherapy-naive advanced unresectable

or metastatic NSCLC

Table 9 presents safety data from two armsanfopen label, randomized controlled trial
(TAX326) that enrolled patients with unreseceabtage 111B or IV non-small cell lung cancer

and no history of prior chemotherapy. Adverse reactions were described using the NCI Common
Toxicity Criteria except where otherwise noted.

Table 9 - Adverse Reactions Regardless of R&onship to Treatment in Chemotherapy-
Naive Advanced Non-Small Cell Lung Cancer Patients Receiving TAXOTERE in
Combination with Cisplatin

TAXOTERE 75 mg/m? | Vinorelbine 25 mg/nf +
+ Cisplatin Cisplatin 100 mg/nf
75 mg/nt n=396
Adverse Reaction n=406 %
%

Neutropenia

Any 91 90

Grade 3/4 74 78
Febrile Neutropenia 5 5
Thrombocytopenia

Any 15 15

Grade 3/4 3 4
Anemia

Any 89 94

Grade 3/4 7 25
Infection

Any 35 37

Grade 3/4 8 8
Fever in absence of infection

Any 33 29

Grade 3/4 <1 1
Hypersensitivity Reaction*

Any 12 4

Grade 3/4 3 <1
Fluid Retention**

Any 54 42

All severe or life-threatening events 2 2
Pleural effusion

Any 23 22

All severe or life-threatening events 2 2
Peripheral edema

Any 34 18

All severe or life-threatening events <1 <1
Weight gain

Any 15 9
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TAXOTERE 75 mg/m?

Vinorelbine 25 mg/nt +

+ Cisplatin Cisplatin 100 mg/nf
75 mg/nt n=396
Adverse Reaction n=406 %
%

All severe or life-threatening events <1 <1
Neurosensory

Any a7 42

Grade 3/4 4 4
Neuromotor

Any 19 17

Grade 3/4 3 6
Skin

Any 16 14

Grade 3/4 <1 1
Nausea

Any 72 76

Grade 3/4 10 17
Vomiting

Any 55 61
Grade 3/4 8 16
Diarrhea

Any 47 25

Grade 3/4 7 3
Anorexia**

Any 42 40

All severe or life-threatening events 5 5
Stomatitis

Any 24 21

Grade 3/4 2 1
Alopecia

Any 75 42

Grade 3 <1 0
Asthenia**

Any 74 75

All severe or life-threatening events 12 14
Nail Disorder**

Any 14 <1

All severe events <1 0
Myalgia**

Any 18 12

All severe events <1 <1

* Replaces NCI term “Allergy”
** COSTART term and grading system
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Deaths within 30 days of last study treatrh occurred in 31 patients (7.6%) in the
docetaxel+cisplatin arm and 37 pat® (9.3%) in the vinorelbinetgplatin arm. Deaths within
30 days of last study treatment attributedstody drug occurred in 9 patients (2.2%) in the
docetaxel+cisplatin arm and 8 patier2€000) in the vinorelime+cisplatin arm.

The second comparison in the study, vinoredbicisplatin versus TAXOTERE+carboplatin
(which did not demonstrata superior survival associated with TAXOTEREge Clinical
Studies (14.3) demonstrated a higher incidence of thbmcytopenia, diarrhedluid retention,
hypersensitivity reactions, skin toxigi alopecia and nail changes on the
TAXOTERE+carboplatin arm, while a higher idence of anemia, neurosensory toxicity,
nausea, vomiting, anorexia and astheniaaserved on the vinorelbine+cisplatin arm.

Prostate Cancer

Combination therapy with TAXOTERE in patients with prostate cancer

The following data are based on the expemerof 332 patients, whaevere treated with
TAXOTERE 75 mg/m? every 3 weeks in combinatieith prednisone 5 mg orally twice daily
(see Table 10).

Table 10 - Clinically Important Treatment Emergent Adverse Reactions (Regardless of
Relationship) in Patients with Prostate Cacer who Received TAXOTERE in Combination
with Prednisone (TAX327)

TAXOTERE 75 mg/m® | Mitoxantrone 12 mg/nt
every 3 weeks + every 3 weeks +
prednisone 5 mg twice prednisone 5 mg twice
daily daily
n=332 n=335
% %

Adverse Reaction Any Grade 3/4 Any Grade 3/4
Anemia 67 5 58 2
Neutropenia 41 32 48 22
Thrombocytopenia 3 1 8 1
Febrile neutropenia 3 N/A 2 N/A
Infection 32 6 20 4
Epistaxis 6 0 2 0
Allergic Reactions 8 1 1 0
Fluid Retention* 24 1 5 0
Weight Gain* 8 0 3 0
Peripheral Edenta 18 0 2 0
Neuropathy Sensory 30 2 7 0
Neuropathy Motor 7 2 3 1
Rash/Desquamation 6 0 3 1
Alopecia 65 N/A 13 N/A
Nail Changes 30 0 8 0




TAXOTERE 75 mg/m® | Mitoxantrone 12 mg/nt
every 3 weeks + every 3 weeks +
prednisone 5 mg twice prednisone 5 mg twice
daily daily
n=332 n=335
% %

Adverse Reaction Any Grade 3/4 Any Grade 3/4
Nausea 41 3 36 2
Diarrhea 32 2 10 1
Stomatitis/Pharynagitis 20 1 8 0
Taste Disturbance 18 0 7 0
Vomiting 17 2 14 2
Anorexia 17 1 14 0
Cough 12 0 8 0
Dyspnea 15 3 9 1
Card!ac left ventricular 10 0 29 1
function
Fatigue 53 5 35 5
Myalgia 15 0 13 1
Tearing 10 1 2 0
Arthralgia 8 1 5 1

*Related to treatment

Gastric Cancer

Combination therapy with TAXOTERE in gastric adenocarcinoma

Data in the following table are based on tixpezience of 221 patients with advanced gastric
adenocarcinoma and no history of prior chemathy for advanced disease, who were treated
with TAXOTERE 75 mg/rfiin combination with cisplatiand fluorouracil (see Table 11).

Table 11 - Clinically Important Treatment Emergent Adverse Reactions Regardless of
Relationship to Treatment in the Gastric Cancer Study

TAXOTERE 75 mg/m” + | Cisplatin 100 mg/nf +
cisplatin 75 mg/nf + | fluorouracil 1000 mg/n?
fluorouracil 750 mg/m? n=224
n=221
Adverse Reaction Any Grade 3/4 Any Grade 3/4
% % % %

Anemia 97 18 93 26
Neutropenia 96 82 83 57
Fever in the absence of 36 2 23 1
infection

30



TAXOTERE 75 mg/m”+ | Cisplatin 100 mg/nf +
cisplatin 75 mg/nf + | fluorouracil 2000 mg/n?
fluorouracil 750 mg/m? n=224
n=221

Adverse Reaction Any Grade 3/4 Any Grade 3/4

% % % %
Thrombocytopenia 26 8 39 14
Infection 29 16 23 10
Febrile neutropenia 16 N/A 5 N/A
Neutropenic infection 16 N/A 10 N/A
Allergic reactions 10 2 6 0
Fluid retention* 15 0 4 0
Edema* 13 0 3 0
Lethargy 63 21 58 18
Neurosensory 38 8 25 3
Neuromotor 9 3 8 3
Dizziness 16 5 8 2
Alopecia 67 5 41 1
Rash/itch 12 1 9 0
Nail changes 8 0 0 0
Skin desquamation 2 0 0 0
Nausea 73 16 76 19
Vomiting 67 15 73 19
Anorexia 51 13 54 12
Stomatitis 59 21 61 27
Diarrhea 78 20 50 8
Constipation 25 2 34 3
Esophagitis/dysphagia/ 16 2 14 5
odynophagia
Gastrointestinal 11 2 7 3
pain/cramping
Cardiac dysrhythmias 5 2 2 1
Myocardial ischemia 1 0 3 2
Tearing 8 0 2 0
Altered hearing 6 0 13 2

Clinically important treatment emergent adverse reactions were determined based upon frequency,

severity, and clinical impact of the adverse reaction.

*Related to treatment

Head and Neck Cancer
Combination therapy with TAXOTERE in head and neck cancer
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Table 12 summarizes the safety data obtained from patients that received induction
chemotherapy with TAXOTERE 75 mgfnin combination with cisplatin and fluorouracil
followed by radiotherapy (TAX323; 174 patis) or chemoradiotherapy (TAX324;
251 patients). The treatment regimens are described in Sédtion

Table 12 — Clinically Important Treatment Emergent Adverse Reactions (Regardless of
Relationship) in Patients with SCCHNReceiving Induction Chemotherapy with
TAXOTERE in Combination with cisplatin and fluorouracil followed by radiotherapy
(TAX323) or chemoradiotherapy (TAX324)

TAX323 TAX324
(n=355) (n=494)

TAXOTERE | Comparator | TAXOTERE Comparator

arm (n=174) | arm (n=181) | arm (n=251) | arm (n=243)

Any | Grade | Any | Grade | Any | Grade| Any | Grade

Adverse Reaction % 3/4 % 3/4 % 3/4 % 3/4
(by Body System) % % % %

Neutropenia 93 76 87 53 95 84 84 56
Anemia 89 9 88 14 90 12 86 10
Thrombocytopenia 24 5 47 18 28 4 31 11
Infection 27 9 26 8 23 6 28 5
Febrile neutropenia* 5 N/A 2 N/A 12 N/A 7 N/A
Neutropenic infection 14 N/A 8 N/A 12 N/A 8 N/A
Cancer pain 21 5 16 3 17 9 20 11
Lethargy 41 3 38 3 61 5 56 10
.Fever. in the absence of 32 1 37 0 30 4 o8 3
infection
Myalgia 10 1 7 0 7 0 7 2
Weight loss 21 1 27 1 14 2 14 2
Allergy 6 0 3 0 2 0 0 0
Fluid retention** 20 0 14 1 13 1 7 2
Edema only 13 0 7 0 12 1 6 1
Weight gain only 6 0 6 0 0 0 1 0
Dizziness 2 0 5 1 16 4 15 2
Neurosensory 18 1 11 1 14 1 14 0
Altered hearing 6 0 10 3 13 1 19 3
Neuromotor 2 1 4 1 9 0 10 2
Alopecia 81 11 43 0 68 4 44 1
Rash/itch 12 0 6 0 20 0 16 1
Dry skin 6 0 2 0 5 0 3 0
Desqguamation 4 1 6 0 2 0 5 0
Nausea 47 1 51 7 77 14 80 14
Stomatitis 43 4 47 11 66 21 68 27
Vomiting 26 1 39 5 56 8 63 10
Diarrhea 33 3 24 4 48 7 40 3
Constipation 17 1 16 1 27 1 38 1
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TAX323 TAX324

(n=355) (n=494)
TAXOTERE | Comparator | TAXOTERE Comparator
arm (n=174) | arm (n=181) | arm (n=251) | arm (n=243)

Any | Grade | Any | Grade | Any | Grade | Any | Grade
Adverse Reaction % 3/4 % 3/4 % 3/4 % 3/4
(by Body System) % % % %

Anorexia 16 1 25 3 40 12 34 12

Esophagitis/dysphagia/ 13 1 18 3 25 13 26 10
Odynophagia

Taste, sense of smell 10 0 5 0 20 0 17 1
altered

Gastrointestinal

: : 10
pain/cramping

Heartburn 13

Gastrointestinal
bleeding

Cardiac dysrhythmia

Venous***

Ischemia myocardial

RPN O |0 ©
NFR|O1{01] N

Tearing

2
1
1
3
4
1
0
0

RININWIN| & |O 0
OIOINININ| N |O] =
OOIOIN|Fk| O |O| =
RININA~O| 01

O|IOIFRLINWI F N 01

Conjunctivitis 1 0.4

Clinically important treatment emergent adverse reactions based upon frequency, severity cahthgiact.

*Febrile neutropenia: grade? fever concomitant with grade 4 neutropenia requiring intravenous antibiotics and/or
hospitalization.

**Related to treatment.

*** Includes superficial and deep vein thrombosis and pulmonary embolism

6.2 Post-marketing Experiences

The following adverse reactions have been ideatifrom clinical trials and/or post-marketing
surveillance. Because they are reported feopopulation of unknown size, precise estimates of
frequency cannot be made.

Body as a wholediffuse pain, chest painadiation recall phenomenon.

Cardiovascular: atrial fibrillation, deep vein throbosis, ECG abnormalise thrombophlebitis,
pulmonary embolism, syncope, tgchrdia, myocardial infarction.

Cutaneous very rare cases of cutaneous lupus emtitesus and rare cases of bullous eruptions
such as erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis, and
Scleroderma-like changes usually preceded by peripheral lymphedema. In some cases multiple
factors may have contributed to the development of these effects. Severe hand and foot
syndrome has been reported.

Gastrointestinal: abdominal pain, anorexia, cdipation, duodenal ulcer, esophagitis,
gastrointestinal hemorrhage, gastrointestinatfgpation, ischemic colitis, colitis, intestinal
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obstruction, ileus, neutropenic erdeolitis and dehydration as a consequence to gastrointestinal
events have been reported.

Hematologic bleeding episodes. Disseminated inasoular coagulation (DIC), often in
association with sepsis or multiorgan failuteas been reported. Cases of acute myeloid
leukemia and myelodysplasic syndrome have hbegorted in association with TAXOTERE
when used in combination with othgremotherapy agents and/or radiotherapy.

Hypersensitivity: rare cases of anaphylactic shock have been reported. Very rarely these cases
resulted in a fatal outcome intgnts who received premedication.

Hepatic: rare cases of hepatitis, sometimes fatal primarily in patients with pre-existing liver
disorders, have been reported.

Neurologic: confusion, rare cases akizures or transient los# consciousness have been
observed, sometimes appearing during the infusion of the drug.

Ophthalmologic: conjunctivitis, lacrimation or lacriation with or without conjunctivitis.
Excessive tearing which may be attributable to lacrimal duct obstruction has been reported. Rare
cases of transient visual disturbances (flasfflashing lights, scotomaj} typically occurring

during drug infusion and in asgation with hypersensitivity reions have been reported.
These were reversible uporsdontinuation of the infusion.

Hearing: rare cases of ototoxicity,elring disorders and/or heagi loss have been reported,
including cases associateith other ototoxic drugs.

Respiratory: dyspnea, acute pulmonary edema, acuteregspy distress syndrome, interstitial
pneumonia. Pulmonary fibrosis has been rarefyorted. Rare cases of radiation pneumonitis
have been reported in patienggeiving concomitant radiotherapy.

Renal renal insufficiency and renal failure have beeported, the majority of these cases were
associated with concomitant nephrotoxic drugs

7. DRUG INTERACTIONS

Docetaxel is a CYP3A4 substrata.vitro studies have shown théite metabolism of docetaxel
may be modified by the concomitant administatof compounds that induce, inhibit, or are
metabolized by cytochrome P450 3A4.

In vivo studies showed that the exposure ofcetaxel increased 2.2-fold when it was
coadministered with ketoconazole, a potenhibitor of CYP3A4. Protease inhibitors,

particularly ritonavir, may iorease the exposure of docetax€bncomitant use of TAXOTERE

and drugs that inhibit CYP3Arhay increase exposure to docefaand should be avoided. In
patients receiving treatment with TAXOTER&ose monitoring for toxicity and a TAXOTERE

dose reduction could be considered if systeatiministration of a potent CYP3A4 inhibitor
cannot be avoidefgeeDosage and Administration (2.@nhd Clinical Pharmacology (12.3)
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8. USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category [3ee Warnings and Precautiohsection |

Based on its mechanism of action and findinganimals, TAXOTERE can cause fetal harm
when administered to a pregnant womalif. TAXOTERE is used during pregnancy, or if the
patient becomes pregnant while receiving this drug, the patient should be apprised of the
potential hazard to the fetus. Women of chéldbng potential should be advised to avoid
becoming pregnant during therapy with TAXOTERE.

TAXOTERE can cause fetal harm when administéced pregnant woman. Studies in both rats
and rabbits at dose=0.3 and 0.03 mg/kg/day, respectivdbbout 1/50 and 1/300 the daily
maximum recommended human dose on a rhdiasis), administered during the period of
organogenesis, have shown that TAXOTERE is embryotoxic and fetotoxic (characterized by
intrauterine mortalityjncreased resorption, reckd fetal weight, and fal ossification delay).

The doses indicated above atsaused maternal toxicity.

8.3 Nursing Mothers

It is not known whether docetaxel is excretedhuman milk. Becausmany drugs are excreted
in human milk, and because of the potentialsinious adverse reactiomsnursing infants from
TAXOTERE, a decision should be made whether tecdntinue nursing or to discontinue the
drug, taking into account the impance of the drug to the mother

8.4 Pediatric Use

The efficacy of TAXOTERE in pediatric patients monotherapy or in combination has not been
establishedThe overall safety profile SFAXOTERE in pediatric patients receiving monotherapy
or TCF was consistent with thk@own safety profile in adults.

TAXOTERE has been studied in a total of 2B8diatric patients: 239 in 2 trials with
monotherapy and 50 in combination treatmeith cisplatin and 5-fluoruracil (TCF).

TAXOTERE Monotherapy

TAXOTERE monotherapy was evaludtan a dose-finding phase larin 61 pediatric patients
(median age 12.5 years, range 1-22 years) withariety of refractory solid tumors. The
recommended dose was 125 mgas a 1-hour intravenous infosievery 21 days. The primary
dose limiting toxicity was neutropenia.

The recommended dose for TAXOTERE monotpgravas evaluated in a phase 2 single-arm
trial in 178 pediatric patients (median age y€ars, range 1-26 years)ith a variety of

recurrent/refractory solid tumors. Efficacy svaot established with tumor response rates
ranging from one complete respen(CR) (0.6%) in a patient with undifferentiated sarcoma to
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four partial responses (2.2%g¢en in one patient each wittwing Sarcoma, neuroblastoma,
osteosarcoma, and squamous cell carcinoma.

TAXOTERE in Combination

TAXOTERE was studied in combination with cisjieand 5-fluorouracil (TCF) versus cisplatin
and 5-fluorouracil (CF) for the induction treant of nasopharyngeal carcinoma (NPC) in
pediatric patients prior to chemoradiation cortadlon. Seventy-five patients (median age 16
years, range 9 to 21 years) were random{2et) to TAXOTERE (75 mg/m2) in combination
with cisplatin (75 mg/m?) and 5-fluorouracil (78@y/m?) (TCF) or to cisplatin (80 mg/m?) and
5-fluorouracil (1000 mg/m2/day) (CF). Theipary endpoint was the CR rate following
induction treatment of NPC. One patient o160 in the TCF group (2%) had a complete
response while none of the 25 patientthim CF group had a complete response.

Pharmacokinetics:

Pharmacokinetic parameters for docetaxel were determined in 2 pediatric solid tumor trials.
Following docetaxel administration at 55 mg/ta 235 mg/m in a 1-hour intravenous infusion
every 3 weeks in 25 patients agédo 20 years (median 1lears), docetaxel clearance was
17.3+10.9 L/h/rf.

Docetaxel was administered in combination wiibplatin and 5-fluorouracil (TCF), at dose
levels of 75 mg/rhin a 1-hour intravenous infusion day 1 in 28 patients aged 10 to 21 years
(median 16 years, 17 patients were older th@n Docetaxel clearance was 17.9+8.75 Lfh/m
corresponding to an AUC of 4.20+2.h@.h/mL.

In summary, the body surface area adjustkzhrance of docetaxel monotherapy and TCF
combination in children were comparable to those in asdesClinical Pharmacology (12.3)

8.5 Geriatric Use

In general, dose selection for an elderltigret should be cautiousgflecting the greater
frequency of decreased hepatienal, or cardiac function and obncomitant disease or other
drug therapy in elderly patients.

Non-Small Cell Lung Cancer

In a study conducted in chemotherapy-napatients with NSCLC (TAX326), 148 patients
(36%) in the TAXOTERE+cisplatin group wergs years of age or eater. There were
128 patients (32%) in the vinorelbine+cisplagmoup 65 years of age or greater. In the
TAXOTERE+cisplatin group, patients less than ¥&ars of age had a median survival of
10.3 months (95% CI: 9.1 months, 11.8 monthy] patients 65 years aider had a median
survival of 12.1 months (95% C9.3 months, 14 months). In patte 65 years of age or greater
treated with TAXOTERE+cisplatin, diarrhe®506), peripheral edema (39%) and stomatitis
(28%) were observed more frequently thanthe vinorelbine+cisplatin group (diarrhea 24%,
peripheral edema 20%, stomatitis 20%). Pati¢neiated with TAXOTERE+cisplatin who were
65 years of age or greater were more likelyexperience diarrhea (55%), infections (42%),
peripheral edema (39%) and stomatitis (28%inpared to patients less than the age of 65
administered the same treatmer8%gl 31%, 31% and 21%, respectively).
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When TAXOTERE was combined with carboplafor the treatment of chemotherapy-naive,
advanced non-small cell lung carcinoma, pati&atsears of age or gres (28%) experienced
higher frequency of infection agpared to similar patients treated with TAXOTERE+cisplatin,
and a higher frequency of diaed, infection and perighal edema than elderly patients treated
with vinorelbine+cisplatin.

Prostate Cancer

Of the 333 patients treated with TAXOTERE evergethweeks plus prednisone in the prostate
cancer study (TAX327), 209 patiemM®re 65 years of age or greaind 68 patients were older
than 75 years. In patients treated with TAXOEERvery three weeks, the following treatment
emergent adverse reactions occurred at eg18%b6 higher in patients 65 years of age or greater
compared to younger patients: anemia (71%5@86), infection (37% vs. 24%), nail changes
(34% vs. 23%), anorexia (21% vs. 10%4gight loss (15% vsH%) respectively.

Breast Cancer

In the adjuvant breast candeal (TAX316), TAXOTERE in cabination with doxorubicin and
cyclophosphamide was administered to 744 patiehtshom 48 (6%) were 65 years of age or
greater. The number of elderly patients wiezeived this regimen was not sufficient to
determine whether there were differencesarfiety and efficacy between elderly and younger
patients.

Gastric Cancer

Among the 221 patients treated with TAXOTEREcombination with cisplatin and fluorouracil
in the gastric cancer study, 54 n@e65 years of age or oldendh 2 patients were older than
75 years. In this study, the number oftigats who were 65 years of age or older was
insufficient to determine whether they responifiedently from younger patients. However, the
incidence of serious adverse reactions wasdrigh the elderly patints compared to younger
patients. The incidence of the followingdverse reactions (all grades, regardless of
relationship): lethargy, stomatitis, diarrhea, diexs, edema, febrile neutropenia/neutropenic
infection occurred at ratesl0% higher in patients who were g&ars of age or older compared
to younger patients. Elderly patients treiagth TCF should be closely monitored.

Head and Neck Cancer

Among the 174 and 251 patients who receittegl induction treatment with TAXOTERE in
combination with cisplatin and fluorouia¢TPF) for SCCHN in the TAX323 and TAX324
studies, 18 (10%) and 32 (13%)tbE patients were 65 yearsage or older, respectively.

These clinical studies of TAXOTERE in combiioa with cisplatin and fluorouracil in patients
with SCCHN did not include sufficient numbeo$ patients aged 6and over to determine
whether they respond differently from younger patients. Other reportéchtixperience with

this treatment regimen has not identified differences in responseedreelderly and younger
patients.
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8.6 Hepatic Impairment

Patients with bilirubin >ULN should not rage TAXOTERE. Also, patients with AST and/or
ALT >1.5 x ULN concomitant with alkalingphosphatase >2.5 x ULN should not receive
TAXOTERE [see Boxed WarningWarnings and Precdions (5.2) Clinical Pharmacology
(12.3].

10. OVERDOSAGE

There is no known antidote for TAXOTERE overdgs. In case of overdosage, the patient
should be kept in a specializedit where vital functions can bldosely monitored. Anticipated
complications of overdosage include: bonernma suppression, periphéraeurotoxicity, and
mucositis. Patients should receive therape@®€SF as soon as possible after discovery of
overdose. Other appropriate symptomateasures should be taken, as needed.

In two reports of overdose, one patient received 150 fmaith the other ceived 200 mg/mas
1-hour infusions. Both patientexperienced severe neutropgnimild asthenia, cutaneous
reactions, and mild paresthesaad recovered without incident.

In mice, lethality was observed follomg single intravenous doses that wet®4 mg/kg (about
4.5 times the human dose of 100 mgm a mg/rh basis); neurotoxicity associated with
paralysis, non-extension of hind limbs, andefity degeneration was ofiwed in mice at 48
mg/kg (about 1.5 times the human dose of 100 rhdasis). In male and female rats, lethality
was observed at a dose of 20 mg/kg (parable to the human dose of 100 nfgfm a mg/m
basis) and was associated with abnommigbsis and necrosis of multiple organs.

11.DESCRIPTION

Docetaxel is an antineoplastic eay belonging to the taxoid familyit is prepared by
semisynthesis beginning with a precursor exéédrom the renewable needle biomass of yew
plants. The chemical name for docetaiel(2R,3S)-N-carboxB-phenylisoserine,Nert-butyl
ester, 13-ester with 520-epoxy-1,2.,4,73,108,130-hexahydroxytax-11-en-9-one 4-acetate
2-benzoate, trihydrate. [@etaxel has the following structural formula:
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Docetaxel is a white to almost-whipwwder with an empirical formula of;@453NO14+ 3HO,
and a molecular weight of 861.9. It is highlgdphilic and practicallynsoluble in water.

Two-vial formulation (Inject _ion Concentrate and Diluent)

TAXOTERE (docetaxel) InjectiorConcentrate is a clear yellow to brownish-yellow viscous
solution. TAXOTERE is sterile, non-pyrogemniand is available in sgle-dose vials containing
20 mg (0.5 mL) or 80 mg (2 mL) docetaxehligdrous). Each mL contains 40 mg docetaxel
(anhydrous) and 1040 mg polysorbate 80.

TAXOTERE Injection Concentrate requires diauti with Diluent prior to addition to the
infusion bag. A sterile, non-pyrogenic, single-dalkient is supplied for that purpose. The
diluent for TAXOTERE contains 28 ethanol in water foinjection, and is supplied in vials.

12.CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Docetaxel is an antineoplastic agent that actsifypting the microtubularetwork in cells that
is essential for mitotic and interphase celldiamctions. Docetaxel binds to free tubulin and
promotes the assembly of tubulin into staierotubules while simultaously inhibiting their
disassembly. This leads to theoduction of microtubule bundlegthout normal function and to
the stabilization of microtubules/hich results in the inhibition ahitosis in cells. Docetaxel’s
binding to microtubules does not alter the nundfgerotofilaments in the bound microtubules, a
feature which differs from most spimdpoisons currently in clinical use.

12.3 Human Pharmacokinetics

Absorption: The pharmacokinetics of docetaxelehdeen evaluated in cancer patients after
administration of 20 mg/fmto 115 mg/rh in phase 1 studies. The area under the curve (AUC)
was dose proportional following doses of 70 mgtm115 mg/rf with infusion times of 1 to 2
hours. Docetaxel's pharmacokinetic profiles consistent with a three-compartment
pharmacokinetic model, with half-lives for the 3, andy phases of 4 min, 36 min, and 11.1 hr,
respectively. Mean total body clearance was 21 LFh/m
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Distribution: The initial rapid decline represedistribution to the pepiheral compartments and
the late (terminal) phase is due, in part,ataelatively slow effluxof docetaxel from the
peripheral compartment. Mean steadstestvolume of distribution was 113 Un vitro studies
showed that docetaxel ib@ut 94% protein bound, mainly ég-acid glycoprotein, albumin, and
lipoproteins. In three cancer patients, thevitro binding to plasma proteins was found to be
approximately 97%. Dexamethasone doesafffetct the protein binding of docetaxel.

Metabolism: In vitro drug interaction studies revealedhthdocetaxel is metabolized by the
CYP3A4 isoenzyme, and its metabolism mayniedified by the concomitant administration of
compounds that induce, inhibit, oreametabolized by cytochrome P450 34¢ke Drug
Interactions (7).

Elimination: A study of*C-docetaxel was conducted in three cancer patients. Docetaxel was
eliminated in both the urine and fecldlowing oxidative metabolism of theert-butyl ester
group, but fecal excretion was timeain elimination route. Wiith 7 days, urinary and fecal
excretion accounted for approximately 6%da75% of the administed radioactivity,
respectively. About 80% of the radioactivity oeered in feces is excreted during the first 48
hours as 1 major and 3 minor metabolites withy small amounts (less than 8%) of unchanged
drug.

Effect of Age: A population pharmacokinetanalysis was carried out after TAXOTERE
treatment of 535 patients dosed at 100 nigMharmacokinetic parameters estimated by this
analysis were very close to those estimditedn phase 1 studies. The pharmacokinetics of
docetaxel were not influenced by age.

Effect of Gender: The population pharmacokinetinalysis described aboa¢so indicated that
gender did not influence the pharmacokinetics of docetaxel.

Hepatic Impairment. The population pharmacokinatialysis described abovsdicated that in
patients with clinical chemistrgata suggestive of mild to aderate liver impairment (AST
and/or ALT >1.5 times ULN concomitant with alkee phosphatase >2tkbnes ULN), total body
clearance was lowered by an aage of 27%, resulting in a 38Mcrease in systemic exposure
(AUC). This average, however, includes a s$absal range and theres, at present, no
measurement that would allow recommendation for dose adjustment in such patients. Patients
with combined abnormalities of transaminas®l alkaline phosphatase should not be treated
with TAXOTERE. Patients with severe hépaimpairment have not been studiedsee
Warnings and Precautions (5.8hdUse in Specific Populations (8]6)

Effect of Race: Mean total body clearanceJapanese patients dosed at the range of 10g/m
to 90 mg/m was similar to that of Europedmerican populations dosed at 100 mg/m
suggesting no significant difference in the étiation of docetaxel in the two populations.

Effect of Ketoconazole: The effect of tkeonazole (a strong CYP3A4 inhibitor) on the
pharmacokinetics of docetaxel wasestigated in 7 cancer patients. Patients were randomized to
receive either docetaxel (100 m@§ intravenous) alone or doceeéh (10 mg/mz2 intravenous) in
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combination with ketoconazol@@0 mg orally once daily for 3 gg) in a crossover design with

a 3-week washout period. The ritsswf this study indicated th#tte mean dose-normalized AUC
of docetaxel was increased 2.2-fold and isachnce was reduced by 49% when docetaxel was
co-administration with ketoconazolsee Dosage and Administtimn (2.7) and Drug-Drug
Interactions (7).

Effect of Combination Therapies:

= Dexamethasone: Docetaxel total body clea@amas not modified by pretreatment with
dexamethasone.

= Cisplatin: Clearance of docetaxel in combinatittrerapy with cisplatin was similar to
that previously observed following moherapy with docetaxel. The pharmacokinetic
profile of cisplatin in combination therapyith docetaxel was similar to that observed
with cisplatin alone.

= Cisplatin and Fluorouracil: The combined administration of docetaxel, cisplatin and
fluorouracil in 12 patients with solid tumohsd no influence on the pharmacokinetics of
each individual drug.

= PrednisoneA population pharmacokinetic analysispsma data from 40 patients with
hormone-refractory metastatic prostate cancer indicated that docetaxel systemic clearance
in combination with prednisone is similty that observed follwing administration of
docetaxel alone.

= Cyclophosphamide and Doxorubicin: Audy was conducted in 30 patients with
advanced breast cancer to determine the patefor drug-drug-iteractions between
docetaxel (75 mg/m?), doxorubicin (50 mg), and cyclophosphamide (500 mg/m?)
when administered in combination. The coaustration of docetaxel had no effect on
the pharmacokinetics of doxorubicin and cyclophosphamide when the three drugs were
given in combination compared tocoadministration of doxorubicin and
cyclophosphamide only. In addition, doxorubiaimd cyclophosphamide had no effect on
docetaxel plasma clearance when the three drugs were given in combination compared to
historical data for docetaxel monotherapy.

13.NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with doeetel have not been performed.

Docetaxel was clastogenic in thevitro chromosome aberration test in CHQ@-¢€lls and in the

in vivo micronucleus test in mice administered doses of 0.39 to 1.56 mg/kg (abdutal 805"

the recommended human dose on a Mdpasis). Docetaxel was not mutagenic in the Ames test
or the CHO/HGPRT gene mutation assays.
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Docetaxel did not reduce fertility in rats whadministered in multiple intravenous doses of up
to 0.3 mg/kg (about 1/30the recommended human dose on a rdsasis), but decreased
testicular weights were reportetdhis correlates with finding®f a 10-cycletoxicity study
(dosing once every 21 days for 6 months) its rand dogs in which testicular atrophy or
degeneration was observed at intravenous do&mg/kg in rats and 0.375 mg/kg in dogs
(about 1/8' and 1/18 the recommended human dose on a mdbasis, respectively). An
increased frequency of dosing in rats prodwsiedlar effects at lower dose levels.

14.CLINICAL STUDIES

14.1 Locally Advanced or Metastatic Breast Cancer

The efficacy and safety of TAXOTERE have besmluated in locally dvanced or metastatic
breast cancer after failure of previous chdmapy (alkylating agent-containing regimens or
anthracycline-containg regimens).

Randomized Trials

In one randomized trial, patients with a bist of prior treatment with an anthracycline-
containing regimen were assignedr®@atment with TAXOTERE (100 mg/mevery 3 weeks) or
the combination of mitomycin (12 mgfmevery 6 weeks) and vinblastine (6 m@/every

3 weeks). Two hundred three patients weaadomized to TAXOTERE and 189 to the
comparator arm. Most patients had receivedrpmiemotherapy for metastatic disease; only 27
patients on the TAXOTERE arm and 33 patieats the comparator arm entered the study
following relapse after adjuvant therapy. Thopearters of patients haaheasurable, visceral
metastases. The primary endpoint was timprégression. The following table summarizes the
study results (See Table 13).

Table 13 - Efficacy of TAXOTERE in the Treatment of BreastCancer Patients Previously
Treated with an Anthracycline-Containing Regimen (Intent-to-Treat Analysis)

Efficacy Parameter Docetaxel Mitomycin/ p-value
Vinblastine
(n=203) (n=189)

Median Survival 11.4 months 8.7 months

Risk Ratio*, Mortality

(Docetaxel: Control) 0.73 p=0.01
Log Rank

95% CI (Risk Ratio) 0.58-0.93

Median Time to 4.3 months 2.5 months

Progression

Risk Ratio*, Progression p=0.01

(Docetaxel: Control) 0.75 Log Rank
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95% CI (Risk Ratio) 0.61-0.94

Overall Response Rate 28.1% 9.5% p<0.0001
Complete Response Rate 3.4% 1.6% Chi Square

*For the risk ratio, a value $s than 1.00 favors docetaxel.

In a second randomized trial, patients previousdated with an alkylating-containing regimen
were assigned to treatmtewith TAXOTERE (100 mg/f) or doxorubicin (75 mg/f) every

3 weeks. One hundred sixty-one patients warelomized to TAXOTERE and 165 patients to
doxorubicin. Approximately one-hadff patients had received prior chemotherapy for metastatic
disease, and one-half entered the study followalgpse after adjuvant therapy. Three-quarters
of patients had measurable, visceral metastases primary endpoint was time to progression.
The study results are summarized below (See Table 14).

Table 14 - Efficacy of TAXOTERE in the Treatment of BreastCancer Patients Previously
Treated with an Alkylating-Containin g Regimen (Intent-to-Treat Analysis)

Efficacy Parameter Docetaxel Doxorubicin p-value
(n=161) (n=165)

Median Survival 14.7 months 14.3 months

Risk Ratio*, Mortality

(Docetaxel: Control) 0.89 p=0.39
Log Rank

95% CI (Risk Ratio) 0.68-1.16

Median Time to

Progression 6.5 months 5.3 months

Risk Ratio*, Progression p=0.45

(Docetaxel: Control) 0.93 Log Rank

95% ClI (Risk Ratio) 0.71-1.16

Overall Response Rate 45.3% 29.7% p=0.004

Complete Response 6.8% 4.2% Chi Square

Rate

*For the risk ratio, a value $s than 1.00 favors docetaxel.

In another multicenter open-label, randomized (i@ X313), in the treatmat of patients with
advanced breast cancer who progressed lapsed after one prior chemotherapy regimen,
527 patients were randomized teceive TAXOTERE monotherapy 60 md/nn=151),

75 mg/nf (n=188) or 100 mg/M(n=188). In this trial, 94% opatients had metastatic disease
and 79% had received prior anthracycline thgra Response rate was the primary endpoint.
Response rates increased WitAXOTERE dose: 19.9% for the 60 md/mroup compared to
22.3% for the 75 mg/frand 29.8% for the 100 mg?rgroup; pair-wise comparison between the
60 mg/nt and 100 mg/fhgroups was statistittg significant (p=0.037).
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Single Arm Studies

TAXOTERE at a dose of 100 mgfmvas studied in six single arm studies involving a total of
309 patients with metastatic breast cancewttom previous chemotherapy had failed. Among
these, 190 patients had anthracycline-resistagdgbrcancer, defined as progression during an
anthracycline-containing chenf@trapy regimen for metastaticsdase, or relapse during an
anthracycline-containing adjunt regimen. In anthracycline-resistant patients, the overall
response rate was 37.9% (72/190; 95% C.I.. 34.8) and the complete response rate was
2.1%.

TAXOTERE was also studied in three singlen Japanese studies at a dose of 60 mgdm
174 patients who had received prior chemotherapyldoally advanced or metastatic breast
cancer. Among 26 patients whose besstponse to an #macycline had beeprogression, the
response rate was 34.6% (95% C.l.: 17.2-55.7), ginaléhe response rate in single arm studies
of 100 mg/n.

14.2 Adjuvant Treatment of Breast Cancer

A multicenter, open-label, randomized trialAX316) evaluated the efficacy and safety of
TAXOTERE for the adjuvant treatment of patemith axillary-node-psitive breast cancer and
no evidence of distant metastadisease. After stratification aacling to the number of positive
lymph nodes (1-3, 4+), 1491 patients were tanited to receive either TAXOTERE 75 mg/m
administered 1-hour after doxorubicin 50 mgnd cyclophosphamide 500 md/(TAC arm),

or doxorubicin 50 mg/f followed by fluorouracil 500 mg/fmand cyclosphosphamide
500 mg/m (FAC arm). Both regimens were adustered every 3 weeks for 6 cycles.
TAXOTERE was administered aslahour infusion; all other drugsere given as intravenous
bolus on day 1. In both arms, after the lastewflchemotherapy, patients with positive estrogen
and/or progesterone receptaeceived tamoxifen 20 mg daily for up to 5 years. Adjuvant
radiation therapy was prescribed according to guidelines in place at participating institutions and
was given to 69% of patients who receivedCTand 72% of patients who received FAC.

Results from a second interim analysis (medllow-up 55 months) are as follows: In study
TAX316, the docetaxel-containing combinatisagimen TAC showed significantly longer
disease-free survival (DFS) than FAC (hazeatio=0.74; 2-sided 95%I1=0.60, 0.92, stratified
log rank p=0.0047). The primary endpoint, disease-fsurvival, included local and distant
recurrences, contralatétareast cancer and deaths from anysea The overall reduction in risk
of relapse was 25.7% for TAC-treated patients. (See Figure 1).

At the time of this interim analysis, based on 219 deaths, overailauwas longer for TAC
than FAC (hazard ratio=0.69, 2-sided 95% CI=0.53, 0.98geFigure 3. There will be further
analysis at the time survival data mature.

Figure 1 - TAX316 Disease Free Survival K-M curve
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Figure 2 - TAX316 Overall Survival K-M Curve
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The following table describes the results whgroup analyses for DFS and OS (See Table 15).

Table 15 - Subset Analyses-Adjuvant Breast Cancer Study

Disease Free Survival Overall Survival
Patient subset Number of Hazard 95% ClI Hazard 95% ClI
patients ratio* ratio*
No. of positive
nodes
Overall 744 0.74 (0.60, 0.92) 0.69 (0.53, 0.90)
1-3 467 0.64 (0.47, 0.87) 0.45 (0.29, 0.70)
4+ 277 0.84 (0.63, 1.12) 0.93 (0.66, 1.32)
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Receptor status
Positive 566 0.76 (0.59, 0.98) 0.69 (0.48, 0.99)
Negative 178 0.68 (0.48, 0.97) 0.66 (0.44, 0.98)

*a hazard ratio of less than 1 indicates that TAC is asedorgth a longer disease frearvival or overall survival
compared to FAC.

14.3 Non-Small Cell Lung Cancer (NSCLC)

The efficacy and safety of TAXOTERE has besaluated in patients with unresectable, locally
advanced or metastatic nondahcell lung cancer whose disedsas failed prior platinum-based
chemotherapy or in patients who are chemotherapy-naive.

Monotherapy with TAXOTERE for NSCLC Prmwsly Treated with Platinum-Based
Chemotherapy

Two randomized, controlled trials establed that a TAXOTERE dose of 75 md/mvas
tolerable and yielded a favorabteitcome in patients previoustyeated with platinum-based
chemotherapy (see below). TAXGRE at a dose of 100 mg/nhowever, was associated with
unacceptable hematologic toxicity, infectiongidatreatment-related mortality and this dose
should not be usefsee Boxed Warning Dosage and Admistration (2.7) Warnings and
Precautions (5.3)

One trial (TAX317), randomized pants with Iacally advanced or medtatic non-small cell lung
cancer, a history of prior platinum-based chematpye, no history of teane exposure, and an
ECOG performance state® to TAXOTERE or best supportivcare. The primary endpoint of
the study was survival. Patients weréiafly randomized to TAXOTERE 100 mgfmor best
supportive care, but early toxic deaths as ttlose led to a dose reduction to TAXOTERE
75 mg/mf. A total of 104 patients were randomized this amended study to either
TAXOTERE 75 mg/m or best supportive care.

In a second randomized trial (TAX320), 373 patienith locally advancedr metastatic non-
small cell lung cancer, a history of priglatinum-based chemotherapy, and an ECOG
performance status?2 were randomized to TAXOTERE 75 md/iTAXOTERE 100 mg/rhand

a treatment in which the investigatchose either vinorelbine 30 md/ndays 1, 8, and

15 repeated every 3 weeks or ifosfamide 2°glays 1-3 repeated every 3 weeks. Forty percent
of the patients in this study had a history abppaclitaxel exposurelhe primary endpoint was
survival in both trials. The efficacy data for the TAXOTERE 75 nfgdnm and the comparator
arms are summarized in Table 16 a&ndures 3and 4 showing the survivaturves for the two
studies.

Table 16 - Efficacy of TAXOTERE in the Treatment of Non-Small Cell Lung Cancer
Patients Previously Treated with a Patinum-Based Chemotherapy Regimen

(Intent-to-Treat Analysis)

TAX317 TAX320
Docetaxel Best Docetaxel Control
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75 mg/nt Supportive 75 mg/nf (V/1%)
n=55 Care n=125 n=123
n=49
Overall Survival
Log-rank Test p=0.01 p=0.13
Risk Ratid", Mortality
(Docetaxel: Control) 0.56 0.82
95% CI (Risk Ratio) (0.35, 0.88) (0.63, 1.06)
Median Survival 7.5 months** | 4.6 months 5.7 months 5.6 months
95% ClI (5.5, 12.8) (3.7, 6.1) (5.1, 7.1) (4.4,7.9)
% 1-year Survival 37%**" 12% 30%* 20%
95% CI (24, 50) (2, 23) (22, 39) (13, 27)
Time to Progression 12.3 weeks** | 7.0 weeks 8.3 weeks 7.6 weeks
95% CI (9.0, 18.3) (6.0, 9.3) (7.0, 11.7) (6.7, 10.1)
Response Rate 5.5% Not 5.7% 0.8%
Applicable

95% CI (1.1, 15.2) (2.3,11.3) (0.0, 4.5)

* Vinorelbine/lfosfamide

** n<0.05; "uncorrected for miiple comparisons’’ a value less than 1.00 favors docetaxel.

Only one of the two trials (TAX317) showedckear effect on survival, the primary endpoint;
that trial also showedn increased rate survival to one year. In the second study (TAX320) the

rate of survival at ongear favored TAXOTERE 75 mg/n

Figure 3 - TAX317 Survival K-M Curves - TAXOTERE 75 mg/nt vs. Best Supportive
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Figure 4 - TAX320 Survival K-M Curves - TAXOTERE 75 mg/nt vs. Vinorelbine or
Ifosfamide Control
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Patients treated with TAXOTERE at a dose of 75 migéxperienced no deterioration in
performance status and body glet relative to the comparator arms used in these trials.

Combination Therapy with TAXOTERE for Chemotherapy-Naive NSCLC

In a randomized controlled trial (TAX326), 12Xtients with unresectable stage IIIB or
IV NSCLC and no prior chemotherapy were ramtced to receive one of three treatments:
TAXOTERE 75 mg/m as a 1 hour infusion immediagebllowed by cisplatin 75 mg/frover 30

to 60 minutes every 3 weeks; vinorelbine 25 nfgdidministered over 6-10 minutes on days 1, 8,
15, 22 followed by cisplatin 100 mgfradministered on day 1 of cycles repeated every 4 weeks;
or a combination of TAXOTERE and carboplatin.

The primary efficacy endpoint was overall Sual. Treatment with TAXOTERE-+cisplatin did

not result in a statistically sigigantly superior survival compared to vinorelbine+cisplatin (see
table below). The 95% confidence interval of baard ratio (adjusted for interim analysis and
multiple comparisons) shows that the additiom AKXOTERE to cisplatirresults in an outcome
ranging from a 6% inferior to a 26% superior sualcompared to thedalition of vinorelbine to
cisplatin. The results of a furthetatistical analysis showed thattleast (the lower bound of the
95% confidence interval) 62% of the known sualieffect of vinorelbine when added to
cisplatin (about a 2-month increase in median survival, Wozniak et al. JCO, 1998) was
maintained. The efficacy data for the TAXOTER#Splatin arm and the comparator arm are
summarized imable 17
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Table 17 - Survival Analysis of TAXOTERE in Combination Therapy for Chemotherapy-

Naive NSCLC
Comparison Taxotere+Cisplatin | Vinorelbine+Cisplatin
n=408 n=405
Kaplan-Meier Estimate of MediaBurvival 10.9 months 10.0 months
p-valué 0.122
Estimated Hazard Rafio 0.88
Adjusted 95% Ci (0.74, 1.06)

2From the superiority test (stratified log rank) caripg TAXOTERE+cisplatirio vinorelbine+cisplatin

’Hazard ratio of TAXOTERE+cisplatin vssinorelbine+cisplatin. A hazard ratiof less than 1 indicates that
TAXOTERE+cisplatin is associed with a longer survival.

“Adjusted for interim analysis and multiple comparisons.

The second comparison in the same ed¢harm study, vinorelbine+cisplatin versus
TAXOTERE+carboplatin, did not demonstrate pstor survival associated with the
TAXOTERE arm (Kaplan-Meier estimate ofmedian survival was 9.1 months for
TAXOTERE+carboplatin compared to 10.0 months the vinorelbine+cisplatin arm) and the
TAXOTERE+carboplatin arm did not demonstrate preation of at least 50% of the survival
effect of vinorelbine added to cisplatin. Secagdandpoints evaluateth the trial included
objective response and time toogression. There was no sttdally significant difference
between TAXOTERE+cisplatin and vinorelbine+cedpil with respect to objective response and
time to progression (see Table 18).

Table 18 - Response and TTP Analysis GIAXOTERE in Combination Therapy for
Chemotherapy-Naive NSCLC

Endpoint TAXOTERE+Cisplatin Vinorelbine+Cisplatin p-value
Objective Response Rate 31.6% 24.4% Not Significant
(95% CIf (26.5%, 36.8%) (19.8%, 29.2%)

Median Time to

Progressioh 21.4 weeks 22.1 weeks Not Significant
(95% CIy (19.3, 24.6) (18.1, 25.6)

@Adjusted for multiple comparisons.
PKaplan-Meier estimates.

14.4 Hormone Refractory Prostate Cancer

The safety and efficacy of TAXOTERE in cométion with prednisone in patients with

androgen independent (hormone refractory) siate prostate cancer were evaluated in a

randomized multicenter active control trial. Aabof 1006 patients with Karnofsky Performance

Status (KPS»60 were randomized to the following treatment groups:

e TAXOTERE 75 mg/m every 3 weeks for 10 cycles.

e TAXOTERE 30 mg/m administered weekly for the fir§ weeks in a 6-week cycle for
5 cycles.

e Mitoxantrone 12 mg/fevery 3 weeks for 10 cycles.
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All 3 regimens were administered in comdtion with prednisone 5 mg twice daily,
continuously.

In the TAXOTERE every three week arm, a stat#ly significant overall survival advantage

was demonstrated compared to mitoxantroime the TAXOTERE weekly arm, no overall
survival advantage was demonstrated comparéaetoitoxantrone control arm. Efficacy results

for the TAXOTERE every 3 week arm versus the control arm are summarized in Table 19 and

Figure 5.

Table 19 - Efficacy of TAXOTERE in the Treatment of Patients with Androgen
Independent (Hormone Refractory) Metastatic Prostate Cancer (Intent-to-Treat Analysis)

TAXOTERE+ Prednisone
every 3 weeks

Mitoxantrone+ Prednisone
every 3 weeks

Number of patients
Median survival (months)
95% ClI

Hazard ratio

95% ClI

p-value*

335
18.9
(17.0-21.2)
0.761
(0.619-0.936)
0.0094

337
16.5
(14.4-18.6)

*Stratified log rank test. Threshold for 8&tical significance = 0.0175 because of 3 arms.

Figure 5 - TAX327 Survival K-M Curves
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14.5 Gastric Adenocarcinoma

A multicenter, open-label, randomized trial wasmducted to evaluate the safety and efficacy of
TAXOTERE for the treatment of patients widdvanced gastric adenocarcinoma, including
adenocarcinoma of the gastroesophageal jomctvho had not received prior chemotherapy for
advanced disease. A total of 445 patients WS >70 were treatedith either TAXOTERE
(T) (75 mg/nf on day 1) in combinatiowith cisplatin (C) (75 mg/fon day 1) and fluorouracil
(F) (750 mg/m per day for 5 days) or cisplatin (100 mg/mn day 1) and fluorouracil
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(1000 mg/m per day for 5 days). The length of a treatment cycle was 3 weeks for the TCF arm
and 4 weeks for the CF arm. The demographarastteristics were balanced between the two
treatment arms. The median age was 55 yea®%,Wére male, 71% were Caucasian, 24% were
65 years of age or older, 19% had a prior curative surgery and 12% had palliative surgery. The
median number of cycles administered per patreas 6 (with a range of 1-16) for the TCF arm
compared to 4 (with a range of 1-12) for t8& arm. Time to progression (TTP) was the
primary endpoint and was defined as time frandomization to disease progression or death
from any cause within 12 weeks of the last eable tumor assessment or within 12 weeks of the
first infusion of study drugs fguatients with no evaluable tumassessment after randomization.
The hazard ratio (HR) for TTP was 1.47 (CFH,®5% CI. 1.19-1.83) with a significantly
longer TTP (p=0.0004) in the TCF arm. Approxinlaté5% of patients had died at the time of
this analysis. Overall survivalas significantly longer (p=0.0201) in the TCF arm with a HR of
1.29 (95% CI: 1.04-1.61). Efficacy results arensvarized in Table 20 arféigures Gand?.

Table 20 - Efficacy of TAXOTERE in the treatment of patients with gastric
adenocarcinoma

Endpoint TCF CF
n=221 n=224

Median TTP (months) 5.6 3.7

(95%Cl) (4.86-5.91) | (3.45-4.47)

Hazard ratid 0.68

(95%Cl) (0.55-0.84)

*p-value 0.0004

Median survival (months) 9.2 8.6

(95%Cl) (8.38-10.58) | (7.16-9.46)

Hazard rati6 0.77

(95%Cl) (0.62-0.96)

*p-value 0.0201

Overall Response Rate (CR+PR) (%0) 36.7 | 25.4

p-value 0.0106

*Unstratified log-rank test
"For the hazard ratio (TCF/CF), valuess than 1.00 favor the TAXOTERE arm.

Subgroup analyses were consistent with theadveesults across age, gender and race.
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Figure 6 - Gastric Cancer Study (TAX325) Time to Progression K-M Curve
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Figure 7 - Gastric Cancer Study (TAX325)Survival K-M Curve
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14.6 Head and Neck Cancer

Induction chemotherapy followed by radiotherapy (TAX323)

The safety and efficacy of TAXOTERE in the intloa treatment of patients with squamous cell
carcinoma of the head and neck (SCCHN)swavaluated in a multicenter, open-label,
randomized trial (TAX323). In this study, 358tieats with inoperale locally advanced
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SCCHN, and WHO performance statO or 1, were randomized to one of two treatment arms.
Patients on the TAXOTERE arreceived TAXOTERE (T) 75 mg/ffollowed by cisplatin (P)

75 mg/nf on Day 1, followed by fluorouracil (F) 750 mdfier day as a continuous infusion on
Days 1-5. The cycles were repeated every thueeks for 4 cycles. Patients whose disease did
not progress received radiotherapy (RT) accortngstitutional guidelines (TPF/RT). Patients
on the comparator arm received cisplatin (P) 100 rhgémDay 1, followed by fluorouracil (F)
1000 mg/mM/day as a continuous infusion on Days IFBe cycles were repeated every three
weeks for 4 cycles. Patients whose disedik not progress received RT according to
institutional guidelines (PF/RT). At the end of chemotherapwith a minimal interval of

4 weeks and a maximal interval 7 weeks, patients whosesdase did not progress received
radiotherapy (RT) according to institutional guides. Locoregional therapy with radiation was
delivered either with a conventional fractioegimen (1.8 Gy-2.0 Gy once a day, 5 days per
week for a total dose of 66 to 70 Gy) or wath accelerated/hyperfractionated regimen (twice a
day, with a minimum interfractiomterval of 6 hours, 5 days peweek, for a total dose of 70 to
74 Gy, respectively). Surgical gection was allowed following emotherapy, before or after
radiotherapy.

The primary endpoint in thistudy, progression-free survivd®KkS), was significantly longer in

the TPF arm compared to the PF arm, p=0.0077 (median PFS: 11.4 vs. 8.3 months respectively)
with an overall median follow up time of 33.7 mbst Median overall survival with a median
follow-up of 51.2 months was also significantly longe favor of the TPF arm compared to the

PF arm (median OS: 18.6 vs. 14.2 months respaygjiv Efficacy results are presented in
Table 21landFigures 8and9.
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Table 21 - Efficacy of TAXOTERE in the indudion treatment of patients with inoperable

locally advanced SCCHN (Intent-to-Treat Analysis)

ENDPOINT TAXOTERE+
Cisplatin+ Cisplatin+
Fluorouracil Fluorouracil
n=177 n=181

Median progression free survival (months) 11.4 8.3
(95%CiI) (10.1-14.0) (7.4-9.1)
Adjusted Hazard ratio 0.71
(95%CiI) (0.56-0.91)
*p-value 0.0077
Median survival (months) 18.6 14.2
(95%Cl) (15.7-24.0) (11.5-18.7)
Hazard ratio 0.71
(95%CiI) (0.56-0.90)
**n-value 0.0055
Best overall response (CR + PR) to
chemotherapy (%) 67.8 53.6
(95%CI) (60.4-74.6) (46.0-61.0)
***p-value 0.006
Best overall response (CR + PR) to study
treatment [chemotherapy +/- radiotherapy] (%) 72.3 58.6
(95%CiI) (65.1-78.8) (51.0-65.8)
***p-value 0.006

A Hazard ratio of less than 1 favaF&XOTERE+Cisplatin+Fluorouracil

* Stratified log-rank test based on primary tumor site

** Stratified log-rank test, not adjusted for multiple comparisons
*** Chi square test, not adjusted for multiple comparisons

Figure 8 - TAX323 Progression-Free Survival K-M Curve
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Figure 9 - TAX323 Overall Survival K-M Curve
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Induction chemotherapy followed by chemoradiotherapy (TAX324)

The safety and efficacy of TAXOTERE in theduction treatment of patients with locally
advanced (unresectable, low surgical cureprgan preservation) STHN was evaluated in a
randomized, multicenter open-label trial (TAX324)n this study, 501 patients, with locally
advanced SCCHN, and a WHO performance stafu3 or 1, were randoized to one of two
treatment arms. Patients on the TAXOTERE arm received TAXOTERE (T) 75 mg/m? by
intravenous infusion on day 1 followed by cispiafP) 100 mg/m2 admisiered as a 30-minute
to three-hour intravenous infusion, follosveby the continuous intravenous infusion of
fluorouracil (F) 1000 mg/m?/day from day 1 to d&y The cycles were repeated every 3 weeks
for 3 cycles. Patients on the comparator agneived cisplatin (P) 100 mg/m? as a 30-minute to
three-hour intravenous infusion on day 1 followey the continuous intravenous infusion of
fluorouracil (F) 1000 mg/m?/day from day 1 to dayThe cycles were peated every 3 weeks
for 3 cycles.

All patients in both treatmentras who did not have progressidisease were to receive 7 weeks
of chemoradiotherapy (CRT) following inductionechotherapy 3 to 8 weeks after the start of
the last cycle. During radiotherapy, carbapld AUC 1.5) was given weekly as a one-hour
intravenous infusion for a maximum of 7 doseRadiation was delivered with megavoltage
equipment using once daily fractionation (2 Gy gay, 5 days per wedhkr 7 weeks for a total
dose of 70-72 Gy). Surgery on the primary sitaligkase and/or neck could be considered at
anytime following completion of CRT.

The primary efficacy endpoint, overall survival ) was significantly longer (log-rank test,
p=0.0058) with the TAXOTERE-coaining regimen compared to PF [median OS: 70.6 versus
30.1 months respectively, hazard ratio (HR}£0.95% confidence interval (Cl)= 0.54 — 0.90].
Overall survival results are pegted inTable 22andFigure 10
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Table 22 - Efficacy of TAXOTERE in the indudion treatment of patients with locally
advanced SCCHN (Intent-to-Treat Analysis)

TAXOTERE+ Cisplatin+
Cisplatin+ Fluorouracil Fluorouracil
ENDPOINT n=255 n=246

Median overall survival (months) 70.6 30.1
(95% CI) (49.0-NE) (20.9-51.5)
Hazard ratio: 0.70
(95% ClI) (0.54-0.90)
*p-value 0.0058

A Hazard ratio of less than 1 favaF&XOTERE+cisplatin+fluorouracil

* un-adjusted log-rank test
NE - not estimable

Figure 10 - TAX324 Overall Survival K-M Curve
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TPF: 255 234 196 176
PF. 246 223 169 146
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16. HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Two vial formulation (Injeabn Concentrate and Diluent)

TAXOTERE Injection Concentrate isupplied in a single-dose viak a sterile, pyrogen-free,
non-aqueous, viscous solution with an accanyng sterile, non-pyrogenic, Diluent (13%
ethanol in water for injection) vial.

TAXOTERE 80 mg/2 mL (NDC 0075-8001-80)

TAXOTERE (docetaxel) Injection Concen&ai80 mg/2 mL: 80 mg docetaxel in 2 mL
polysorbate 80 and Diluent fGrAXOTERE 80 mg (13% (w/w) etmel in water for injection).
Both items are in a blisr pack in one carton.

TAXOTERE 20 mg/0.5 mL (NDC 0075-8001-20)

TAXOTERE (docetaxel) Injection Concentra®® mg/0.5 mL: 20 mg docetaxel in 0.5 mL
polysorbate 80 and Diluent fGrAXOTERE 20 mg (13% (w/w) etimel in water for injection).
Both items are in a blier pack in one carton.

16.2 Storage

Store between 2°C and 25°C (36°F and 77°F). Retathe original packge to protect from
bright light. Freezing does natlversely affect the product.

16.3 Handling and Disposal

Procedures for proper handling and disposarmifcancer drugs should leensidered. Several
guidelines on this subject have been publigsedReferences ()b.

17. PATIENT COUNSELING INFORMATION

See FDA-Approved Patient Labeling

* TAXOTERE may cause fetal harm. Advpsients to avoid becoming pregnant while
receiving this drug. Women of childbearing pdiaihshould use effecter contraceptives if
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receiving TAXOTERE [see Warnings and Precautiong5.10) and Use in Specific
Populations (8.1)

* Obtain detailed allergy and concomitant drug information from the patient prior to
TAXOTERE administration.

» Explain the significance of o@rticosteroids such as demethasone administration to the
patient to help facilitate compliance. Instruct patients to report if they were not compliant
with oral corticosteroid regimen.

* Instruct patients to immediatelpoe signs of a hypgeensitivity reaction.

* Tell patients to watch for signs of fluid néten such as peripheral edema in the lower
extremities, weight gain and dyspnea.

* Explain the significance obutine blood cell counts. Instupatients tomonitor their

temperature frequently and immedigtetport any occurrence of fever.

Instruct patients to report myalgiataneous, or neurologic reactions.

Explain to patients that side effects saghausea, vomiting, diagd&, constipation, fatigue,
excessive tearing, infusion site reactions, drair loss are associated with docetaxel
administration.

Patient Information

TAXOTERE (pronounced as TAX-O-TEER)
(generic name = docetaxel)

Read this Patient Information before you receive your first treatment with
TAXOTERE and each time before you are treated. There may be new information.
This information does not take the place of talking with your doctor about your
medical condition or your treatment.

What is the most important informatio n | should know about TAXOTERE?
TAXOTERE can cause serious side effects, including death.

1. The chance of death in people wh o receive TAXOTERE is higher if
you:
e have liver problems
e receive high doses of TAXOTERE
e have non-small cell lung cancer and have been treated with
chemotherapy medicines that contain platinum

2. TAXOTERE can affect your blood cells. Your doctor should do routine
blood tests during treatment with TAXOTERE. This will include regular
checks of your white blood cell counts. If your white blood cells are too
low, your doctor may not treat you with TAXOTERE until you have enough
white blood cells. People with low white blood counts can develop life-
threatening infections. The earliest sign of infection may be fever. Follow
your doctor’s instructions for how often to take your temperature while
taking TAXOTERE. Call your doctor right away if you have a fever.
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3.

Serious allergic reactions can happen in people who take TAXOTERE.
Serious allergic reactions are medical emergencies that can lead to death
and must be treated right away.

Tell your doctor right away if you have any of these signs of a serious
allergic reaction:

0 trouble breathing

o sudden swelling of your face, lips, tongue, throat, or trouble
swallowing

o hives (raised bumps), rash, or redness all over your body

Your body may hold too much fluid (severe fluid ret ention) during
treatment with TAXOTERE. This can be life threatening. To decrease the
chance of this happening, you must take another medicine, a
corticosteroid, before each TAXOTERE treatment. You must take the
corticosteroid exactly as your doctor tells you. Tell your doctor or nurse
before your TAXOTERE treatment if you forget to take corticosteroid dose
or do not take it as your doctor tells you.

What is TAXOTERE?

TAXOTERE is a prescription anti-cancer medicine used to treat certain people

with:
[ ]
[ ]
[ ]

breast cancer

non-small cell lung cancer
prostate cancer

stomach cancer

head and neck cancer

The effectiveness of TAXOTERE in children has not been established.

Who should not take TAXOTERE?
Do not take TAXOTERE if you:

have had a severe allergic reaction to:
o0 docetaxel, the active ingredient in TAXOTERE, or

0 any other medicines that contain polysorbate 80. Ask your doctor
or pharmacist if you are not sure.

See “What is the most important information | should know about
TAXOTERE?” for the signs and symptoms of a severe allergic reaction.

have a low white blood cell count.

What should | tell my doctor before receiving TAXOTERE?

Before you receive TAXOTERE, tell your doctor if you:
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e are allergic to any medicines. See “Who should not take TAXOTERE?"
Also, see the end of this leaflet for a list of the ingredients in TAXOTERE.

e have liver problems
e have any other medical conditions

e are pregnant or plan to become pregnant. TAXOTERE can harm your
unborn baby.

e are breast-feeding or plan to breast-feed. It is not known if TAXOTERE
passes into your breast milk. You and your doctor should decide if you
will take TAXOTERE or breast-feed.

Tell your doctor about all the medicines you take including prescription and non-
prescription medicines, vitamins, and herbal supplements. TAXOTERE may
affect the way other medicines work, and other medicines may affect the way
TAXOTERE works.

Know the medicines you take. Keep a list of them and show it to your doctor
and pharmacist when you get a new medicine.
How will | receive TAXOTERE?

e TAXOTERE will be given to you as an intravenous (1V) injection into your
vein, usually over 1 hour.

e TAXOTERE is usually given every 3 weeks.

e Your doctor will decide how long you will receive treatment with
TAXOTERE.

e Your doctor will check your blood cell counts and other blood tests during
your treatment with TAXOTERE to check for side effects of TAXOTERE.

e Your doctor may stop your treatment, change the timing of your
treatment, or change the dose of your treatment if you have certain side
effects while taking TAXOTERE.

What are the possible side effects of TAXOTERE?
TAXOTERE may cause serious side effects including d  eath.

e See "What is the most important information | should know about
TAXOTERE?”

e Acute Myeloid Leukemia (AML), a type of blood cancer, can happen in
people who take TAXOTERE along with certain other medicines. Tell your
doctor about all the medicines you take.

e Other Blood Disorders — Changes in blood counts due to leukemia and other
blood disorders may occur years after treatment with Taxotere.

e Skin Reactions including redness and swelling of your arms and legs
with peeling of your skin.
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e Neurologic Symptoms including numbness, tingling, or burning in your
hands and feet.

The most common side effects of TAXOTERE include:

changes in your sense of taste

feeling short of breath

constipation

decreased appetite

changes in your fingernails or toenails

swelling of your hands, face or feet

feeling weak or tired

joint and muscle pain

nausea and vomiting

diarrhea

mouth or lips sores

hair loss

rash

redness of the eye, excess tearing

skin reactions at the site of TAXOTERE administration such as increased
skin pigmentation, redness, tenderness, swelling, warmth or dryness of
the skin.

e tissue damage if TAXOTERE leaks out of the vein into the tissues

Tell your doctor if you have any side effect that bothers you or does not go away.

These are not all the possible side effects of TAXOTERE. For more information ask
your doctor or pharmacist.

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

General information about TAXOTERE

Medicines are sometimes prescribed for purposes other than those listed in a
Patient Information leaflet. This Patient Information leaflet summarizes the most
important information about TAXOTERE. If you would like more information, talk
with your doctor. You can ask your pharmacist or doctor for information about
TAXOTERE that is written for healthcare professionals.

For more information contact 1-800-633-1610

What are the ingredients in TAXOTERE?

Active ingredient: docetaxel
Inactive ingredients include: ethanol and polysorbate 80
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Every three-week injection of TAXOTERE for
breast, non-small cell lung and stomach, and head
and neck cancers

Take your oral corticosteroid medicine as your
doctor tells you.

Oral corticosteroid dosing:

Day 1 Date: Time: AM

Day 2 Date: Time: AM
(Taxotere Treatment Day)

Day 3 Date: Time: AM

Every three-week injection of TAXOTERE for
prostate cancer

Take your oral corticosteroid medicine as your
doctor tells you.

Oral corticosteroid dosing:

Date: Time:

Date: Time:

(Taxotere Treatment Day)
Time:
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