DIMENSIONS 12.125” WIDE X 11.1875” HIGH

8.4. Pediatric Use

“The safey and effectiveness of Bicalutamide Tablts, USP in pediatic ptients have not been estabiished.

Labeingdecrbing pdiric iial e for bialtamid i aprovedfor AsrZanea Pharmicautisls L' biamid it Hovever, et AstsZeneca
vights,a descripion of is not approved for this

o5 Goae e
In o tuiesinpatnt gien 50 150 mg iy, o sigifcan rationip between ag and eyt vl f ot biauaid o teactve eantomer
25 been showr
8.6. Hepatic Impairment
Bicalutamide Tablets, USP should be used with cautio in patients vith moderate-to-Severe hepatic impairment. Bicalutamide Tablets, USP are extensively metabo-
lzed by the lvr. Liited data n subjects with severe hepafc impairment suggest that excretion of Bicalutamide Tablets, USP may be delayed and could lead to fur-
Herumiton Paci v unon el shouk b s for bt parod s o nga e (s Waios s Prcaons (7).
diferenc eiher enantiomer of -
D Wy Contes. owovn he WA o e . Sramlor v ercas st 760 (582 0.4 oy o v o s pote
spectively) in ptients with severe Iver discase (n=4).
8.7. Renal Impairment
Renal impairment (as measured by creatnin clearance) had no significan effect on the elimination oftotl bicalutamide or the actve R-gnantiomer.
n

Bicalutamide has not been studied in women.
10. OVERDOSAGE
Long-term clincal tials have been conducted with dosages up to 200 mg of Bicalutamide Tablets USP daily and these dosages have been well olerated. A single
dose o Bicalutamide Tables, USP tha resuls in symptoms of an overdose considered to be e threatening has not been established.

;tratment of
I the management of an overdose with Bicalutamide Tablets, USP. vomiting may be induced i the patiet s alert, It should be remembered tht,in this patient pop-
wlation, multple drugs may have been taken. Dialysis is not kel to be helpul since Bicalutamide Tablts, USP are highly protein bound and is extensively metabo-
lized. General SUBBa s, Heuen matong of il s and close cbsenaton of e pill, s ncatd
11. DESCRIPTIO!
Biutamide Tan[ms USP contain 50 mg of it 2 or -steroidal androgen feplr inhibitor or i ather koun exdcne ety T shemice name s
propanamide,

i
NH—C—C—CH, —SO, F
|
CH,
CFy

C1sH1aN204F.S
oN 18H1aN204F

Bilaanid s oo vghof 49057, Tk s oy 12 Bcutanide 2 g uie o f e gt v s ractcly sl tr

at37°C (5 mg per 1000 mL), slightly soluble in chioroform and absolute ethanol, sparingly soluble in methanol, and soluble n acetone and tezahyaro

Sicamide Tkt USP afs a e wi being aimost by of bicautamide;

is essentally nactive

The inactive ingredients of Bicalutamide Tablts, USP are actose monohycrate, magnesium stearat, povidone, crospovidone, sodium lauryl sulfate, polyethylene

glycol,hypromellose, and tanium ioside.

12. CLINICAL PHARMACOLOGY

12.1. Mechanism of Action

Bicalutamide Tablts, USP ar inhibitor It compettvely by binding

e el s, bosai oo s honn 50 antoge senive ang espongé o reatment atcounerags e fet of 3ndmgen andlor removes the

source of a

WhenGicatame Tablt,USPaecombind it inzng ormoe rlasing hormone(LHRH) g terpy, he suptesionof e tsoteron nuced

by the CHRH analog s not affected. Howeer, in clinicl trials with Bicalutamide Tablets, USP as a sngle agent or prostate cancer. rises in serum testosterone and

estradiol have been o

Indsubet of s uho i o st it Bcgtanids Tt USP andn AR agonisard uho discontius it T, USP torpy e o
P Tedut (PSA) and/or clinicalimprovement (antiandrogen ithdrawal phenomenon) may be

obse
12. 3 Phlvmﬂnkln!ilu
Absorption

unknown.

ically significan effect o rate or extet of absorption.
Distrbution

Bicalutamide is highly protein-bound (96°%) [see Drug Interactions (7))
Metabolism/Elimination

e fic metabolism. Th samr i metalzedprimarly by gcuroricao. T () somer s ndergssg-
curonidation but s predominantly oxidized to an nactive metabolite followed by olucuronidation. Both the parent and metabolit glucuronides are eliminated in the
uine and feces.Th -enanomeri 3pc ceard el o teR-naniomer,ih e R-aniome ccoutng o oot 539 of o saady-itepasma v
s

Pharmacokinetics of the active enantiomer o Bicalutamide Tablets, USP in normal maes and patients with prostate cancer are presented n Table 3.

Table 3.

Parameter Wean Standard
Deviation
Normal Wales (n=30)
Apparent Ora Clearance (Lihr) 0320 0103
Single Dose Pezk Concentraton (ygimL) 0768 0178
Single Dose Time to Peak Concentration (hours) 313 146
HaltIfe (days) 58 229
Patients with Prostate Cancer (1=40)
Css (bo/mL) 89%9 3504

13. NONCLINICAL TOXICOLOGY

13.1. Carcinogenesis, Mutagenesis, Impairment of Fertilty

Tio-ear orl arinagniy studes ver conductednblh mle and femas s andmic at dses o 5, 15 or 75 gy of bwalu\a)mlde Avariy oftumor
£ydig)

atall doss levels (the tead y
i i fai rasa 73 mghg Gy (pI0GMGtcy 1 112 UMes th human Uetapau concenratons . Thete o evioene of Leyg el nypemlasm inpa-
Hens i mo e ol eliant 1 e e e g,

Figure 1 - The Kapl
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There s no significan ifference in time to objective tumor progression betvieen treatment groups (see Figure 2).
Objective tumor progression was defined as the appearance of any bone metastases or the worsening of any existing bone metastases on bone scan attributabe to
metastaticdisease,or an ncrease by 25% or more of an able Bicautamide Tablts,
USP lus LHRA alog o that o ftanidepus LHRA amlog s 0.63 (9% confgonce ol 07910 1-10),

Figure 2 - Kap cuve fortime
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Qualty of Ife was assessed with sef-administered patient questionnaires on pain, ocia functioning, emotional well being,vitality, aciviy imiation, bed disaity,
overal el Bhyia capaoy gl symploms, nd emen et ymploms, ASsessmentof he Qualty f Lt Guestomares i ot indicate consistent
significant differences between the two treatment groups.

102 Safely Datarom Cnea Sudie vsig icalamide Talls, USP 150 mg

Bicalutamide Tablels, USP 150 my are not approved for use either alone or with other treatments.

Tiwo identical multcente, andomized, open-labeltials comparing Bicalutamide Tablts, USP 150 mg daily manatherapy to castration were conducted i patiets

iha had lcallyaanced (194, Nk MO) o meast (1) prosie cancer

Monotherapy —

Blsluanige it SP 150mp dly s aprves o et it M1 oo e st st anrn anas o e ol or s

he Data Safety Monitoring Board recommen USP treatment be discontinued in the M1 paients because te rsk o death was 25% (HR

1.25, 95%‘(:\%7«7181)anu31%(HR131 e 77) higher in Tablets, USP treated group compared to that D,

respectively.

Locally Advanced (T3-4, X, MO) Grou

Sicluami Tl USP 150 mo aly re 7ot aprodforuse i paents it caly avanc (13-4, 6 MO cancerf e prosats Flloing disconinaton

of all M1 patients, the trials continued with t X, MO patents until study completion, Inthe larger tial (N=352), the isk ofdeath was 25% (HR 1.

O 052t 71) her o CAMAIGe AV, USh a1 e e Sl 1401 1 okl Gt a0 (410 4.9k O 088t 1 03) pibeld

the Bicalutamide Tablets, USP group.

In additon tothe above two studies, there are three other on-going linica studies tha provide adcitional safety information fo Bicalutamide Tablets, USP 150 mg,
ados that is not approved for use. These are three multicentr, andomized, double-biind, paralel group trials comparing Bicalutamide Tablets, USP 150 mo daily
onotherapy (adjuvant to previous therapy or under watchful waiting) with placebo, fo death or time to disease progression, n a populaton of 8113 patients with

localzed or locally advanced prostate cancer

Bicautamide Tabet, USP 150 mg daiy for use as therapy for watchtul vaiting. Data

Do ofthes il 1627 patets Wt ocalged prostle cancer o Ver nder vl vling, el endovar -

Asmal increase i the incidence of hepatocelluar carcinoma in male mice given 75 mg/kg/day of bicalutamide (approximately 4 times human
23

W) and anncresad nidence f b o folcur ol adnans s e S magay human herpeic
and above vere recorde f eated o inducton obsered n anmal toxicy
studies. Enzyme induction ot s olowna Dcalanide aminsiaion n . Thete vere no (ummmemc et St o e G
cinogenesis

A comprehensive battery of both i vitro and in vivo genotosicity tests (yeast gene conversion, Ames, E. coli, CHO/HGPRT, human lymphocyte cytogenetic, mouse
TCTOMEoU,and T One MATow ({0geetc 51 s dmonsita it B famic Tabt. SP doe ot e o ey

Adiisaion of Bieltamids Tas, USP may o iion o sritogneis. The o et of Bt Tk, USP on il ey et
been studi

the precoital interval and time to successful mating were increased in

thefis aring but no efects onfertiyfoling Successul mating wer sen, Theseefecls et everse y T ek e ne ol " 11-week perod of dosing.

Nogfctson 10, 50 and pp 1and 21 ectvely*)or thei female of-

bicalutamide to pregnart feminizaton of g g o ypospatis taldose el A-

{ected mae ofsping wee o mpotnt.

*Based on a maximum dose of 50 m/day of bicalutamide for an average 70 kg patent

14. CLINICAL STUDIES

143Vt o, UsP 50 ug Dl n Gombletion vl aa LRt

Inamultcenter, double-bind, tria, 813

Uspsomg once‘daliy 404) ) o g 350 08 8 o) o e o, Shch o i CHEH ng s s et oo

or leuprolide acetat

Inn i conduced e e olo-up o 10 ek s eahed, 213 (52.7%) patens redted it Biclutamid Tabet, USP L1 andog terpy
) patients treated with flutamide-LHRH analog therapy had died. There was no significant diference in survival between treatment groups (see Fig-

e ) e fazatdrato fo e o death (suvval was 0.7 85% configenc erva 072 10 1.0,

Bw og
dsn ‘siajqer

—
w
N
a1

ne Bicalutamide Tablets, USP arm aftera median . There were 294 (37.7%) deaths in the Bicalutamide Tablets, USP reated
atent versus 279 (32 %) deahs i o placebo e paint (ocalsd gl varing rolp) or a hazar i of 116 (0% O 09910 137)

16. HOW SUPPLIED/STORAGE AND HANDLING

Bicalutamide Tablets, USP, 50 mg are white, ound, biconvex, fim-coated tablts with “BGM 50" debossed on one sde. They are supplied as follows:

NDC 63672-0005-1, Botles of 30

16.1. Storage and Handling

Slore t conold oo e, 200 25° (61077 Excurions et o150 31 (530 86, St USP Conrled oo Trprare,
17. PATIENT COUNSELING INFORMATION

Pt shoud b ot Wy ith B i, USPad th LR arlog shoud b it he e i and ity shold ot st
orsiop aking these medcatons wihout consufing e pysic

Tear here at perforation.
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Bicalutamide Tablets, USP can cause
serious side effects.

Get medical help right away, if you
have:

« trouble breathing with or without a
cough or fever. Some people who
take Bicalutamide Tablets, USP get
an inflammation in the lungs called
interstitial lung disease.

« Anallergic reaction. Symptoms of
an allergic reaction include: itching
of the skin, hives (raised bumps),
swelling of the face, lips, tongue,
throat, or trouble swallowing.

« Yellowing of the skin and eyes
(jaundice), dark urine, right upper
stomach pain, nausea, vomiting,
tiredness, loss of appetite, chills,
fever, whole body pain. These may
be symptoms of lver damage.

« Poor blood sugar control can hap-

n in_people who take Bicalu-

tamide Tablets, USP in combination
with LHRH medicines.

« enlargement of breast (gynecomas-
tia) and breast pain

e most common side effects of Bi-
calutamide Tablets, USP include:

« hot flashes, or short periods of
feeling warm and sweating

« whole body pain in your back,
pelvis, stomach

« feeling weak

« constipation

« infection

« nausea

« sweling in your ankles, legs or feet

« diarrhea

« blood in your urine

« waking from sleep to urinate at
night

« adecrease in red blood cells (ane-

« feeling dizzy

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

These arenotal the possle i o
fects of Bicalutamide Tablets, USP.
more information, askyourhea\mcare
provider or pharmacist

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

HOW SHOULD | STORE BICALU-
TAMIDE TABLETS, USP?

Store Bicalutamide Tablets, USP be-
tween 20°C to 25°C (68°F to 77°F).

Keep Bicalutamide Tablets, USP and
all medicines out of the reach of chil-
dren.

General information about the safe
and effective use of Bicalutamide
Tablets, USP.

Medicines are sometimes prescribed
for purposes other than those lsted in
a patient information leaflet. Do not
use Bicalutamide Tablets, USP for a
condition for which it was not pre-
scribed. Do not give Bicalutamide
Tablets, USP to other people, even if
they have the same symptoms that
you have. It may harm them

This patient information leaflet sum-
marizes the most important informa-
tion about Bicalutamide Tablets, USP.
1f you would like more information
about Bicalutamide Tablets, USP talk
with your healthcare provider. You can
ask your healthcare provider or phar-
macist for information about_Bicalu-
tamide Tablets, USP that s written for

Tablets, USP, ported, driv-
ing or operating machines.
Patients should be informed that diabetes, or loss of gl as b ith LHRH agonists.
Consideraton should therefore be gven to monitring blood glucose i patients receiving Emalutamme Talts, USP cembmauen ih LAR agonists.
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What are the Ingr:ﬂlenl: in Bicalu-
tamide Tablets, USP

Active ingredients. include: bicalu-
tamide

Inactive ingredients include: lactose
monohydrate, magnesium stearate,
povidone, crospovidone, sodium lau-
1yl sulfate, ~polyethylene _glycol,
hypromellose, titanium dioxide.
Manufactured for:

Synthon Pharmageuticals, Inc.
Research Triangle Park, NC 27709

Manufactured by:
Synthon Hispania .L.
Barcelona, Spain

Made in Spain
Revised: 06/2009
PPI-4020-1
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Bicalutamide Tablets, USP can cause
serious side effects.

Get medical help right away, if you
have:

« trouble breathing with or without a
cough or fever. Some people who
take Bicalutamide Tablets, USP get
an inflammation in the lungs called
interstitial lung disease.

« An allergic reaction. Symptoms of
an allergic reaction include; itching
of the skin, hives (raised bumps),
sweling of the face, lips, tongue,
throat, or trouble swallowing.

« Yellowing of the skin and eyes
(jaundice), dark urine, right upper
stomach pain, nausea, vomiting,
tiredness, loss of appetite, chills,
fever, whole body pain. These may
be symptoms of liver damage

+ Poor blood sugar control can hap-
pen in_people who take Bicalu-
tamide Tablets, USP in combination
with LHRH medicines.

+ enlargement of breast (gynecomas-
i) and breast pain

The most common side effects of Bi-
calutamide Tablets, USP include:

« hot flashes, or short periods of
feeling warm and sweating

= whole body pain in your back,
pelvis, stomach

+ feeling eak

+ constipation

+ infection

« nausea

« swelling in your ankles, legs or feet

+ diarrhea

+ blood in your urine

+ waking from sleep to urinate at
night

« adecrease in red blood cells (ane-

« feeling dizzy

Tell your healthcare provider if you
have any side effect that bothers you
or that does not go awiay.

Thesear nct al the posstl sid
fects of Bicalutamide Tablets, USP. For
more nformation, ask your healthare
provider or pharmacist

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

HOW SHOULD I STORE BICALU-
TAMIDE TABLETS, USP?

Store Bicalutamide Tablets, USP be-
tween 20°C to 25°C (68°F to 77°F).

Keep Bicalutamide Tablets, USP and
all medicines out of the reach of chil-
dren

General information about the safe
and effective use of Bicalutamide
Tablets, USP.

Medicines are sometimes prescribed
for purposes other than those isted in
a patient information leaflet. Do not
use Bicalutamide Tablets, USP for a
condition for which it was not pre-

scribed. Do not give Bicalutamide
Tablts, USP 0 other people, oven i
they have the same symptoms that
you have. It may harm them.

‘This patient information leaflet sum-
marizes the most important informa-
tion about Bicalutamide Tablets, USP.
If you would like more information
about Bicalutamide Tablets, USP talk
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Bicalutamide Tablets, USP can cause
serious side effects.

Get medical help right away, if you
have:

« trouble breathing with or without a
cough or fever. Some people who
take Bicalutamide Tablets, USP get
an inflammation in the lungs called
interstitial lung disease.

« Anallergic reaction. Symptoms of
an allergic reaction include: tching
of the skin, hives (raised bumps)
sweliing of the face, lips, tongue,
thraat, or trouble swallowing.

« Yellowing of the skin and eyes
(jaundice), dark urine, right upper
stomach pain, nausea, vomiting,
tiredness, loss of appetite, chills,
fever, whole body pain. These may
be symptoms of lver damage.

« Poor blood sugar control can hap-

n in_people who take Bicalu-

tamide Tablets, USP in combination
with LHRH medicines

« enlargement of breast (gynecomas-
tia) and breast pain

‘The most common side effects of Bi-
calutamide Tablets, USP include:

« hot flashes, or short periods of
feeling warm and sweating

« whole body pain in your back,
pelis, stomach

« feeling weak

« constipation

« infection

« nausea

« sweling in your ankles, legs or feet

« diarrhea

« blood in your urine

« waking from sleep to urinate at
night

+ a decrease in red blood cells (ane-
mia)

« feeling dizzy

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

These are not al the possible side ef-
fects of Bicalutamide Tablets, USP. For
more information, ask your healthcare
provider or pharmacist

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

HOW SHOULD | STORE BICALU-
TAMIDE TABLETS, USP?

Store Bicalutamide Tablets, USP be-
tween 20°C to 25°C (68°F to 77°F).

Keep Bicalutamide Tablets, USP and
all medicines out of the reach of chil-
dren.

General information about the safe
and effective use of Bicalulamide
Tablets, USP.

Medicines are Sometimes prescribed
for purposes other than those lsted in
a patient information leaflet. Do not
use Bicalutamide Tablets, USP for a
condition for which it was not pre-
scribed. Do not give Bicalutamide
Tablets, USP to other people, even if
they have the same symptoms that
you have. It may harm them.

This patient information leaflet sum-
marizes the most important informa-
tion about Bicalutamide Tablets, USP.
It you would like more information
about Bicalutamide Tablets, USP talk

with your You can
ask your healthcare provider or phar-
‘macist for information about _Bicalls
tamide Tablets, USP that is written for
health professionals. For more infor-
mation call 1-919-493-6006.

What are the ingredients in Bicalu-
tamide Tablets, USP?

Active ingredients  include: bicalu-
tamide

Inactive ingredients include: lactose
monohydrate, magnesium Stearate,
povidone, crospovidone, sodium lau-
vl sulfate, polyethylene glycol,
hypromellose, itanium dioxide.

Manufactured for:
Synthon Pharmaceuticals, Inc.
Research Triangle Park, NC 27709
Manufactured by:

Synthon Hispania S.L.

Barcelona, Spain

Made in Spain

Revised: 06/2009

PPI-4020-1

ith your . You can
ask your healthcare Dmv\dev or phar-
macist for information about Bicalu-
tamide Tablets, USP that is written for
health professionals. For more infor-
mation call 1-919-493-6006.

What are the Inqreﬂl:ms in Bicalu-
tamide Tablets, USP?

Active ingredients. include: bicalu-
tamide

Inactive ingredients include: lactose
monohydrate, magnesium stearate,
povidone, crospovidone, sodium lau-
ryl sulfate, polyethylene glycol,
hypromellose, titanium dioxide.

Manufactured for:
Synthon Pharmaceuticals, Ing.
Research Triangle Park, NC 27709
Manufactured by:

Synthon Hispania S.L.

Barcelona, Spain

Made in Spain

Revised: 06/2009

PPI-4020-1
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Patient Information
Bicalutamide Tablets, USP
[pronounced bi-cal-0o-ta-mide]

Read the Patient Information that
comes with Bicalutamide Tablets,
before you start taking it and each
time you geta efil. There may be new
information. This leaflet does not take
the place of talking with your health-
care provider about your medical con-
dition or your treatment.

What are Bicalutamide Tablets,
uspP?

Bicalutamide Tablets, USP are a pre-
scription d

-125” margin either side of the perf
(Total .25” between columns)
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Patient Information
Bicalutamide Tablets, USP
[pronounced bi-cal-oo-ta-mide]

Read the Patient Information that
comes with Bicalutamide Tablets, USP
before you start taking it and each
time you geta efil. There may be new
information. This leaflet does not take
the place of talking with your health-
care provider about your medical con-
dition or your treatment.

What are Bicalutamide Tablets,
usp?

Bicalutamide Tablets, USP are a pre-
di

Tear here at perforation

Patient Information
Bicalutamide Tablets, USP
[pronounced bi-al-oo-ta-mide]

Read the Patient Information that
comes with Bicalutamide Tablets, USP
before you start taking it and each
time you geta refil. There may be new
information. This leaflet does not take
the place of talking with your health-
care provider about your medical con-
dition or your treatment.

What are Bicalutamide Tablets,
uspP?

Bicalutamide Tablets, USP aw apre-

HIGHLIGHTS OF PRESCRIBING INFORMATION

These muhllgnlx do ot include all the information needed to use Bicalutamit
lutamide Ta

Bicalutamide T:hleis, USP for Oral use
Initial U.S. Approv:

ets, USP safely and effectively. See full prescribing information for Bica-

* Bealtaice s, USP 0 g 1o 2 adhogn eapor niior it for us ncombiation ey it sinizing ormone-laing Fomone
(LARH) analog for the reatment of Stage D, metastatic carcinoma of the prostat

+ Bicalutamide Tablets, USP 150 mg daily are not approved for use alone or ith mhevlveztmems U}

AND
The recommended dose for Bicalutamide Tablets, USP therapy in combination with an LHRH analog is one 50 mo tablet once daily (morning or evening). (2)
E FORMS

50 mg tablets (3)-

« Hypersensitivity (4.1)
« Women (4.2)
« Pregnancy (43 and 8.1)

receptor inhibitor, used in combination
with_lutenizing  hormone-releasing
hormone (LHRH) medicines to treat
stage D2 metatastic prostate cancer It
is not known if Bicalutamide Tablets,
USP are safe and effective in children

Who should not take Bicalutamide
Tablets, USP?

Do not take Bicalutamide Tablets, USP
if:

* you are a woman.

« you are allergic to any of the ingre-
dients in Bicalutamide Tablets, USP.
See the end of this leflet for a com-
plete it of ingredients

What should | tell my healthcare
provider before taking Bicalutamide
Tablets, USP?

Before you take Bicalutamide Tablets,

SP, tell your healthcare provider
about all your medical conditions in-
cluding if you

 are a woman (see who should not
take Bicalutamide Tablets, USP)

« are pregnant or think you may be
regnant

« have liver problems

« take a medicine to thin your blood.
Ask your healthcare provider or
pharmacist if you are not sure if
your medicine is a blood thinner.

« have diabetes (poor blood sugar
control has been reported in people
taking Bicalutamide Tablets, USP in
combination with LHRH medicines)

Tell your healthcare provider about all
the medicines you take, including pre-
scription and non-prescription medi-
cines, vitamins _and _herbal
supplements.  Bicalutamide Tablets,
USP and other medicines may affect
each other causing side effects. Bica-
lutamide Tablets, USP may affect the
way other medicines work, and other
medicines may affect how Bicalu-
tamide Tablets, USP works.

Know the medicines you take. Keep a
fist of your medicines with you to
show your healthcare providers when
you get a new medicine.

How should | take Bicalutamide
Tablets, USP?

* Take Bicalutamide Tablets, USP ex-
actly as prescribed.

« Take Bicalutamide Tablets, USP at
the same time everyday.

* Your treatment with Bicalutamide
Tablets, USP should start at the same
time as your treatment with the
LHRH medicine

« If you miss a dose do not take an
extra dose, take the next dose at
your regular time. Do not take 2
doses at the same time

* Bicalutamide Tablets, USP can be
taken with or without food.

« If you take too much Bicalutamide
Tablets, USP, call your healthcare
provider or Poison Control Center or
o to the nearest hospital emer-
gency room right away.

« Do not stop taking Bicalutamide
Tablets, USP unless your healthcare
provider tells you.

« Your healthcare provider may do
blood tests while you take Bicalu-
tamide Tablets, USP

« Your prostate cancer may get worse
while taking Bicalutamide Tablets,
USP in combination with LHRH
medicines. Regular monitoring of
your prostate cancer with your
healthcare provider is important to
determine if your disease is worse.

What should | avoid while taking Bi-
calutamide Tablets, USP?

Driving and operating machinery. Do
not drive, operate machinery, or do
other dangerous activities until you
know how Bicalutamide Tablets, USP
affects you.

What are the possible side effects of
Bicalutamide Tablets, USP?

scription
receptor inhibitor, used in combination
with_lutenizing  hormone-releasing
Romane (L) medcinesto tret

It

scription
receptor inhibitor, used in Somtineton
with_lutenizing  hormone-releasing
hormone (LHRH) medicines to treat

ot knuwn n Bma\mamme Tablets,
USP are safe and effective in children.

Who should not take Bicalutamide
Tablets, USP?

Do not take Bicalutamide Tablets, USP
if:

* you are a woman.

« you are allergic to any of the ingre-
dients in Bicalutamide Tablets, USP.
See the end of this leflet for a com-
plete it of ingredients

What should | tell my healthcare
provider before taking Bicalutamide
Tablets, USP?

Before you take Bicalutamide Tablets,
USP, tell your healthcare_provider
about all your medical conditions in-
cluding if you:

 are a woman (see who should not
take Bicalutamide Tablets, USP)

« are pregnant or think you may be
regnant

« have liver problems

« take a medicine to thin your blood.
Ask your healthcare provider or
pharmacist if you are not sure if
your medicine is a blood thinner.

« have diabetes (poor blood sugar
control has been reported in people
taking Bicalutamide Tablets, USP in
combination with LHRH medicines)

Tell your healthcare provider about all
the medicines you take, including pre-
scription and non-prescription medi-
cines, viamins _and _herbal
supplements.  Bicalutamide Tablets,
USP and other medicines may affect
each other causing side effects. Bica-
lutamide Tablets, USP may affect the
way other medicines work, and other
medicines may affect how Bicalu-
tamide Tablets, USP works.

Know the medicines you take. Keep a
fist of your medicines with you to
show your healthcare providers when
you get a new medicine.

How should | take Bicalutamide
Tablets, USP?

* Take Bicalutamide Tablets, USP ex-
actly as prescribed.

« Take Bicalutamide Tablets, USP at
the same time everyday.

* Your treatment with Bicalutamide
Tablets, USP should start at the same
time as your treatment with the
LHRH medicine

« If you miss a dose do not take an
extra dose, take the next dose at
your regular time. Do not take 2
doses at the same time

« Bicalutamide Tablets, USP can be
taken with or without food.

« If you take too much Bicalutamide
Tablets, USP, call your healthcare
provider or Poison Control Genter or
go to the nearest hospital emer-
gency room right away.

« Do not stop taking Bicalutamide
Tablets, USP unless your healthcare
provider tells you.

« Your healthcare provider may do
blood tests while you take Bicalu-
tamide Tablets, USP

 Your prostate cancer may get worse
while taking Bicalutamide Tablets,
USP in combination with LHRH
‘medicines. Regular monitoring of
your prostate cancer with your
healthcare provider is important to
determine if your disease is worse

What should | avoid while taking Bi-
calutamide Tablets, USP?

Driving and operating machinery. Do
not drive, operate machinery, or do
other dangerous activites until you
know how Bicalutamide Tablets, USP
affects you

What are the possible side effects of
Bicalutamide Tablets, USP?

is not known if Bicalutamide Tablets,
USP are safe and effective in children.

Who should not take Bicalutamide
Tablets, USP?

Do not take Bicalutamide Tablets, USP
if:

* you are a woman

= you are allergic to any of the ingre-

dients in Bicalutamide Tablets, USP.
See the end of this leafet for a com-
plete it of ingredients

What should | tell my healthcare
provider before taking Bicalutamide
Tablets, USP?

Before you take Bicalutamide Tablets,
USP, tell your_healthcare_provider
about al ynur medical conditions in-
cluding if you

 are a woman (see who should not
take Bicalutamide Tablets, USP)

« are pregnant or think you may be
regnant

« have liver problems

« take a medicine to thin your blood.
Ask your healthcare provider or
pharmacist if you are not sure if
your medicine is a blood thinner.

« have diabetes (poor blood sugar
control has been reported in people
taking Bicalutamide Tablets, USP in
combination with LHRH medicines)

Tell your healthcare provider about all
the medicines you take, including pre-
scription and non-prescription medi-
cines, vitamins _and _herbal
supplements.  Bicalutamide Tablets,
USP and other medicines may affect
each other causing side effects. Bica-
Iutamide Tablets, USP may affect the
way other medicines work, and other
medicines may affect how Bicalu-
tamide Tablets, USP works.

Know the medicines you take. Keep a
fist of your medicines with you to
show your healthcare providers when
you get a new medicine.

How should | take Bicalutamide
Tablets, USP?

* Take Bicalutamide Tablets, USP ex-
actly as prescribed.

« Take Bicalutamide Tablets, USP at
the same time everyday.

* Your treatment with Bicalutamide
Tablets, USP should start at the same
time as your treatment with the
LHRH medicine

* If you miss a dose do not take an
extra dose, take the next dose at
your regular time. Do not take 2
doses at the same time

* Bicalutamide Tablets, USP can be
taken with or without food.

« I you take too much Bicalutamide
Tablets, USP, call your healthcare
provider or Poison ontrol Genter or
g0 to the nearest fospial emer-
gency room right away.

« Do not stop taking Bicalutamide
Tablets, USP unless your healthcare
provider tells you.

« Your healthcare provider may do
blood tests while you take Bicalu-
tamide Tablets, USP

« Your prostate cancer may get worse
while taking Bicalutamide Tablets,
USP in_combination with LHRH
medicines. Regular monitoring of
your prostate_cancer with your
healthcare provider is important to
determine if your disease is worse.

What should | avoid while taking Bi-
calutamide Tablets, USP?

Driving and operating machinery. Do
not drive, operate machinery, or do
other dangerous activities until you
know how Bicalutamide Tablets, USP
affect

What are the possible side effects of
Bicalutamide Tablets, USP?

+ Severe hepatic changes and hepatic failure have been observed rarely. Monitor Serurm transaminase levels prior to starting treatment with Bicalutamide Tablts,
USP,atregular intervls or th firs four months of treatment and periodically thereafter, and for symptoms or signs suggestive of hepatc dysfunction. Use Bi+
calutamide Tablets, USP with cauton in patients with hepatic impairment. (5.1)

+ Gynecomastia and breast pain have been reported during treatment with Bicalutamide Tablets, USP 150 g when used as a single agent. (5.2)

« Bicalutamide Tablets, USP with a LHRH agonist. LHRH hown to cause a reduction in glucose tolerance in males. Con-
sideration should be given to monitoring blood glucose in patients receiving Bicalutamide Tablets, USP in combination with LHRH agonists. (5.3)
* Monitoring Prostate Specific Antigen (PSA) is recommended. Evaluate for clinical progression if PSA increases. (5.4)

in more than 10% of Tablets, USP plus an LHRH-A viere: ho flashes, pammcmmng general,back,
e 310 ahdomina), ashens, consigaton,feco, nauses, peripherledema, 0yspez, darthe, ematura, noctura and anema.

To report SUSPECTED ADVERSE REACTIONS, contact Synthon Inc. at 1-919- FDA at 1-800-FD/ T

+ Rebicalutamide is an inhiitor of CYP 3A4; therefore, cauton should be used when Bicalutamide Tabets, USP are co-administered vith CYP 344 substrates. (7)
« Prothvombin times should be closely monitored n patient lready receiving coumarin anicoagulants who are started on  Bialutamide Tabets, USP. (7)
USE IN SPECIFIC POPULATIONS

. for d for AstraZeneca P Hoveer,
dueto AsiraZeneca Pharmaceuticals LP's marketing exclusiity rghts,  descripton of those clinical studies s not approved for this bicalutamide labeing. (.4)
See 17 for PATIENT COUNSELING INFORMATION
Proposed Patient Labeling Provided
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FULLPREGGAIIE IFLEITION
1. INDICATIONS AN
Bicautamide mnm‘ ispen mg iy ar inicte s cominaion ey it 3 tiiing hormone-rlasing Fomone (LHRH) g for e st
of Stage D, metastatic carcinoma of the p
Bicltamide Tales, USP 150 mo dal a1 ot 3 appmm for use alone or it other treatments s Clnial Studies (14.2).
2. DOSAGE AND ADMINISTRATION
“The recommended dose for Bicalutamide Tablets, USP therapy in combination with an LHRH analog is one 50 mg tablet once daily (morning or evening), vith or
ik o e T, P et e s e ech day.Tresment i claaie T, US o st
the same time as treatment with an LHRH an
21:Dusage Adusiment n Renl Impainn
Mo dosage agjustment is necessary for patients with renal impairment [see Use in Specifi Populatons (8.7)]
22 Dorag st I opac it
necessary or patents patents ith severe lver impairment (1=4), athough thre was a 76%
oteass e e (9and 104 G mr s S A R
itpalihigly o Popustons ()
5 DOSHGE FORMS & STRENGT
Bicalutamide Tablts, USP 50 mg L —
4. CONTRAINDICATIONS
4.1, Hypersensitivity
Bicalutamide Tablts, USP are contraindicated n any patient who has shown a hypersensiivity reaction to the drug or any of the tablet's components. Hypersensi-
iy reactions including angioneurotc edema and utiaria have been reported [see Adverse Reactions (6.2)].

2. Women

Bicalutamide Tablts, USP have no indication for women, and should not be used in this populatin.

4.3. Pregnancy

Bicalutamide Tablets, USP may cause fetal harm when administered o a pregnant woman. Bicalutamide Tablts, USP are contraindicated n women, including those

who are or may become pregnant, Thre are no studies in pregrant women using Bicalutamide Tablets, USP. Ifthis drug s used during pregrancy or i the ptient

becomes prégnant while taking this drug, the patient should be appraised of the potential hazard to the feus [see Use in Specific Populatons ( 8.1)].

5. wmmuas AND PRECAUTIONS

5.1. Hep

B ottt or ospitaization due to severe[iver injry have been reported post-marketing n association vith the use of Bicalutamide Tabets, USP. Hepa-

totovicity in these reports generall occurred within the first thee to four months of treatment. Hepatts or marked increases inlver enzymes leading to drug dis-

continuation occurted in approximately % of Bcalutamide Tablets, USP patients in controled clinical trias.

Sorum ansaminase v Should b ezt o o saring oament with Bicaluamide Tzt USP, i oulr teras o e fst four s of treatment,

and periodicallythereafer If clinical symptoms or signs suggestive of iver dysfunction occur (e.q., nausea, vomiting, abdominal pain, fatigue, anorexia, ﬂu «
mptoms, dark urine, jaundice, o rght Upper quacrant tenderness), the Serum transaminses,in particular the serum ALT, shauld be measured immeate)

any time a ptient has Jundee, or i ALTrse abore o tines e ugpr it o ol i T, USF Sk be immeatey dRconinuedwi

close follow-up o iver fun

52. Eynzcamaslinnﬂlman? i

In clincal trils vith Bicalutamide Tablets, USP 150 mg as a single agent for prostate cancer, ynecomastia and breast pain have been reported n up to 38% and

39% of patiens, respectively.

5.3. Glucose Tolerance
Areduction in glucose tolerance has been onselved in ma\es recewmu LHRH agonist. This may maniest a diabetes o loss o gycemic conrol n thoss it pre-
Bicalutamide Tablets, USP in combination with LHRH ag

onsts

5.4. Laboratory Tests

Regular assessments of serum Prostate Specific Anigen (PSA) may be helpfulin manitoring the patient's response. If PSA levels rise during Bicalutamide Tablets,
P therapy, in patient should be evaluated for lnial progression. For ptients who have objective progression of dsease together ith an elevated PSA,  treat-

ment-free period of antandrogen, while continuing the LHRH analog, may be considered.

6. ADVERSE REACTIONS

Because clinical trias are conducted under widely varying conditons, adverse reaction rates observed in the clinicl trials of a drug cannot be directy compared to

rates in the cincal trias of another drug and may not reflect the rates observed in practice.

6.1. Clinical Trials Experient

in Il with adanced prostate cancer reated with Bicalutamide Tablets, USP in combinaton with an LHRH analog the most frequent adverse eaction was ot flashes

In m multicenter, double-blind, controlled clinical tral comparing Bicalutamide Tablets, USP 50 mg once daily vith flutamide 250 mo three times a day, each in com-
bination with an LHRH analog, the following adverse reactions with an incidence of 5% or greater, regardless of causality, have been reported.

Table 1. Inuduncu of (2 5% n Either Treatment of Causality
Body Trealment Group
e Reaction Number of Patients (%)
Bicalutamide Tablets, USP Flutamide
Plus LHRH Analog Plus LHRH Analog
(n=401) (n=407)
Body as a Whole
Fa (Genera) 142 (35 127 (31)
102 (25) 105 (26)
Asthenia 89(22) 8721)
Pelvic Pain 85 (21) 70(17)
Infection 71(18) 57(14)
Abdominal Pain 4(11) (1)
Chest Pain 348 34(8)
Headache 29(7) 27(7
Flu Syndrome 28(7) 307
Eimlovamllir
211 (53) 217 (53)
. Hynenensmn 34(8) 29(7)
ige
Consh ation 87 (22 69(17
o4 i {
62(15) 58 (14)
49(12) 107(26)
Increased Liver
Enzyme Test 30(7) 46(11)
Dyspepsia 30(7) 23 6)
Flatulence 215 25
Anorexia 25(6) 29(7)
Vomiting 2 (6) 2
Hemic and Lymphatic
lemia 11 45(11) 83(13)
Metabolic and Nutritional
Peripheral Edema 53(13) 2(10)
Vgt Loss 30(7) 39(10)
Hyperglycemi 2(6) 21(1)
Alkahne Phosphatase Increased 22(5) 245
it Gain 22(5) 18(4)
Wsctloseeial
Pain 37(9) (1)
Nyasthenia 27(7) 19.(5)
ritis 21(5) 29(7)
Pamnmgmal Fracture 17 2
Nervous Sysler
Diantss” 41(10) 35(9)
Paresihesia 31(8 40(10)
nsomnia 27( 39(10
niety 20 (5; 92
e lvessslusl 164 33(8)
espittuySysem
yspne 51(13) 32(8)
ougn noreased 33(8) 24(6)
haryngits 32(8) 23(6)
ronchitis 24(6) 2(3)
neumoma 18(4) 19(5)
hinitis 154) 22(5)
Skinand Mnendanu
Ras 35(9) 00
Sweatmq 25(6) 20(5)
Uragenital
octuria 49(12) 55 (14)
fematuria 48(12) 26 (6)
rinary Tract Infection 359 36(9)
ynecomastia 36 (9) ()
mpotence 27 (7; 3% !9
reast Pain 23 6) 15(4
inary Frequency 2 (sg 2 !7
rinary Retention 20 5) 14(3)
inary Impaired 19(5) 15(8)
rinary Incontinence 15(4) 32(8)

+Increased liver enzyme test includes increases in AST, ALT or both
it Anemia includes anemia, hypochronic-and iron deficency anemia
Other adverse reactions (greate than or equalto 2%, but ess than 5%) reported inthe Bicautamide Tabets, USP-LHRH analog treatment group ae isted below by
body system and are in order of decreasing frequency within each body syste regardless of causaly.
Body as a Whole: Neoplasm: Neck Pain; Fever: hils; Sepsis; Herniz Cyst
Cardiovascular: Angina Pectoris; Congesive Heart lew Myocavma\ Ifart;Hoart Aest; Cronay Ay Disrder,Sycope
: Melena; Rectal Hemorrhage; Dry Mouth: Dys
Wetabolc and Niona: e BUN Inrase: G e Dy Gout. Hynevcho\es(evemwa
Wusculoskeletal: Myalgi; Leg Cramps
Nervous: Hypertonia; Confusion; Somnolence; Libido Decreased: Neuropathy; Nervousness
Respiratory: Lung Disorder. Asthma; Epstaxis: Sinusitis
Skin and Appendages: Dry Skin; Alopecia; Prrits; Herpes Zoster; Skin Carcinoma; Skin Disorder
Special Senses: Cetaract specifed
Urogenital: Dysuria; Urinary Urgency; Hydronephrosis; Urinary Tract Disorder
Abnormal Laboratory Test Values:
Laboratory abnormaliis including elevated AST, ALT,bilirubin, BUN, and cratinine and decreased hemoglobin and white cell count have been reported n both Bi-
et T, USPAHRH oy o ard ffamiteLARH arlog ot s
6.2. Postmarketing Experienc
T Tolouing adts ectans have ben et urng posapprovl se Bl T, USP Scaus hese ections e epored volrayroma
populaton of uncertain size, it s not aways possibe o rellably estimate theirfrequency or establish 2 causa rlationship to drug exposure.
Uncommon cases of hypersensitivity reactions, including nd urticaria (41)].and of
disease,including inersital preumonii and pulmonary fibrosis, have been reporte vith Bcalutamide Tabet, USP.
Reton n gluosetoeranc,manfestnga diabets of 310 of ghcemic contl  hase it r-oxtng abte, s oe rported dring eament it
agonists.
7. DRUG INTERACTIONS
Ginicatuie at ntshown anydrg neraconsbeweentcaltanide and LR anlog (osrin reupralid) Threis o vidence that biautamid n-
uces hepatc enzymes.
1 vt studies have shown tha R-bicautamide i an nhibitor of CYP 3A4 i esser oy fcts on OYP 209 2619:and 206 actyty.Ciial tdis v
shown that with co-adminisration of Bicalutamide Tablets, USP, mean midazolam (a substate) levels may be increased 1.5 f0ld (for Cygy) and 1.9 fold
(mrAUC) Hence,caution should be exrcised when Bicalutamide Tabets, USP are co-adminitered with CYP 34 substrates.
fave shoun that coumarin anticoagulants from binding sites. Prothrombin times should be closely mon-
umen ing tarted on Bicalutamide Tablts, USP and adjustment of the anticoagulant dose may be neces-

II USE N SPEEIFIE POPULATIONS
Pre

PRESNANCY CATEGORY X s Contindicatns (4., Basd n s meshaism of ction, Bicaltanie Talts,USP may cause et hrm when adintered o
a pregnant woman. Bicalutamide Tabits, USP are contraindicated in women, including those vho are or may bécome pregnant Ifthis drug is used during preg-
ancy,or i the patient becomes pregnant while taking this drug, the ptent s e apacd o e potel iz s

calutamide Tablets, Bicalutamide Tablets, USP are not for use in women, itis important to know
that maternal use of an androgen receptor mmmtm oud e deve\opmenl of thefetus
Inanimal 0 mg/kg/day (approximately 2/3 of clinical exposureat the recommended dose) and above,

spad antandrogens. No oher teratogenic

et oS SRRl oD doae 1 s D00ty o . i Pt 0 oM 088 o i O o
10.250 my/ko/day (approsimately 2 times the clinical exposure at the recommended dose).
8.3. Nursing Mother
Bicalutamide Tablets, USP are not indicated for use n women.




