1 Vial x 50mL

Paclitaxel
PACLIALL

100 myg Lyophilized Powder for
Suspension for IV Infusion
{Albumin-Bound, Nanopartice)
Antinenplastic

WARMNING: NEUTROPENIA

Do not administer PacliALL therapy to patients who have baseline nautrophil
counts of less than 1,500 cells/mm’, In order to monitor the occurrence of
bone marrow suppression, primarily neutropenia, which may be severe and
result in infection, it is recommended that frequent peripheral blood cell
counts be performed on all patients recelving PacliALL[see Contraindications,
Warnings amd Precautions and Adverse Reactions.

Mote: An albumin form of paclitaxel may substantially affect a drug's
functional properties relative to those of drug in solution.
DO NOT SUBSTITUTE FOR OR WITH OTHER PACLITAXEL FORMULATIONS.

Composition

Each wial contains: 100 myg
Paclitaxel USP

Albumin Human USP 900 mg
Description

Before reconstitution: White to off- white powder
After reconstitution: Milky and homogenous suspension without any
visible particulate matter.

1INDICATIONS AND USAGE

1.1 Metastatic Breast Cancer

Paclitaxel is indicated for the treatment of breast cancer after failure of
combination chematherapy for metastatic disease or relapse within 6 months of
adjuvant chematherapy, Prior therapy should have Induded an anthracycline
unless clinically contraindicated.

1.2 Non-5mall Cell Lung Cancer

Paclitaxel is indicated for the first-line treatment of locally advanced or
metastatic non-small cell lung cancer, In combination with carboplatin, in
patients who are not candidates for curative surgery orradiation therapy,

1.3 Adenocarcinoma of the Pancreas
Paclitaxel is indicated for the first-line treatment of patients with metastatic
adenocarcingma of the pancreas, incombinaticn with gemcitabine,

2D0OSAGE AND ADMIMISTRATION

2.1 Metastatic Breast Cancer

After fallure of combination chemotherapy for metastatic breast cancer or
relapie within 6 months of adjuvant chemotherapy, the recommended regimen
for paclitaxel is 260 mg/m’ administered intravenously over 30 minutes every 3
weeks.

2.2 Non-5Small Cell Lung Cancer

The recommended dose of paclitaxel is 100 mg/m’ administerad as an
intravenous infusion ower 30 minutes on Days 1, 8, and 15 of each 21-day cycle.
Administer carboplatin on Day 1 of each 21 day cycle immediately after
paclitaxel,

2.3 Adenocarcinoma of the Pancreas

The recommended dose of paclitaxel is 125 mafm’ administered as an
intravenous infusion over 30-10 minutes on Days 1, 8and 15 of each 28-day cycle.
Administer gemcitabine immediately after paclitaxel on Days 1, B and 15 of each
28-daycycle.

2.4 Dosage in Patients with Hepatic Impairment

Mo dosze adjustment is necessary for patients with mild hepatic impairment,
Patients with moderate and severe hepatic impairment treated with paclitaxel
may be at increased risk of toxicities known to paclitaxel. Withhold paclitaeel if
AST =10 x ULM or bilirubin = 5 x ULN. Recommendations for dosage ad]ustment
for the first course of therapy are shownin Tabde 1.

For metastatic breast cancer, the dose of paclitaxel can be increased from 130
mg/m’ up to 200 mg/m’ in patients with severe hepatic impairment in
subsequentoycles based onindividual tolerance.

For non-small cell lung cancer, reduce the dose of paclitaxel to 50 ma/m’ in
patients with severe hepatic impairment. In subsequent cycles, the dose of
paclitaxel may be increased to 75 mg/m’ as toleratad,

Manitar patients closely

‘.I'lhln 1: Recommendations for 5tarting Dose in Patients with Hepatic
Impairmeant

SGOT (AST) Bilirabin

Table 2: Permanent Dose Reductions for Hematologic and Neurologic
Adverse Drug Reactions in NSCLC
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Adenocarcinomaof the Pancreas
Dase level reductions for patients with adenacarcinoma of the pancreas, as
referenced inTables 4 and 5, are provided in Table 3.

Table 3: Dose Level Reductions for Patients with Adenocarcinoma of the
Pancreas

Dose Level Paclitaxel [mgdm'] Gartecitaliine inglm')
Full dose 125 (]

1" dose redduction L] ]

2 gase reductian 75 &

i sl cbticnal doss reduction reguired Rscanginie Piscanginue

Recommended dose madifications for neutropenia and thrombocytopenia for
patients with adenocarcinema of the pancreas are provided in Table 4,

Table 4: Dose Recommendation and Modifications for Neutropenia and/for
Thrombocytopenia at the Start of a Cycle or within a Cycle for Patients with
Adenocarcinoma of the Pancreas

Cycla |
by ANE {eallsimm') Platelet count {cellsimm') Paclitamel / Gemcitabine
Dray 1 < 150 QR | < 10HHHE Dl elistart wnkil résdoverly

Duay 8 00 e < 10000 OF | 50,000 to < 75,000 Heduge 1 dose level

< S0 o :I = 50,000 wirhhiold doses

Dy 152 IF Day 8 doses were redwced of given without modification:
S0 < 100 OR | $0000 o < F5 000 Heduce 1 dase keved from Day &
= O O | = 50,000 ‘Withhinld doses

Dhay 15: IF Day 8 doses were withheld:

______ [oime  [or [=750m T Petuce 1 dose et rom a1
500 ro <1000 a1} 550.5'3'31‘5*'?‘:«'3‘:'3 Redope 1 daie beveds dran Day 1

Withhold doses

< 500 aR | < 50,000

Abbreviations: ANC = Absolute Neutrophil Count

Recommended dose modifications for other advearse drug reactions in patients
with adenacarcinoma of the pancreas are provided in Table 5,

Table 5: Dose Modifications for Other Adverse Drug Reactions in Patients
with Adenocarcinoma of the Pancreas

Adverse Drug Reaction Paclitamel Gemitabine
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2.6 Preparation and Administration Precautions

Paclitaxel is a cytotoxic drug and, as with other potentially toxic paclitaxel
compounds, caution should be exercised in handling paclitaxel. The use of
gloves is recommended. IF paclitaxel {lyophilized cake or reconstituted
suspension) contacls the skin, was b the skin immediately and thoroughly with
soap and water. Following topic al exposure to paclitaxel, events may include
tingling, burning and redness. If paclitaxel contacts mucous membeanes, the
membranes should be flushed thoroughly with water.

Given the possibility of extravasation, it is advisable to closely monitor the
infusion site for passible infiltration during drug administration, Limiting the
infusion of paciitaxel to 30 minutes, as directed, reduces the likellhood of
infusion-related reactions.

Premedication to prevent hypersensitivity reéactions is generally not needed
prior to the administration of paclitaxel. Premedication may be needed in
patients who have had pricr hypersensitivity reactions to paclitaxel. Patients
who experience a severs hypersensitivity reaction to paclitacel should net be re-

MBC = Metastatic Breast Cancer; NSCLC = Non-Small Cell Lung Cancer.

“Dasage recommendations are for the first course of therapy. The need

for further dose adjustrments in subsequent courses should be based on
individual tolerance.

* A dose increase to 200 mgfm’ in subsequent courses should be considered
based onindividual tolerance.

* Patients with bilirubin levels above the upper limit of normal were excluded
from clinical triats for pancreatic or lung cancer.

2.5 Dose Reduction/Discontinuation Recommendations

Medastatic Breast Cancer

Patients who experience severe neutropenia (neutrophil <500 cells/mm’ for a
wieek of lenger) or severe sensory nesropathy during paclitaxel therapy should
have dos age reduced to 220 mg/m’ for subsequent courses of paclitaxel. For
recurrence of severe neutropenia or severe sensary neuropathy, additional dose
reduction should be made to 180 mg/m’. For Grade 3 sensory neuropathy hold
treatment until resolution to Grade 1 or 2, followed by a dose reduction for all
subsequent courses of pachitaxel.

Mor-Small Cell Lung Cancer

« Do not administer paclitaxel on Day 1 of a cyvcle until absolute neutrophil
count (ANC) is atleast 1500 cellsimm’ and platelet count is atleast 100,000
cells/mm’,

«Im patients who develop severe neutropenia or thrombocytopenia withhold
rreatment until counts recover to an absolute neutrophil count of at least 1500
calls/mm’ and platelet count of at least 100,000 cells/mm’ on Day 1 or to an
absolute neutrophil count of at least 500 cells/mm’ and platelet count of atleast
50,000 cellsfmm’ on Days 8 or 15 of the cyele, Upon resumption of dosing,
permanently reduce paclitaxel and carboplatin doses as outlined inTable 2.
«Withhold paclitaxel for Grade 3-4 peripheral neuropathy. Resume paclitaxel
and carboplatin at reduced doses {see Table 2} when peripheral neuropathy
improves to Grade 1 or completely resolves.
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_ —Adenpondnm) 2.7 Preparation for Intravenous Administration
Mild | <10xULN | AND (>N te < V255 UM | 260 maim’ | 100 mg/m 123 mg/m Padlitaxelis supplied as a sterlle lyophilized powder for reconstiiution before use,
Moderate | < 10aULH [ AND [ 126 2xULN | 200maim’ | 75 mgim b
e AVOID ERRORS, READ ENTIRE PREPARATION INSTRUCTIONS PRIOR TO
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; nat Pt it
>10xlLN | Lo FAxgULHN seenmmented | recommented | ecommende 1. Aseptically, reconstitute each vial by injecting 20 mL of 0.9% Sadium

Chloride Injection, USE

2. Slawly Inject the 20 mL of 0.9% Sodium Chioride Injection, USE over a
minimum of 1 minute, using the sterile syringe to direct the solution flow
onto the INSIDE W ALL OF THE VIAL,

3, 0 MOT INJECT the 0.9% Sodium Chloride Inpection, USP directly onto
the lvophilized cake as this will result in foaming,

4, Once the injection is complets, allowe the vial to sit for a minimum of 5
minutes to ensure proper wetting of the lyophilized cake/powder.

5. Gently swirl and/or invert the vial slowly for at least 2 minutes wntil
complete dissalution of any cake/powder accurs. Avoid generation of
foam.

6. If foaming or clumpling occurs, stand solution f or at least 15 minutes
until foam subsides

EachmlL of the reconstituted formudation will contain 5 rmagy/mL paclitaxel,

Calculate the exact total dosing volume af 5 mg/ml suspension required Tor the
patient: Dosing wolurme (mL) = Total dose (mgh/S (mg/mL).

The reconstituted suspension should be milky and homogencus without visible
particulates. If particulates ar settling are visible, the vial should be gently
inverted again ta ensure complete resuspension prior to wse, Discard the
reconstituted suspension if precipltates are observed. Discard any unused
portion.

Inject the appropriate amount of reconstituted paclitaxel inte an empty, sterile
imtravenouws bag [plasticized polyvinyl chioride (PVC) containers, PVC or non-PVC
type Intravenous bagl. The us e of specialized DEHP-free solution containers or
administration sets is not mecessary to prepare of administer paclitaxs| infusions.
The use of anin-line filter is not recommended,

Parenteral drug products should be inspected visually for particulate matrer and
discoloration prior to administration whenever solution and container permit.

2.8 5tability

Unopened wvials of paclivaxel are stable until the date indicated on the package
when stored between 20°C to 25°C {68°F to 77°F) in the original package, Neither
freezing nor refrigeration adversely affects the stability of the product.

Stability of Reconstituted Suspension in the Vial
Reconstituted paditazel in the vial should be used immediately, but may be

refrigerated at 2°C to 8°C {367F to 46°F) for a maximum of 24hours if necessary. if not

used immediately, each vial of recanstituted suspension should be replaced in the
original carton to protect it frorm bright light. Discard any unused portion,

Stability of Reconstituted Suspension in the infusion Bag

The suspension for infusion when prepared as recommended in an infusion bag
should be wsed immediately but may be refrigerated at 2°Cto 8°C (36°F ta
46°F) and protected fram bright light for a maximum of 28hours.

The total combined refnigerated storage time of reconstiiuted paditaxel in the
vial and in the infusion bag is 24 hours. This may be followed by storage in the
infusion bag at ambient temperature (approximately 25°C) and lighting
conditions for a maximum of 4 hours.

3DOSAGE FORMS AND STRENGTHS
For injectable suspension: lvophilized powder comtaining 100 mg of paclitaxel in
single-use vial for reconstitution.

A CONTRAINDICATIONS

« Paclitaxel should not be us ed in patients who have baseline neutrophil counts of
= 1,500 cellsfmm’.

«Patiants who experience a severe hyparsensitivity reaction to paclitaxel should
nict be rechallenged with the drug.

SWARNINGS AND PRECAUTIONS

5.1Hematologic Effects

Bone marrow suppression (primarily neutropenial is dose-dependent and a dose-
limiting taxicity of Paclitaxel. In clinical studies, Grade 3-4 neutrapenia occurred in
34% of patients with metastatic breast cancer (MBC), 47% of patients with non-
small cell lung cancer (INSCLEY, and 38% of patients with pancreatic cancer,

Manitor for myelotoxicity by performing complete blood cell counts frequently,
including pricr to dosing on Day 1 (for MBC) and Days 1,8, and 15 (for NSCLC and
for pancreatic cancer]. Do not administer paclitaxel to patients with baseline
absolute neutraphil counts (ANC) of less than 1,500 cells/mm’, Inthe case of severs
neutropenia (<500 cells/mm’ for seven days or more) during a course of paclitaxel
therapy, reduce the dose of paclitaxel in subseguent courses in patients with either
MEC ar N3CLC

In patients with MBC, resume treatment with every-3-week cycles of paclitaxel
after ANC recovers to a level =1,500 cells/mm” and platelets recover to a level
=100,000 cells/mm’,

In patients with NSCLC, resume treatment if recommended (see Dosage and
Administration, Tabde 2} at permanently reduced doses f or bath weekly paclitaxel
and every-3-week carboplatin after ANC recovers to at least 1500 cells/mm’ and
platelet count of at least 100,000 calls/mm ' on Day 1 or to an ANC of at least 500
cells/mm’ and platelet count of at least 50,000 cells/mm’ on Days B or 15 of the

cycle,

In patients with adenccarcinoma of the pancreas, withhold paclitaxel and
gemcitabine if the AMC is less than 500 cells/mm’ or platelets are less than 50,000
cells/mm’ and delay inltiation of the next cycle if the ANC is fess than 1500
cells/mm’ or platelet count is less than 100,000 cells/mm’ on Day 1 of the cycle,
Resume treatment with appropriate dose reduction ifrecommended.

5.2 Nervous System

Sensory neuropathy is dose- and schedule-dependent. The eoccurrence of Grade 1
or  sensary neuropathy does not generally require dose modification. If 2 Grade 3
sensary nedropathy develops, withhold pacitaxel treatment until resolution 1o
Grade 1 or 2 for metastatic breast cancer or until resolution to £ Grade 1 for NSCLC
and pancreatic cancer followed by a dose reduction for all subsequent courses of
paclitaxel,

5.3 Sepsis

sepsis accurred in 5% of patients with or without neutropenia who recelved
paclitaxed In combination with gemcitabine, Biliary abstruction or presence of
biliary stemt were risk factors for severe or fatal sepsis. If a patient becomes febrile
[regardless of ANC) inltlate treatment with broad spectrum antiblotics, For febrile
neutropenia, interrupt paclitaxel and gemcitabine until faver resolves and ANC =
1500, thenresume treatment at reduced dose levels.

5.4 Prheumonitis

Pneumonitis, including some cases that were fatal. occurred in 4% of patients
receiving paclitaxel In combination with gemcitabine. Monitor patients for signs
and symptoms of preumaenitis and interrupt paclitaxel and gemcitabine during
evaluation of suspected pneumenitis. After ruling out infectious etiology and
upon making a diagnosis of preumonits, permanently discontinue treatment
writh pan:liraxe-la.nd gemcitabine.

5.5 Hypersensitivity

Severe and sometimes fatal hypersensitivity reactions, induding anaphylactic
reactions, have been reported. Patients who experience a severs hypersensitivity
reaction to paclitaxel should not be re-challenged with this drug.

5.6 HepaticImpairment

Because the exposure and toxicity of paclitaxel can be increased with hepatic
impairment, administration of paclitasel in patients with hepatic impairment
should be performed with caution, The starting dose should be reduced for
patients with maderate or severe hepatic impalrment,

5.7 Albumin (Hurman)

Paclitaxel contains albumin (human), a derivative of human bloed, Based on
effective donor screening and product manufacturing processes, It canes a
remate risk for transmission of viral diseases. & theoretical risk for transmission of
Creutzfeldt-Jakob Disease (CID] also is considered extremely remote. Mo cases of
trans mission of viral diseases or D have ever been identified for albumin.

5.8Usein Pregnancy

Paclitaxzl can cause fetal harm when administered to a pregnant woman,
Administration of paclitaxel protein-bound particles to rats during pregnancy at
doses lower than the maximum recommended human dose, based on body
surface area, caused embryo-fetal texicities, including intrauterine mortality,
increased resorptions, reduced numbers of live fetuses, and malformations.

There are no adequate and well-controlled studies in pregnant women recelving
paciitaxel. I this drug is used during pregnancy, or if the patient becomes
pregnant while receiving this drug, the patient should be apgprised of the potential
hazard to the fetus. Women of childbearing potential should be advised to avoid
becumingpregnanrwhi[eren:eiuing paclitaxel.

5.9Usein Men
Men should be advised not tafather a child while receiving paclitaxel.

&ADVERSE REACTIONS

Because clinical wials are conducted under widely varving conditions, adverse
reaction rates abserved in the clinical trials of 2 drug cannaot be directly compared
1o rates in the clindcal trials of another drug and may not reflect the rates observed
inpractice.

The mastcammon adverse reactions (2 20%) with single-agent use of paclitaxelin
metastatic breast cancer are alopecia, neutropenia, sensory nedropathy,
abrormal ECG, fatiguefasthenia, myalgiafarthralgla, AST elevation, alkaline
phosphatase elevation, anemia, nausea, infections, and diarrhea.

The most commaon adverse reactions (2 2090 of paclitaxkel in combination with
carboplatin for pon-small cell lung cancer are anemia, neutropenia,
thrombocytopenia, alopecia, peripheral neuropathy, nausea, and fatigue {see

Adverse Reactions (6.2)). The most commaon serious adverse reactions of paclitaxel
in combination with carboplatin for non-small cell lung cancer are anemia (4%)
and prneumonia (3%). The most common adverse reactions resulting in
permanent discontinuation of paclitaxel are neutropenia (3%),
thrombocytopenia (3%), and peripheral nevropathy (1%). The most common
adverse reactions resulting in dose reduction of paclitaxel are neutropenia (249%),
thrombocytopenia [13%), and anemia (%), The most common adverse reactions
leading to withholding or delay in paclitaxel dosing are neutropenia [41%),
thrombocytopenia{30%), and anemia {16%}.

In a randomized open-label trial of paclitaxel incombination with gemcitabine for
pancreatic adenocarcinama, the most comman (2 20%) selected (with a = 5%
higher incidence) adverse reactions of paclitaxel are neutropenia, Fatigue,
peripheral neurapathy, nausea, alopecia, peripheral edema, diarrhea, pyrexia,
vomiting, decreased appetite, rash, and dehydration. The most common serous
adverse reactions of paclitaxel (with a = 1% higher incidence) are pyrexia {6%),
dehydration (5%), preumonia (4%} and vomiting (4%). The mest common
adverse reactions resulting in permanent discontinuation of paclitaxel are
peripheral neuropathy (8%, fatigue (4%) and thrombocytopenia (2%]). The most
common adverse reaclions resulting in dose reduction of paclitaxel are
neutropenia {10%) and peripheral neuropathy (6%:). The most common adverse
reactions leading to withholding or delay in paclitakel dosing are neutropenia
(16%}, thrombocytopenia {12%), fatigue (8%), peripheral neurcpathy (15%],
anemia {5%] and diarrhea [5%).

6.1 Clinical Trials Experience in Metastatic Breast Cancer

Tahle & shows the frequency of important adverse events in the randomized
comparative trial for the patients who received either single-agent paclitaxel or
paclitaxel injection for the treatment of metastatic breast cancer.

Table 6: Frequency” of Important Treatment Emergent Adverse Events in the
Randomized Metastatic Breast Cancer Study on an Every-3-Weeks Schedule

attacks have beenreported.

Electrocardiogram (ECG) abnormalities were common among patients at
baseline. ECG abnormalities on study did not usually result in symptoms, were
ot dase-limiting, and required no intervention, BCG abnormalities were noted
i 60% of patients, Among patients with anormal ECG prior ta stucly entiy, 35% of
all patients developed an abnarmal tracing while on study. The most frequently
reported ECG modifications were nen-specific repolarization abnormalities,
sinus bradycardia, and sinus tachycardia.

Respiratory
Dyspnea (12%), cough (7%), and pneomathorax [<1%) were reported after
treatment with paclitaxel,

Neuralogic

The frequency and severity of sensory neurapathy Increased with cumulative
dose. Sensofy nouropathy was the cause of paclitaxel discontinuation in 7/229
(3%} patients. Twenty-four patients (10%) treated with paclitaxel developed
Grade 3 peripheral neuropathy; of these patients, 14 had documented
improvement after a median of 22 davs: 10 patients resumed treatment at a
reduced dose of paclitaxel and 2 discantinued due to peripheral neuropathy. OF
the 10 patients without documented improvement, 4 discontinued the study
dueto peripheral neurcpathy.

Mo Grade 4 sensory newrapathles were reported. Only one incldent of motor
neuropathy (Grade 2) was observed ineither arm of the controlled trial.

Vi ion Dis orders

Ocular/visual disturbances occurred in 13% of all patients (n=3&6) treated with
paclitaxel and 1% were severe, The severe cases (keratitis and blurred vislon)
were reported in patients who received higher doses than those recommended
[3000r375 mg.'m"].Theseel‘fects generally have been reversible,

° Based on worst grade by NC Commen Terminclogy Criteria for Adverse Events
{CTCAE}version 2.
" Paclitaxel injection patients recelved premedication,
Includes treatment-related events related to hvpersensitivity leg., flushing,
dyspnea, chest pain, hypotension) that began on a day of dosing,
" Severe events are defined as at least grade 3 toxicity.

Adverse Event Experiences by Body System

Hematologic Disorders

heutropenia was dose dependent and reversible. Among patients with
metastatic breast cancer in the randomized trial, neutrophil counts declined
below 500 celis/mm’ (Grade 4) in 9% of the patients treated with a dase of 260
mgsm compared 1o 22% in patients receiving paclitaxel injection at adose of 175
mgdmy, Pancytopenia has been observed in clinical trials,

infections

Infectious episodes were reported in 24% of the patients treated with paclita=al.
COral candidiasis, respiratory tract infections and pneumcnia were the most
freguently reported infectious complications,

Hypersensitivity Reactions (H5Rs)

Grade 1 or 2 H3Rs occurred on the day of paclitaxel administration and consisted
of dyspnea (1%) and flushing, hypotenslon, chest pain, and arrhythmia (all <1%).
The use of paclitaxel in patients previously exhibiting hypersensitivity to
paclitaxel injection or human albumin has not been studied.

Cardiovascular

Hypotension, during the 30-minute infusion, occurred in 5% of patiants.
Bradycardia, during the 30-minute infusion, occurred in <1% of patients, These
wvital sign changes most often caused no symptoms and required neither specific
therapy mor treatment discontinuation.

Severe cardiovascular events possibly related to single-agent paclitae| ocourred
in appraximately 1% of patients. These events included cardiac
ischemiadnfarction, chest pain, cardiac arrest, supraventricular tachycardia,
edema, thrombasis, pulmenary thremboembolism, pulmonary emboll, and
hypertension. Cases of cerebrovascular attacks (strokes) and transient ischemic

Percent of Patients ArthiralgiaMyalgia
Paclitaxef Paclitaxed njecttion The s ymptoms were usually transient, ocourmed twio or three days after paclitaxel
260 mg/m’ over 30 min | 17% mgim‘over $h* administration, and resolved within a few days.
in=229] In=225}
Bone marmew Hepatic
Heutrapenia Grade 3 or 4 elevations in GGT were reported for 14% of patients treated with
220 I i a2 7 ; ;
R B 5 2 paclitaxel and 10% of patients treated with paclitaxel injection in the randomized
Vit peris trial.
< 100 WL H 3
< 50 % 091 =1 a1 Renal
i Overall 11% of patients experienced creatinine elevation, 1% severe. No
<1 T 3 b3 discontinuations, dose reductiens, or dose delays were caused by renal toxicities.
cEg 1 =1
Infctinne 24 e Other Clinical Events
Fehbirie Neutrepania F] T Mail changes {changes in pigmentation or discoleration of nail bed) have baen
Neutrapenic Sepsis o1 1 reported, Edema occurred in 10% of patients; no patients had severe edema,
Bleedng 2 2 Dekdration and pyrexia were also reported,
i oo s ; 6.2 Clinical Trials Experience in Non-Small Cell Lung Cancer
i 4 1 Aelverse reactions were assessed in 514 paclitarel/carboplatin-treated patients
Severs” o ‘ and 534 paclitaxel injection/carboplatin-treated patients receiving first-line
Cardipvascuslar systemic treatment for locally advanced (stage B or metastatic (IV) non-small
Wital Sigr Charges Durireg Administration cell lung cancer [NSCLC) in a multicenter, randomized, open-label trial. Paclitaxel
" Bratycardia aq =1 wis administered as an intravenous infusion cver 30 minutes at a dose of 100
e : madm on Days 1, 8, and 15 of each 21-day cycle. Paclitaxel injection was
administered as an intravenaus infusion over 3 hours at a dose of 200 mag/m’,

Sevor Candlpmscular Euants’ : N following premedication, In bath treatment arms carboplatin at a dose of AU =

Abivormal ECG & mg- min/mL was administered intravenously on Day 1 of each 21-day cycle
Al Patients 62 52 after completion of paclitaxel infusion, The differences in paclitaxel dos e and
Fatkents with bomal Basplinge 35 bl schedule between the twe arms limit direct comparison of dase- and schedule-

Respiratory dependent adverse reactions, Among patients evaluable for adverse reactions,
Cawgh 7 & the median age was 80 years, 75% were men, 81% were White, 49% had
Chapnes i3 5 adenocarcinoma, 43% had sguamous cell lung cancer, 76% ware ECOG PS 1.

Seisory Nearopathy Patients in both treatment arms received a median of & cycles of treatment,

Any Symploms 71 55
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vormiting 12%, dyspnea 1 2%, and rash 10% (incidence rates are f or the paclitaxel

Al plus caroplatin treatment group].

Any Sy e bl i Table ¥ provides the frequency and severity laboratory-detected abnormalities
Sevane Symarains” i El which occurred with a difference of = 5% for all grades (1-4) or = 2% for Grade 3-4

Fluid Retention Edema toxicity between paclitaxel plus carboplatin-treated patients or paclitaxel
Ay Symptams ] & injection plus carboplatin-treated patients.
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Gastraintestinal Table 7: Selected Hematologic Laboratory-Detected Abnormalities With a
MaLian Difference of = 5% for grades {1-4) or = 2 % for Grade 3-4 Toxicity Between

[ — 0 : Treatment Groups

S Symgalors i <1 | Pacitazal (100 maim’ weskly) Paclitaxs] Infection (100 mgim'
Worniting plus carboplatin wvary 3 woks) plus carboplatin |
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Hepatle [Farients with Fannal Bas &hnal Table 8 provides the frequency and severnity of adverse reactions, which occurred
Bilirubin Elevations 7 7 with adifference of 2 5%far all grades {1-4) or 2 2% or Grade 3-4 between either
Alkcaline Phozphatase Elevaions . 3 treatment group for the 511 paclitaxel plug carbuplgtln-tre_al_ed _patlents
T s o = compared with the 524 patients who received paclitaxel injection plus

Injection Site Reaction <l 1 <arboplatin.

Table 8: Selected Adverse Reactions with a Difference of = 5 % for All Grade
Toxicity or = 2 % for Grade 3-4 Toxicity Between Treatment Groups
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| System Drgan MedDRA v 12.1 Towicity | Touicity Towicity Towicity
| Class Pradarred Term [%:] 1% %] [
| e SySDeen Peripheral ai L] il 12
e N | L /P VI NESEORN (N U——
| Geeral Gsarders | Ederma penpberal | 1 a 4 < |
: ared administration
| it concidioi
| Fespiratory Eplstans ? ] 2 [ |
| tharacic and
i raEasinal
| disorders
| Pusulnskeseal | fethealgla 13 =1 5 1
¢ ard conreeciive
| thssues disorders | Myslgia 19 aks 12 2 ]

"Peripheral neuropathy is defined by the MedDRAVersion 14.0 5MO neuropathy
{braad scope).

For the paclitacel plus carboplatin treated growp, 177514 {3%) patients

developed Grade 3 peripheral neurgpathy and no patients developed Grade 4

peripheral neurapathy. Grade 3 neuropathy improved to Grade 1 or resolved in

10417 patients (59%) following interruption or discontinuation of paclitaxel.

6.3 Clinical Trials Experience in Adenocarcinoma of the Pancreas

Adverse reactions were assessed in 421 patients who received paclitaxel plus
gemcitabine and 402 patients who received gemcitabine for the first-line
systemic treatment of metastatic adenccarcinoma of the pancreas in a
multiceriter, multinational, randomized, controlled, open-label trial. Patients
received a median treatment duration of 3.9 manths in the paclitaxel’
gemcitabine group and 2.8 months in the gemcitabine group. For the treated
population, the median relative das e intensity for gemcitabine was 75% in the
paclitaxel/gemcitabine group and 85% in the gemcitabine group. The median
relative dose intensity of paclitae was 81%.

Table 9 provides the frequency and severity of laboratory-detected
abnormalities which ccourrad at a higher incidence for Grades 14 {2 5% or for
Gracle 3-4 (= 2%} toxicity in paclitaxe] plus gemcitabine-treated patients,
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Table 9: Selected Hematologic Laberatory-Detected Abnormalities with a
Higher Incidence { = 5% for Grades 1-4 or = 2 % for Grades 3-4 Events) in the
Paclitaxel/Gemcitabine Arm

3
Pachitarel [1 I!-_mg.fm i & bikie
Gradas 1-4 Gracles 3-8 Grathes 1-4 Graces 3-4
(e 1] 1% %l Lt
Meifrofenis 71 38 58 s
Thrombooytopenia M 13 b g9

'405 patients assessed in paclitaxel/gemcitabine-treated group

388 patientsassessadin gemcitabine-treated group

‘404 patients assessed in paclitaxel/gemcitabine-treated group

Meutrophil growth factors were administered to 26% of patients in the
paclitaxel/gemcitabine group.

Table 10 provides the frequency and severity of adverse reactions which
occurred with a difference of = 5% For all grades o = 2% for Grade 3 of higher in
the paclitaxel plus gemcitabine-treated group compared to the gemcitabine
groug.

Table 10: Selected Adverse Reactions with a Higher Incidence [ = 5 % for All
Grade Toxicity or = 2 % for Grade 3 or Higher Toxicity] in the
Paclitaxel/Gemcitabine Arm

Paclitaxel (125 mg/m'| | Gemcitabine (N=202)
fand gemcitabine |M=421}
Grades 3 ar Grades Yaor

System Organ Class | felverse Reaction All Grades|  Higher | Al Grades | Higher
Genersl disorders and | Fatiguie il (S Fra gt 143 {ads) A7 (0
ATt S8 | peripheral edema 10dtENn | 1BWE | 122050% | 12{3%)

Pymeada 177 (41%) 12 (3% 114 28%) LR

Astheria RO TN F{13%) 17 4%

Pucasitis 42 {10 6 1% 16 %) Tie 14
Castiniritestinal MaLses el ELE LN IT (A 192 {aa%) 14 {356
clpcirlers Diarrhea 18408 | 260N | 9562w | 6i1W

| Vamiting 1510360 | 25Ny | 113420%) | 158

S and subcutanecds) Alopecia 212 | S0%) & (1% 21 {5%) 0
tissue disorder Feash 128030 | & () a5 | zic 1
Mervaus wystem Peripheral newmsgathy’ | 227 {548y 01 My £142a%) SO
lsormer Drrsggeuais a8 (16%) q EERTEAY |

Heards b 0 (14%) Bl 138) 38 (93) 1« 15)
Metsbofum and Detremed appetite 152430%) | 23 (s 1040208 | 2{T%
AT ATt Crebryelratinn &7 (21%) 31 (79} 4518 | 1043

Hypakalemsa 52 {12%) 13 (4% 28 (7%} &41%)
Respimtary, thoracic | Cowgh T2 7% a F0 (7% ]
snol mediastinal
discirders Epistaxis 640155 1l 1% 14{346) 16 1)
Infections ard Urinary tract infections” | 47 {11%) =g 20| 5% 1(< 18y
inlesatons
Musculoskeletsl and | Pair in extosniny £8(11%) 1 (1% 24 %) 1%
':::ﬁ‘r'm"m Arthraigia Pl 13irky | 6<%

Myalgis 448 (10%) 41(1%] 15 {a%) |
Faypchiatric desorders Depression 51 412%:) 1= 1% 24 1) 0

‘ Peripheral neuropathy is defined by the MedDRA Version 150 Standard

MedDRA Cuery neurapathy (broad scopel.

“Urinary tract infections includes the preferred terms of: urinary tract infection,
cystitis, urosepsis, urinary tract infection bacterial, and wrinary tract infection
entergoocceal,

Additional clinically relevant adverse reactions that were reported in < 10% of
the patients with adenccarcinoma of the pancreas who received paclitaxel/
gemcitabine included:

Infections & infestations: oral candidiasis, pneumonia
Vascular disorders: hypertension

Cardiac disorders: tachycardia, congestive cardiac failure
Eye disorders: cystoid macular edema

Peripheral Neuropathy

Grade 3 peripheral neuropathy occurred in 17% of patients wha received
paciitaxel/gemcitibine compared 10 1% of patients who received gemcitabine
only; no patients developed grade 4 peripheral neuropathy. The median time to
first accurrence of Grade 3 peripheral neuropathy in the paclitaxel arm was 140
days. Upon suspension of paclitaxel dosing, the median tme to imgrovement
from Grade 3 peripheral neuropathy to = Grade 1 was 29 days. Of paclitaxal-
treated patients with Grade 3 perlpheral neuropathy, 44% resumed paclitaxel at
areduced dose.

Sepsis

Sepsis occurred in 5% of patients who received paclitaxel/gemcitabine
compared to 2% of patients who received gemcitabine alone. Sepsis occurrad
both in patients with and without neutropenia, Risk factars for sepsis included
bilizry obstructionor presence of biliary stent.

Preumaonitis

Prewmonitis occurred in 4% of patients who received paclitaxel/gemcitabine
compared to 1% of patients who received gemcitabine alone. Two of 17 patients
inthe paclitaxel arm with pneumonitis died.

6.4 Other Experiences with Paclitaxel protein bound particles and other
Paclitaxel Formulations

Unlass otherwise noted, the following discussion refiers to the adverse reactions
that have been identified during post-approval use of paclitaxel. Because these
reactions are reported voluntarly from a population of uncertain size, it 15 not
always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure. In some instances, severe events obhserved with
pachitaxel injection may beexpected to ootur with paclitaxel.

Hypersensithty Reactions

Severe and sometimes fatal hypersensitivity reactions have been reported with
paclitaxel. The use of paditaxel in patients previously axhibiting hypersensitivity
to paclitaxel injection or human albumin has not been studied.

Cardiovascular

There have been reports of congestive heart failure, left ventricular dysfunction,
and atrioventricular bleck with paclitaxel. Mastaf the individuals were previousty
sxposed to cardiotoxic drugs, such as anthracyclines , of had underlying cardiac
histary.

Respiratory

There have been reports of preumonitls, interstltlal preumaonia and pulmonary
embaolism in patients receiving paclitaxel and reports of radiation pneumonitis in
patients receiving concument radiotherapy. Reports of lung fibrosis have bean
received a3 part of the continuing surveillance of paclitaxel injection safety and
mayalso be abserved with paclitaxel,

Meurologic
Cranlal nerve palsies and vocal cord paresis have been reported, as well as
autonomic neuropathy resulting in paralyticilews.

Viston CDisorders

Reparts in the literature of abnormal visual evoked potentials in patients treated
with pachitaxel injection suggest persistent optic nerve damage. These may also
be observed with paclitaxel.

Reduced visual acuity due to cystoid macular edema (CME) has been reported
during treatrment with paclitaxel as well as with other taxanes. After cessation of
treatment, CME Improves and visual acuity may return to baseline,

Hepatlc

Reports of hepatic necrosiz and hepatic encephalopathy leading to death have
been received as part of the continuing surveillance of paclitaxe| injectian safety
and may accur fallowing paclitaxel treatiment.

Gastrolntestinal (Gl)

There have been eports ofintestinal obstruction, intestinal perforation,
pancreatitis, and ischemic colitis following paclitaxel treatment. There have been
reports of neutropenic enteracolitis {typhiitis), despite the coadministration of G-

C5F, ocourring in patients treated with paclitaxel injection alone and in
combination withother chematherapeutic agents.

Injection Site Reaction

There have been reparts of extravasation of paclitaxel. Given the possibility of
extravasation, it is advisable o monitar clasely the paclitaxel infusion site for
possible infiltrathon during drug administration.

Severe events such as phlebitis, cellulitis, induration, necrosis, and fibrosis have
been reported as part of the continuing surveilllance of paciitaxel injection safety,
In some cases the onset of the injection site reaction in paclitaxel injection
patients sither occurred during a prolonged infusion orwas delayed by a week to
ten days. Recurrence of skin reactions at a site of previous extravasation following
administration of paclitaxel injection at a different site, i.2. "recall’, has been
reported,

Other Clinic al Evernits

Skin reactions including generalized or maculepapular rash, erythema, and
pruritus have been observed with paclitaxel, There have been case reports of
photosensithvity reactions, radiatlon recall phenomenon, and in some patients
previously exposed to capecitabine, reports of palmar-plantar
erythrodysesthesia, Stevens-lohns on syndrome and toxic epidermal necrolysis
have been reparted,

There have been reports of conjundtivitls, cellulitis, and Increased lacrimation
with paclitaxel injection.

6.5 Accidental Exposure

Mo reports of accidental exposure to paclitaxel have been received. However,
upon inhalation of paclitaxel, dysprea, chest pain, burning eyes, sore throat, and
nausea have been reported. Following topic al exposure, events have included
tirvgling, burning, and redness,

7DRUG INTERACTIONS

Thie metabolism of paclitaxel is catalyzed by CYP2CB and CYP3A4. In the absence
of farmal clinic al drug interaction studies, caution should be exercised when
administering paclitaxel concomitantly with medicines known to inhibit {e.q.,
ketpconazole and other imidazole antifungals, erythromycin, fluoxetine,
gemfibrozil, cimetidine, ritanavir, saguinavir, indinavir, and nelfinavirl or induce
(e.g., rifampicin, carbamazepine, phenytoin, efavirenz, and nevirapine) either C
YP2CBorCYP3A4.

BUSEIN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category D

There are no adequate and well-controlled studies in pregnant women using
paclitaxel. Based on its mechanism of action and findings In animals, paclitaxel
can cause fetal harm when administered to a pregnant woman. [T this drug 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
childbearing potential should be advised to avoid becoming pregnant while
receiving paclitaxel,

Administration of paclitaxel protein-bound particles to rats during pregnancy, on
gestation days 7 to 17 ot doses of 6 ma/m’ (approximately 2% of the daily
maximnum recommended human dose on a mo/m’ basiz) caused embryofetal
toxicities, as indicated by intrautering mortality, increased resorptions {up to 5-F
old), reduced numbers of litters and live fetuses, reduction in fetal body weight
and increase in fetal anomalies, Fetal anomalies included soft tissue and skeletal
ralformaticons, such as eyve bulge, folded retina, microphthalmia, and dilation of
brain ventricles . A lower incidence of soft tissue and skeletal malformations were
also exhibited at 3 mg/m’ (approximately 1% of the daily maximum
recommended human dose onamg/m°basis).

8.3 Nursing Mothers

It is nat known whether paclitaxel is excreted in human milk. Paclitazel and/or its
metabolites were excreted into the milk of lactating rats, Because many drugs are
excreted in human milk and because of the potential for serious adverse
reactions innursing infants, a decision should be made to discontinue Rursing of
to discontinue the drug, taking into account the importance of the drug to the
mother.

8.4 Padiatric Use
The safety and effectiveness of paclitaxel in pediatric patients have not been
avaluated,

8.5 Gerlatric Use

Of the 229 patients in the randomized study who recelved paclitaxel for the
treatment of metastatic breast cancer, 13% were at least 65 years of age and < 2%
were 75 years or older. Mo toxicities occurred notably mare frequently among
patients who received paciitaxel,

Of the 514 patients in the randomized study who received paclitaxel and
carboplatin far the first-line treatment of non-s mall cell lung cancer, 31% were 65
wears or older and 3.5% were 75 years or older, Myelosuppression, peripheral
neurapathy, and arthralgia were more frequent In patlents 65 years or clder
compared to patients younger than 65 years old, Mo overall difference in
effectiveness, as measured by response rates, was observed between patients 65
yearsar older compared to patients younger than &5 years old.

OFf the 431 patients in the randomized study who recelved paclitaxel and
gemcitabine for the first-line treatment of pancreatic adenacarcinoma, 41% were
65 years or older and 10% were 75 years or older. Mo overall differences in
effectiveness were observed between patients whowere §5 years of age or plder
and younger patients, Diasrhea, decreased appetite, dehydration and eplstaxis
were more frequent In patients 65 years of older compared with patients
younger than 63 years ald. Clinical studies of paclitaxel did not include sufficient
number of patients with pancreatic cancer who were 75 years and alder to
determine whetherthey respond differently from younger patients.

8.6 Patients with Hepatic Impairment

Because the exposure and toxicity of paclitaxel can be increased in patients with
hepatle impalrment, the adminlstration of paclitaxel should be perfarmed with
caution in patients with hepatic impairment. Paclitaxel protein bound particles
has not been studied in combination with gemcliabine for the treatment of
pancreatic cancer in patients with a bilirubin greater than the upper limit of
narmial,

8.7 Patients with Renal Impairment
The use of padlitaxel protein bound particles has not been studied in patients
withrenalimpairment.

10 OVERDOSAGE

Thers is no known antidote for paclitaxel overdosage, The primary anticipated
complications of overdosage would consist of bone marraw suppression,
sensary neurotaxicity, and mucositis.

11 DESCRIPTION

FaclALL for Injectable Suspension {paclitaxel protein-bound particles for
injectable suspension) (albumin-bound) i an albumin-bound form of paclitaeel
with a mean particle size of approximately 130 nanometers. Paclitaxel exists in
the partiches in a noncrystallire, amorphous state. PachiALL is supplied as awhite
to yellow, sterile, lyophilized powder f or reconstitution with 20 mL of 0.9%
Sodium Chloride injection, USP prior to intravenous infusion, Each single-use vial
contains 100 mg of paclitaxel {bound to human albumin) and approsimately 900
mg of human albumin {centaining sodium caprylate and sodium
acetyltryptophanate). Each milliliter [mL) of reconstituted suspension contains 5
mg paclitaxel. PacliALL is free of sobvents.

The active agent in PaclisLL is paclitaxel, a micretubule inhibitor. The chemical
name for paclitaxel is 58, 20-Epoxy-1,20,4,7R100, 1 3a-hexahydroxytax -11-en-9-
one 4,10-diacetate 2-benzoate 13-ester with [2R.35)-N-benzoyl-3-
phenylisaserine.

Paclitawel has thie following structural formula:

Paclitaxel iz a white to off-white crystalline powder with the empirical formula
CoH, NG, and a molecular welght of 853.91, It is highly lipoghilic, insoluble in
water, and melts at approximately 216*C o 2175

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Paclitaxel is a microtubule inhibitor that promotes the assembly of microtubaubes
from tubulin dimers and stabilizes microtubules by preventing depolymerization.
This stability results in the inhibition of the normal dynamic recrganization of the
microtubule netwaork that is essential for vital interphase and mitotic cellular
functions. Paclitaxel Induces abnommal arrays or "bundles” of microtubules
thrawghout the celi cycle and multiple asters of microtubules during mitosis.

12.3 Pharmacokinetics

Absoiption

The pharmacokinetics of total paclitaxel fallowing 30 and 180-minute Infusions of
paclitaxel at dose levels of &0 to 375 mg/m’ were determined in clinical studies.
Drose levels of mgfm® refer 1o mg of paclltaxel. Following intravenous
administration of paclitaxel plasma concentrations declined in a biphasic manner,
the initial rapid decline representing distributian to the peripheral compartment
and the slower second phase representing drog elimination, The terminal half-life
was approximately 27 hours.

The drug exposure {AUCs) was dose proportional over 80 to 375 mog/m’ and the
pharmacokinetics of paciitaxel were independent of the duration of Paclitaxel
adrministration. A1 the dose of 260 ma/m’ for metastatic breast cancer, the mean
maximum concentration of paclitaxel, which occurred at the end of the infusion,
was 18,741 ng/mL. The mean total dearance was 15 Lrhe/my, The mean volume of
distribution was 6§32 L'm’ indicating extensive extravascular distribution and/for
tissue binding of paclitasel.

The phammacckinetic data of 260 mg/m’ paclitaxel protein bound particles
administered over a 30-minute infusion was compared to the pharmacokinetics
of 175 ma/m’ paclitaxel injection over a 3-hour infusion. The clearance was larger
{43%) and the volume of distribution was alsa higher (53%) for PacliALL than f or
paclitaxel injection. Differences In the maximum concentration (C__) and dose-
corrected C__ reflected differences in total dose and rate of infusion. There were
nadifferences in terminal half-lves.

CHstritetion

I witkp studies of binding to human serum protains, using paclitaxel
concentrations ranging from 0.1 to 50 pg/mL, indicated that between 8%% to 98%
of drug is bound; the pres enc e of cimetiding, ranitidine, dexamethasone, oF
diphenhydramine did not affect protein binding of paclitazel.

Metabolism

In witra studies with human liver microsomes and tissue slices showed that
paciitaxel was metabolized primarily to Ga-hydroxypaditaxel by CYP2CEB; and 1o
tweo minor metabolites, 3-p-hydroxypaclitaxel and 6o, 3-p-dihydrogypaclitases,
by CYP3AA4, fn witro, the metabolism of paclitaxel to ba-hydroxypaciitaxel was
inhibited by a number of agents(ketocanazole, verapamil, diazepam, guinidine,
dexamethasone, cyclosporin, tenipaside, etoposide, and vincristine), but the
concentrations used exceeded those found in vivo following normal therapeutic
dosas, Testosterone, 17a-ethinyl estradiol, retinoic acid, and gquercetin, a specific
inhibitor of CYP2CE, also inhibited the formation of 6a-hydroxypaclitaxel in vitro.
The pharmacokinetics of paclitaxel may also be altered i vivo as a result of
interactions with compounds that are substrates, inducers, or inhibitors of
CYP2CB and/ar CYP3A4,

Excretion

After a 30-minute infusion of 260 mg/m’ doses of paclitaxel protein bound
particles, the mean values for cumulative urinary recovery of unchanged drug
(4%) indicated extensive non-renal clearance. Less than 1% of the total
administered dose was excreted in urine as the metabolites 6a-hydroxypaclitael
and 3'-p-hydroxypacitazel,

Fecal excretionwas approximately 204 of the total dose administered,

Effect afHepaticimpairment

The pharmacokinetic proflle of paditaxel protein bound particles administered
as a 30-minute infusicn was evaluated in 15 out of 30 solid tumor patients with
miled to severs hepatic impairment defined by serum bilinubin levels and AST
levels. Patients with AST = 10 % ULN or bilirubin = 5 x ULN were not enralled,
Paclitaxe! protein bound particles doses were assigned based on the degree of
hepaticimpalrment 2s described:

« Mikd (bilirubin = ULN o £1.25 x ULN and AST = ULMNand < 10 ULN): 260maim’
« Moderate (bilirubin 1.261a02 x ULN and AST » ULN and < 10 % ULN)- 200 mafm’

« Severe (hilirubin 2.01 to 5 xULNand AST = ULN and < 10x ULMN): 130 mgém®

The 260 mg/m’ dosa for mild hepatic impairment and the 200 ma/m’ dose for
moderate hepatic impairment resulted in paclitaxsel exposures within the range
seen in patients with normal hepatic function (mean AUC, = 14789 + 6,703
hr*ng/mL). The 130 mg/m’ dose in patients with severe hepatic impairment
resulted in lower paclitaxel exposures than those seen in normal subjects. In
addition, patients with severe hepatic impairment had higher mean cycle 1
absolute neutrophil count [ANC) nadir values than those with mild and moderate
hepatic impairment. Table 11 summarizes the AUC values observed in the study.
The 200 mg/m’ dose has not been evaluated in patients with severe hepatic
impairment, but itis predicted to adjust the paclitaxel AUC to the range observed
in patients with nomal hepatic function, There are no data for patients with AST
=10x ULM or bilirubin =5 x ULN.

Table 11: Exposure [AUC,. | of Paclitaxel protein bound particles
Administered Intravenously over 30 Minutes in Patients with Hepatic
Impairment

Mild Moderats Sevara
=) fn=5) in=5|
D 260 mg'm’ J00 pglem” 130 mgim’
AUE, (hringfmLi
Mean = 0 1743+ 11454 14159 + 13348 D187 + 6475
Medise {range) 13755 {7418, 35262 TBES (3919, 37613 6134 5627, 20684}

" bilirubin 2,01 to 5 x ULN and AST = ULN and =< 10x ULN

Effectaf Renalimpairment
The effect of renal impairment on the disposition of paclitaxel has not been
studied.

Pharmacokinetic interactions between and Paclitoxe! and Carbaplatin
Administration of carboplatin immediately after the completion of the Facliall
infusion to patients with NSCLC did mot cawse dinically meaningful changes in
paclitaxel exposure. The observed mean AUC, of free carboplatin was
approximately 23% higher than the targeted value (6 min®mg/mL), but its mean
half-life and clearance were consistent with those reported in the absence of
paclitaxel.

Pharmocokinetic Interactions between and Poclitarel and Gemcitabine
Pharrmacokinetic interactions between Paclitaxel and gemcitabine have not been
studiedin humans,

13 NONCLINICALTOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
The carcinogenic potential of paclitaxel has ot been studied.

Paclitaxel was clastogenic in wifro {chromosome aberrations in human
lymphocytes) and in wivo (micronucleus test in mice). Paclitaxel protein bound
particles was not mutagenic in the Ames test or the CHOYHGPRT gene mutation
assay.

Administration of paclitaxe] pratein-bound particles to male rats at 42 mg/m’ona
weelkly bas is {approximately 16% of the daily maximum recommended human
exposure on a body surf ace area basis) for 11 wesks prior to mating with
untreated female rats resulted in significantly reduced fertility accompanied by
decreased pregnancy rates and increased loss af embryos in mated femalos, A low
incidence of skeletal and soft tissue fetal anomalies was also observed at doses of
3 and 12 mg/m’fweek in this study (approximately 1 to 5% of the daily maximum
recommended human exposure ona mg/m’ basish,

the recommended human dose; doses were 54 mg/m’in rodents and 175 mg/m’

In dogs,
14 CLINICAL STUDIES

14.1 Metastatic Breast Cancer

Data from 106 patients accrued in two single arm open label studies and from
460 patients enrolled in a randomized comparative study were available o
support the use of paclitaxe| protein bound particles in metastatic breast cancer.

Stngle Arm Open Lobel Atudies

In ane study, paclitaxel protein bound particles was administered as a 30-minute
infusion ata dose of 175 mo/m 1o 43 patients with metastatic breast cancer. The
second trial utilized a dose of 300 mg/m’ as a 30-minute infusion in 63 patients
with metastatic breast cancer. Cycles were administered ar 3-week intervals.
Objective responses weere observed in both stuclies.

Randomized Comparative Study

This multicenter trial was conducted in 460 patients with metastatic breast
cancer, Fatients were randomized to receive paclitzel at a dose of 260 mg/m”
glven as a 30-minute infusion, or paclitaxel injection at 175 mgfm’ given as a 3-
hour infusion. Sixty-f our percent of patients had impaired performance status
(ECOHG 1 or 2} at study entry; 79% had visceral metastases; and 76% had > 3 sites
of metastases. Fourteen percent of the patients had not received prior
chemotherapy; 27% had received chematherapy in the adjuvant setting, 40% in
the metastatic setting and 19% in both metastatic and adjuvant settings. Fifty-
nine percent received study drug as second or greater than second-line therapy.
Seventy-seven percent of the patients had been previously exposed to
anthracyclines.

In this trial, patients in the paclitaxel protein bound partiches treatment arm had a
statistically significantly higher reconciled target lesion respanse rate (the trial
primary endpoint) of 21.5% {95% I 16.206 to 26.7%), compared 1o 11.1% (95%
Cl: 6.9% ta 15.1%) for patients in the paclitaxel injection treatment arm. SeeTable
12. Therswas na statistically significant difference in overall survival between the
twia stucly arms.

Table 12: Efficacy Results from Randomized Metastatic Breast Cancer Trial

Paclitaxal Paclitaxel injection
160 wgim’ 175 mgim’
Heconcibed Target Lesion Response Rate {primary endpodnt)®
Al randomized patients Respone Rate 500233 21 5%| ST 1%
[e54a Cif 116,19% - 75.73%) L= B s
prvahue’ Q003
Patients v b lalked
combination chematheragy ar | Response Rate AT 15.5%] 120143 18:4%)
melapued within & meaths of |35 Cij [3.26% - 11 755%)] [2355% - 12.94%]
adjuvant chematherapy’

* Reconciled Target Lesion Response Rate (TLRR) was the prospectively defined
protocal specific endpoint, based on independent radiologic assessment of
tumor responses reconciled with investigatar respanses {which also included
clinical information) for the first 6 cycles of therapy. The reconclled TLRR was
|ower than the investigator Reported Response Rates , which are based on all
cyclesof therapy.

"From Cochran-Mantel-Haenszel test stratified by 1'line vs. = 1"line therapy.

“Priortherapyincluded ananthracycline unless clinically contraindicated.

14.2 Non-5mall Cell Lung Cancer

A multicenter, randomized, open-label study was conducted in 1052
chemonaive patients with Stage Hib/Y non-small cell lung cancer o compare
paclitaxel in combination with carboplatin to paclitase! injection in cambination
with carboplatin as first-line treatment in patients with advanced non-small cell
lung cancer. Paclitaxel protein bound particles was administered as an
intravenous Infusion over 30 minutes at a dose of 100 ma/m’on Days 1,8 and 15
of each 21-day cycle. Paclitaxel injection was administered as an intravenous
infusion over 3 hours at a dose of 200 mg/m’, following premedication. In bath
treatment arms carboplatin at a dose of AUC = 6 mg- mindmL was administered
intravenously on Day 1 of each 21-day cycle after completion of paclitaxel
infusion. Treatment was administered untll disease progression or development
of an unacceptable toxicity. The major efficacy outcome measure was overall
respanse rate as determined by a central independent review committes using
RECIST guidelirses (Version 1.0}

In the Intent-to-treat (all-randomized) population, the median age was 60 years,
5% were men, B1% were White, 49% had adenocarcinoma, 43% had squamous
cell lung cancer, 76% were ECOG PS 1, and 73% were current or former smaokers.
Fatients received a median of & c ycles of treatment in both study arms.

Patients in the carboplatin arm had a statistecally significantly higher overall
respanse rate compared to patients in the paclitaxe| injection/  carboplatin arm
13 3% versus 25%) see Table 13]. There was no statistically significant difference in
averall survival between the twa studyarms.

Table 13: Efficacy Results from Randomized Mon-Small Cell Lung Cancer
Trial (Intent-to-Treat Population)

Paclitaxel Paclitaxel Injection
(100 /i weeakly] | 1200 main every 3
+ carboplatia whnkil + carbeplatin
[H=521} [N=531)
Cverall Respenss Rate (ORA) o
Comfipresd complete o partial pueral response, n 1% 170 [33%] 132 [25%)]
531 206, 367 2.2, 185
Pyadue Oni-3quare sest] falaald
Mediar Dol in maniths {955 C1 69454 BA| 80155, 7.1]
Ovarall Response Rate by History
Carcinomaf fdemocarncinoema 0 REE 20 T BGE(27 %)
Saquarnous Cell Carcirama S I 1) Sl 220 (2%
Large Cell Carcinoma MR AF0ER
Crhar FIEA LAty SR Sy

Cl=confidence interval; DoR=Duration of response

14.3 Adenccarcinoma of the Pancreas

A multicenter, multinational, randomized, open-label study was conducted in
B61 patients comparing paclitaxel plus gemcitabine versus gemcitabine
monotherapy as first-line treatment of metastatic adenocarcinoma of the
pancreas. Bey ellgiblilty criterla were Karnofsky Performance Status (KP3) = 70,
normal bilirubin level, transaminase levels £ 2.5 times the upper limit of normal
{ULN] or = 5 times the ULN for patients with liver metastasis, no prior cytotaxic
chemotherapy in the adjuvant setting or for metastatic disease, no ongaing
active infection requiring systemic therapy, and no history of interstitial lung
disease. Patlents with rapid decline In KPS (= 10%) or serum albumin {= 200}
during the 14 day screening period prior ta study randomization weraineligible.

A total of B&1 patients were randomized (1:1) to the Paclitazel/gemcitabine arm
{N=431) or to the gemcitabine arm (N=430). Randomization was stratified by
gecgraphic region (Australla, Western Euwrope, Eastemn Europe, or North
America), KPS {70 to 80 versus 90 to 100), and presence of liver metastasis (yes
versus po), Patients randomized to Paclitaxel/gemcitablne received paclitaxel
125 ma/m’ as an intravenous infusion over 30-40 minutes followed by
gemcitabine 1000 mg/m’ as an intravenaous infusion over 30-40 minutes on Days
1, 8, and 15 of each 28-day cycle. Patients randomized to gemcitabine received
1000 mog/m’ as an intravenous infusion over 30-40 minutes weekly for 7 weeks
fallowed by a 1-week rest perod in Cycle 1 then as 1000 ma'm’ on Days 1, 8 and
15 of each subseqguent 28-day cycle. Patients in both arms received treatment
until disease progression or unacceptable taxicity, The major efficacy outcome
measure was overall survival (O3] Additional outcome measures were
progression-free survival (PFS) and overall res pons e rate (ORR), both assessed by
independent, central, blinded radicloglc al review using RECIST (verskon 1,00,

Intheintent totreat {all randomized) population, the medianage was 63 years
{range 27-88 yearsh with 42% = 65 years of age; 58% were men; 93% were White
and KP3 was 90-100 in 60%, Disease characteristics included 46% of patients with
3 ormore metastatle sites; B4% of patlents had liver metastasis; and the location
of the primary pancreatic besion was in the head of pancreas (43%], body (315,
ortall{25%),

Results for overall survival, progress ion-free survival, and overall response rate
are showninTable 14,

Table 14: Efficacy Results from Randomized Study in Patients with
Adenocarcinoma of the Pancreas (ITT Population)

Paclitamel Gemcitabine
(125 mgim'} IM=420}
and gemcitabine
1R=431]
Gverall Survival
Mumrer af deaths, n [f) B3I 359 [83)
Mlgl:luaﬁtalliu'ﬂwltmﬂnlih&'l 8.5 .7
el 795 a0 T:
HR (95% C1)' 0.72 042, A3}
Posalus: 00001
Progressian-ires Survival’
Camath or progrezsson, n (% ITT A 265 1621
| Whedian Fragression ree Survival imontis) 55 37
G5% | 45 52 36,40
HE (95% (T 059 (0,58, 0B}
Pewalue 00007
Overall Respon e Rate’
Carfumed camplete ar partial ovanall seiponse, mi%) a9 (23| 317
T eamcl o 1l 272 50, %00
Powalue * QG000

Cl = confidence interval, HR = hazard ratio of Paclitaxel protein bound particles

plus gemcitabine / gemcitabine, ITT =intent-to-treat papulation.

' Stratified Cox proportional hazard model.

* Stratified loeg-rank test stratified by geographic region (Morth America versus
Others), Karnofsky performance score (70 to 80 versus 90to 100), and presence
of liver metastasis (ves varsus no).

* Bas ed on Independent Radiologic 2l Reviewer Assessment,

' Chi-sejuare tost,

In exploratery analyses conducted in clinically relevant subgroups with a
sufficient number of subjects, the treatment effects on overall survival were
similarto that observed in the overall study population,

Figure 1: Kaplan-Meier Curve of Owerall Survival (Intent-to-treat
Population)
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
100 mg of paclitaxelin a single-use vial, individually packagedina carton

16.2 Storage

Store at temperatures not exceeding 30°C. Reconstituted suspension
should be stored in the original carton at 2°C to 8°C {36°F to 46°F)

{53ee USPF Controlled Room Temperature). Protect from bright light.

Use reconstituted suspension within 24 hours. Discard any unused portion.

16.32 Handling and Disposal

Pracedures for propes handling and cdisposal of anticancer drugs should be
considersd. Several guidelines on this subject have been published [see
Refererces (15)]. There is no general agreement that all of the procedures
recommended in the guidelines are necessary or appropriate.

17 ADR Reporting Statement:
For suspected adwverse drug reaction, report to the FDA: wannwe fda . gowvph
and BIOCARE: pvi@biocarelifesciences.com

18 SHELFLIFE
2 years from the date of manufacture.

19 INCOMPATIBILITIES
Mot known

20 PATIENT COUNSELIMG INFORMATION

+ Paclitaxel injection may cause fetal harm. Advise patients to avoid becoming
pregnant while receiving this drug. Women of childbearing potential should
use effective contraceptives while receiving paclitaxel.

«Advice mennotta father a child while receiving paciitaxel.

« Patienits must be informed of tha risk of low blocd cell counts and severe and
life-threatening infections and instructed to contact their physician
immediately for fever or evidence of Infection.

« Patients should be instructed to contact their physician for persistent vomiting,
diarrhea, or signs of dehydration.

« Fatients must be informed that sensory neuropathy oocurs frequently with
paclitaxel and patients should advise their physicians of numbness, tingling,
pain or weakness invalving the extremities.

«Explain to patients that alopecia, fatigue/asthenia, and myalgla/arthralgia occur
frequently with paclitaxel,

«Instruct patients to contact their physician for signs of an allergic reaction, which
could be severe and sometimes fatal.

«Instruct patients to contact their physician immediately for sudden onset of dry
persistent cough, or shartness of breath,
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