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safety and effectiveness of Bicalutamide Tablets, USP in pediatric patients have not been established.
Labehng desorbing et inal st for biautamid s aproved o AtaZeneca Pamaceucals L' isluamid el Howeer, et AstraZaneea

8.5. Gerialrc Use
In o stud 50 0r 150 m daily, ne between age and steady-state levls of total bicalutamide or the actve R-enantiomer
has been shown.
8.6. Hepatic Impairment
Bicaltaide Tablets, USP shoud e usedwith Bicalutamide Tablts, USP are extensively metabo-
Tized by he e at el of Bl et USP ey be delayed and could lead to fur-
e amiion Betads iy o s shos o chrothr mmepaw: impaired Py fsee 1)
pared o helthy controls Howeve, el of e Renantomer s reasd appoximtey 6% (5 and 1014 tys fo o and Mpaie paiens, e
spectively) i patints with severe lvr diseas
8.7. Renal Impairment
fas

s measured o otal bicalutamide or the active R-enantiomer.
8.8. Women

Bicalutamide has not been studied in women.

10. OVERDOSAGE

Longterm arical s e ben conuct ithdosages up 1200 m of Bicatamid Tles, USP dal and thse dosages fave been vel tolerte. A single
dose of Bicaluamide Tablts, USP tht resufs in threatening has not

There is no speifc antdote; reatment of an overdose St symptomatc.

e maragement o anoverdoseithBatamid Talts,US?, vomiing my benducedf e patln s et I houdbe emenmbered ta in s et -
ation, muliple drugs may have been taken. Diaysis s not Tables, USP are highly

e uprie e, g e monkang ol s ad s hsnalon i e, s

Bma\mmme Tablets, bicalutamide, rscantm inhibitor with rm Dﬂv!l Kﬂuwﬂ snﬂnnvms activity. The chemical name is
propanamide, N [4 T d empirical formulas are:
OH
[
NH—C—C—CH, — S0, F
CH,
OFs CraHhaN:04FS
1sH1aN04F
CN
Bicalutamide has a mo\zcularwz\gm 0f430.37. The pKa™ 12. 1o off white powder
at37°C (5 mg per 1000 mL), L sp: tetrahydrofuran
Bicalutamide Tih\ELs USPZIE a racemate with its antiandrogenic by the R- ‘of bicalutamide;

i essentially inactive.
ve ngredients of Bicalutamide Tablets, USP are latose monohydrate, magnesium stearate, povidone, crospovidone, sodium lauryl sulfate, polyethylene
giycal, ypromelose, and tanium cioide
12. CLINICAL PHARMACOLOGY
12.1. Mechanism of Action
Bicalutamide Tablets, receptor inhibitor It ceptor
in the. Lar?n ﬂssuz Prostatic carcinoma is known to be androgen sensitive and vespom]s 1o treatment that counteracts the effect m androgen and/or l!mwzs me
Soure ot
When Bmlummme Tabl é
L i ot w1 G DR Bt A, DS 208 I s oS et o Sty oo and
estradiol have been noted.
In a subset of patients who have been teated with Bicalutamide Tablets USP and an LHRH agonist, and who discontinue Bicalutamide Tablets, USP therapy due to
progresie adhancd prstt cacer,aeducion n Prosate S Anigen (PS)andor i imrovement (anandrogn wihraval enamenon) my be

11 5 Pnumawklnellu

Absorption
unknown.
lnaHy s\gnmnzm effect on rate or extent of absorption.
Seaminis highly protein-bound (96°%) [see Drug Interactions (7))
MetabolisyElimination
Biclutamide undergoes stereospeciic metabolism. The S (inactve) isomer is metabolized primariy by glucuronidation. The R (actve)isomer also underooes glu-
i m iacii i i

0 e
e and ces. The S-enantiomer s rapidy cleare relatv tothe R-enantiomer, with the R-enartiomer accounting for about 99% of total steady-sate plasma lv-
s

Pharmacokinetics of the active enantiomer of Bicalutamide Tablets, USP in normal males and patients with prostate cancer are presented in Table 3.
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There uvugru ion between treatment groups (see Figure 2).

ogression was defined
i disease, or an increase

oppa he worsening of any existing bone measlases on bone scan afributable to
able
e g o e Rt s AR nog s 093 (9% confence e, 079+ 1-10)

Bicalutamide Tablets,

Figure 2 - Kaplan-Meier curve for time to progression for both antiandrogen treatment groups.
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Tablets, USP 150 mg

Sicaniie e, P61 my are not approved for use either alone or wih other treatments.
Two identical muttcenter, randomized, open-label tials comparing Bicaluiamide Tablts, USP 150 m daly manotherapy to castraton were conduced in patints

Bma\mamme Tamels USP " I als ot aproved forus i ants it M1 cancer o teprostate, Bas onan e andlysi o et s o sunal
nded that Bicalutamide Tablets, USP coainiedinthe 25% (HE
ablets, to that 3

Parameter Wean Standard e v e 1 o ot o
Deviation

Wormal Wales (1=30)

Apparent Oral Clearance (L) 0320 0103 malh a \nuaH amnced (TG 4, NX, MO) or metastatic (V) prosate cancer.

Singe Dose Peak Concantation (sg/m) 0768 0178

Single Dose Time to Peak Concentration (hours) 33 148 oD S Bourd

£l the Data Safety Monitoring recommer

ol {days) 58 22 125685 G 057101 51) ad 31 (1 31850 O 167 104 77 Ngher
Patients with Prostate Cancer (n=40) respectively.

G (Hg/mL) 8939 3504 Locally Advanced (T3-4, NX, MU} Group

13. NONCLINICAL TOXICOLOGY
13.1. Carcinogenesis, Mutagenesis, Impairment of Feri
Too-year oralcarcinogenicity studies were conducted in both male and

o mi ot doses o 5 15,0175 ma ey of altaide, A variy o umor
bicalutamide, namely testiular (Leydi) cel
atall dose levels

Bicalutamide Tablets, USP d for use in patients vith 4, NX, M0) 2\1 ancer of the prostate. Following discontinuation

of al N patint, e s continued i e T3, 10X, MO patent unt Sty comptation: nthe ger il (1362 2, ek of dah s 2% (1125, 65

6105210 .71 ghar n e Bl T, 8 ooy e e A Gt s S (.6 G O 38 108 v
the Bicalutamide Tablets,

that safety information for Bicalutamide Tablets, USP 150 mg,
a dose that s not approved for use. These are three multicenter,randomized, double-blind, paralle group tials comparing Bicalutamide Tablets, USP 150 mg daily

s o s Sl oy pposnl 1 17 nes oo herapeutc cancentrations). There is no evdence of Leyei cell hyperplsia in pa-
tnts;uterin umors are ot elevant o the ndicated patint populaton

monaterpy adiant o pnwausmzvaw or under watchful aiting) with placebo, for death or time to disease progression, in a populaton of 8113 patients with
loalize cer.
Bcalutamid e, USP i mg rmy |s fotpproted frus a terapyfor patnt ith ol e prostts cancar whoaocanidtes for walohul g, Daa
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Hrations) and an ncreased ncience of benign thyroid flliulr cell adenomas i ats Given & m/kg/day (approsimatey 213 human therapeutic concentrtions )
30 aove et ecrda, Thes T6ODRSLEcHang9 e PrgTeons 0 N T00DSH: o e (o Ppal &yme Lcion oseied ) anmal 04ty
Studies. Enzyme induction has not been observed following bicalutamide administration in man. There were no tumorigenic effects Suggestve of genotoric car-
o

A comprehensive battery of both i vitro and in vivo genotoxiciy tests (yeast gene conversion, Ames, E. coli, CHO/HGPRT, human ymphocyte cytogenetic, motse
micronucleus, and at bone martow o/\ngeneﬂutem% has demonstrated that Bicalutamide Tablet, USP does not have gerotoxic actviy.
Administration of Bicalutamide Tabets, USP may lead t infibition Bicalutamide Tabets, USP

s trials in 1627 p: vealed a trend toward de-
b B B AL LS o ot o s Thrs vt 39 (7 19 e i B e, LS v
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HOW SUPPLIED/STORAGE AND HANDLI
Bicaluamide Tablets, USP, 50 mg are Rl i, v, ot s vith "M 50 b on o s They are supplied s fllovi:
DG G3672005- ot of 30
1. Storage and Handling

Smre at controlled r

om . 20° to 25°C (68 to 77°F). Excursions permitted to 15° to 30° C (59° to 86°F). See USP Gontrolled Room Temperature.
17. PATIENT COUNSELING INFORMATION

been studied.
), Pars o b e 1t efpy i Balarid et SP and he LR arlo sl estartea e e e and a ey o ot et
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" cu 'm Lmsam:m dose of 50 mg/day of bicalutamide for an average 70 kg patient. Consideration should therefore be given in patients Tablets, USP in LHRH agonists.

14.1. Bicalutamide Tablets, USP 50 g Daily in Combination with an LHRH-A

Ina mutticenter, doubi Tablets,

Manufactured for

uble-blind, | 813 patients e o
USP 50 mg once dail (404 ptients) o futamide 250 mg (409 patients) ith LHRH analogs (either
or leuprolide acetate depot).
In an analyss conducted ater a median follow-up of 160 weeks vis reached, 213 (52.7%) patints teated with Bicalutamide Tablets, USP -LHRH analog tmrany
0235 (57.5%) patlents et wih Ttarie AP arlog There difference (see
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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
interstitil lung disease.

« An allergic reaction. Symptoms of
an allergc reaction include: fching
of the skin, hives (raised bumps).
swelling of the face, lips, tongue,
throat, o 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

ith LHRH medicines.

. enlavgememarhveas« (gynecomas-
tia) and breast pai

The most common side effects of Bi-

calutamide Tablets, USP include:

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

= whole body pam in your back,
pelvis, stomach

+ feeling weak

« 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-
mia)

« feeling dizzy

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

These are not al the possible side ef-
fects of Bicalutamide Tablets,

more nformation, ask your healthcare
provider or pharmacist

Gall your doctor for medical advice

about side effects. You may report
side_effects to FDA at 1-800-FDA-
8

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

condition for which it w
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.
If you would like more information
about Bicalutamide Tablets, USP talk
with your healthcare provider. You can

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-
vyl sulfate, ~polyethyiens _glycol,
hypromellose, titanium dioxide.

Manufactured for
ynthon Pharmaceuticals, Inc.

Research Triangle Park, NC 27709

Manufactured by:

Synthon Hispania S.L.

Barcelona, Spai

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),
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, Ioss 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-
amide Tables, USP i combiation
with LHRH medicines.

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

The most common side effects of Bi-

calutamide Tablets, USP includ:

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

= whole body naln in your back,
pelvis, stomach

+ fesling weak

* 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-
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.

Gall your doctor for medical advice

about side effects. You may report

side_effects to FDA at 1-800-FDA-
88.

HOW SHOULD 1 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
e of Bicalutamide

and effe
Tablets, USP.
Mediines are sometimes prescribed
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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
interstital lung disease.

« An allergic 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 iver damage.

* Poor blod sugar canrlcan ap-

pen in_people who take Bicalu-
{amide Tables, USP i combiaton
with LHRH medicine

« 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,
pelvis, stomach

« feeling weak

« constipation

« infection

« nausea

« swelling in your ankles, legs or feet

+ diarthea

« blood in your urine

« waking from sleep to urinate at
night

« a decrease i red blood clls (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 allthe possible side ef-
fects of Bicalutamide Tablets, USP. For
more information, ask your healthcare
provider or pharmacist.

Gall your doctor for medical advice

about side effects. You may report
side_effects to FDA at 1-800-FDA-
8.

HOW SHOULD 1 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
e of Bicalutamide

and effective
Tablets, USP.

; 2 patont nformation leafet 00 not
use Bicalutamide Tablets, USP for a
condition for which it was ot 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.
If you would like more information
about Bicalutamide Tablets, USP talk
vith you Y

Mediines are sometimes prescrived
or th

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.
If you would like more information
about Bicalutamide Tablets, USP talk

ask your healthcare provider or phar-
macist for information aboutBicalu-
tamide Tablets, USP that is written for
healthprfessionsl. For mor fr-
‘mation call 1-919-493-

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

Active ingredients include: bicalu-
tamide

Inactive ingredients include: lactose
monohydrate, magnesium Stearate,
povidone, crospovidone, sodium lau”
i sulfate,  polyethylene _glycol,
hypromellose, titanium dioxide.

Manufactured for:
ynthon Pharmaceuticals, Inc.

Research Triangle Park, NC 27709

WManufactured by

Synthon Hispania S.L.

Barcelona, Spain

Made in Spain

Revised: 06/2009

PPI-4020-1

ith your
ask your healthcare provider of phar-
macist for information about Bicalu-
tamide Tablets, USP that is writen for
health professionals. For more infor-
mation call 1-919-493-6006.

What ae the ngadints i Bical
tamide Tablets, USP

Active ingredients include: bicalu-
tamide

Inactive ingredients include: lactose
monohydrate, magnesium Stearate,
povidone, crospovidone, sodium lau
Bl sulste,poletnyino. ol
hypromellose, titanium dioxide.

Manufactured for
ynthon Pharmaceuticals, Inc.
Research Triangle Park, NG 27709

Manufactured by
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Made in Spain
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Patient Information
Bicalutamide Tablets, USP
[pronounced bi-cal-0o-ta-mide]

Read the Patient Information that
comes with Bicalutamide Tablets, USP
before you start taking it and each
time you get a reil. 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?

Bma\uwmde Tablets. USP are a pre-
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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

informaton Tis it does ot ake
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-
ription d

A 25” margin either side of the per'
(Total .25” between columns) |

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda
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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

ay
i T e gt no e
the place of talking with your health-
care provider about your medical con-
dition or your treatment.

What are Bicalutamide Tablets,
UsP?

Blcghtamide e, USP ar o pr-
na

recemor inhibitor, used in Somtnoton
vith_lutenizing e-releasing
hormone (LHRH) medicines to treat

It

receptor inhibitor,used in combination
with Iutenizing ' hormone-releasing
hormone (LHRH) medicines to treat

It

stage
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 leaflet for a com-
plete lst of ingredients.

What should I tell my heal
rovier bofretaking Seahiamide
Tablets, USP?

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

+ are a woman (see who should not

take Bicalutamide Tablets, USP)

are pregnant or think you may be
pregnant

« 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 vith LHRH medicines)

Tell your healthcare provider about all
the medicines you take, including pre-
scrplon and on-prscrpton medk.
cines,  vitamins al
Supplement. Bicautamide Tablls,
USP and other medicines may affect
each other causing side effects. Bica-
lutamide Tablets, USP may affect the
wiay other medicines work, and other
medicines may affect how Bicalu-
tamide Tablets, USP works

Know the medicines you take. Keep a
list 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 megicine

« I you miss a dose do ot 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.

« 1f you take too much Bicalutamide
Tablets, USP, call your healthcare
provider or Poison Control Center or
go to the nearest hospital emer-
gency room right away.

* Do not stop taking Bicalutamide
Tablets, USP unless your healthcare
provider tels 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,
incombination with L|
medicines. Regular monitoring of
your prostate_cancer with your
healthcare provider is important to
determine f your disease is worse.

What should | avoid wnlln hkmg Bi-
calutamide Tablets, U

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

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

stage D2
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 leaflet for a com-
plete lst of ingredients

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

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

« are a woman (see who should not

take Bicalutamide Tablets, USP)

are pregnant or think you may be
pregnant

« have liver problems

« take a medicine to thin your blood.
Ask your ealthcare_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-
serplon nd non-grescrgton med
cines, vitam

Supplements. Bicautamide Tablts,

way other medicines work, and other
medicines may affect how Bicalu-
tamide Tablets, USP works.

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

How should | take Blcalutamide
Tablets, U

* 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

« I you miss a dose do ot 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 o Poison Control Center or

0 to the nearest hospital emer-
gency room right away.

* Do not stop taking Bicalutamide
Tablets, USP unless your healthcare
provider tels you

* Your healthcare provider may do
blood tests while you take Bicalu-
tamide Tablets, US|

« Your prostate cancer may get worse
wihile taking Bicalutamide Tablets,
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 wh
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

taking Bi-

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

indrogen
receptor inhibitor,

HIGHLIGHTS OF PRESCRIBING INFORMATION

ighlights do not Tablets, $See full prescribing information for Bica-
utamide Tablet, USP.
Bicalutamide Tablets, USP for Oral use
Initial U.S. Approval: 1995

5.3. Glucose Tolerance
Aredusoningucose tolrnce has ben bseve n mal recehing LHRH agoist. i may et a bt oross ntmycemw cont)inhass vith s
xsingdabets Gonsdraon sl terfoe

5.4, Laborato tory Tests
Regur assessments ofseum ProstaleSpecc Atigen (PSA) may e heIpM in monitoring the pa(l:n(s respons, I P leves s dung Bcaktamide Tt

* BiluamideTatlets,USP 50 mg aroan anrogen rcepor niio indiated for usein combinaton hrapywiha uenzing hormone-eleasing homone
(LHRH) analog for the reatment of Stage D, metastatic carcinoma of the prosta

+ Bicalutamide Tablets, USP 150 mg daily are not approved for use alone or with ulhwtma‘mems 0}

USP therapy. the  clinical progression. PSA, atreal:
entieopiod o antantroge, whl cotnuin he LHRH aaig, ey b consier
6. ADVERSE REACTIONS

un in the linical trials o a drug cannot be directly compared to
i chmca\ rals ofanother drug S o e s v e
6.1.0

AND
The recommended dose for Bicalutamide Tablts, USP therapy in combination with an LHRH analog is ane 50 g tablet once daily (moring or evening). (2)
FORMS

50mg tablets (3)--

« Hypersensitty (4.1)
« Women (4.2)
« Pregnancy (4.3 and 8.1)

WARNINGS AND PRECAUTIONS

with lutenizing' hormone-releasing
hormone (LHRH) medicines to treat
stage D2 metatasfic prostate cancer. It
is not known if Bicalutamide Tablets,
USP are safe and effectve 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 ths leaflet for a com-
plete list of ingredients

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

Beoreyou ake Blcautamide Tabets,

>, tell your healthcare_provider
oo 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 healthare provider about all
the medicines you take, including pre-

d hepaticfilure have been observed rarel. Monitor Serum transaminase levels prior to Starting treatment ith Bicalutamide Tablets,

3 tegus nanls for e 5 our monts of teatnent andperadcal e, and for symploms o s sgese f gl ystncion. Use B
calianioe Tabes, USP with cuton n patents it hpatc mpaiert

+ Gynecomastia anﬂhreasl pain have been velwr\eﬂduvmuuea\memvum Biclutamide Tablets, usmo mq when used as a single agent. (5.2)

+ Bicalutamide Tab HRH ag cause a reduction inglucose tolerance in males. Con-
S o oo o e SOkt i, B o s i, SF 1 comaion i LR s 63)

« Monitoring Prostate Antigen (PSA) Evaluate for PSA increases. (5.4)

lets, USP plus an LHRH-A back,

linical
\(n Da’;ems with advanced prostate cancer reated with Bicalutamide Tablets, USP in combination with an LHRH analog, the most frequent adverse reaction was ot fiashes

eachin com-

o d‘

nr greater, regardless of causality, have been reported.
Table 1. Im:ldsm:lnlAnvmuKumInnx[>§%ln Either Treatment Group) Rugxmln:niclun ity

Body Sysen Trealmen! Group

verse Reaction Number of Patents (%

10% Tabl
pelic and abdomina), asteni,constpaton, nfcton nauses. peripherl Edema dyspnea, darrhea, hematuria, nocturia and anemia. (6.1)
n c. at FOAat ‘wwu.fa.gov/medwatch

+ Rebicalutamide is an inhibitor of CYP 3Ad; therefore, caution should be used when Bicalutamide Tablets, USP are co-administered with CYP 3Ad substrates. (7)

+ Prothrombin times should be closely monitored in patient already receiving coumarin anticoagulants who are started on Bicalutamide Tablets, USP. (7)
USE IN SPECIFIC POPULATIONS

for AstraZeneca

. for However,
due o AstraZeneca P rights,a description of 0. (8.4)
See 17 for PATIENT COUNSELING INFORMATION

Proposed Patient Labeling Provided

is not approved for

Revised: 0612009
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scription and ption medi-
cines,  vitamins _and _herbal
supplements. Bicalutamide Tablets,

way other medicines work, and other

medicines may affect how Bicalu-

tamide Tablets, USP works.

Know the medicines you take. Keep a

list 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

8.1, Pregnancy

83 Nursing Mothers

84 Padanc e

8.5 Geriatrc U

56 Hopatc mpiment

87, Renal Impéirment

88 Women

10. OVERDOSAGE

11. DESCRIPTION

12, CLIMGAL PG 0
12.1. Mechanism of Aci

123, Phamacokinetics

13. NONCLINICAL TOXICOLOGY

181, Cacinogerest, Mfagenesis Impiment of ety

14, CLINICAL STU

141, Bicalutamide Tab\ets‘ USP 50 mg Dally in Combination with an LHRH-A
142, Safely Data from Clinical Studies using Bicalutamide Tablels, USP 150 mg
16, HOW SUPPLIEDSTIRAGE AMD HANDLING

16.1. Storage and Handiing

17 PATIENT COUNSELING InFoRMATION

Bicalutamide Tablets, USP Flutamide
s LHRH Anal Plus LHRH Analog
(n=401) (n=407)
Body as a Whole
fain Geer) 142(35) 127 (31
Back Pain 102 (25) 105 (26)
Asthenia gl gl
Pehic Pain 8 (21) 0(17)
Infection 71(18) 57(14)
Abdominal Pain 46 (1) 46 (1)
hest Pain 34(8) 34(8)
Headache 29(7) 27(7)
Flu Syndrome 28(7) 30(7)
Hot Fiashes 211 53) 217 (53)
Hypertension 4(8) 29(7)
Digesiive
Constipation 87 (22) 69(17)
Nausea 62 (15) 58 (14)
Diarthea 49(12) 107 (26)
Increased Liver
e Tes 30(7) 48 (11)
Dyspepsia 30(7) 23(6)
Flatulence 26 (6) 22(5)
Anorexia 21(6) 217)
jomiting 216) 20
Hemic and Lymphatic
nemia 11 45(11) 53(1)
Wetabolic and Nuritonal
Peripheral Edema 5(13) 2(10)
wa.gm Lnss 30(7) 39(10)
Hypergh 26 (6) 27(7)
szlme Phnsphatase Increased 22(5) 24 6)
22(5) 18(4)
Wuscoodgeal
37(9) A
Myasthenia 27(7) 19(5)
it 21(5) 29(7)
Pathological Fracture 7 20
Nervous System
Dizziness 41(10) 35(9)
Paresthesia 31(8) 40(10)
27(7) 39(10)
ety 25 902
epression 16 4) B
Respi mm 1 System
51(13) 20
wuh \ncv:ased 33(8) 24 (8)
ryngitis 32(8) 23(8)
ronchitis 24(8) 22(3)
neumonia 18 (4) 19 (5)
hinitis 15 (4) 22(5)
Skin and Appendages
Rash 359 20
Sueating 25(6) 205)
Urogenital
jocturia 49(12) 55 (14)
aturia 48(12) 26 (6)
rinary Tract Infection 35(9) 36(9)
omastia 3(9 ()
potence 271 39
reast Pain 20 54
rinary Frequency 25 297
rinary Retention 20(5) 14(3)
rinary Impaired 19(5) 15 (d)
Irinary Incontinence 15(4) 32(8)

+Increased lver enzyme test includes increases in AST, ALT or both.
++Anemia includes anemia, hypochronic-and iron deficiency anemia
Other adverse reactions (greaterthan or qual t 2%, but lss than 5%) reported inthe Bicalutamide Tablets, USP-LHRH analog treatment group are listed below by
body system and are in nm mecveasmg requency within each body e regardless of causaly
Body a5 a Whol

oplasm; Neck Pain; Fever, Chills; Sepsis; Hernia; Gy
Cardiovascular: Angina ettt Congestive Heart Failure; Myocardial \Mam Heart Anest CnmnaryAnery DISDYdEY Syncape
Digestive: Melenz; Mouth; Dysphagia;

* Sectons or subsections omited rom th fll pescribing information are nt isted

Tablets,
time @ 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
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

FULL PRESCRIBING INFORMATION

1. INDICATIONS AND USAGE

Ewalulnmld: Tzhlns, UsP 50 my dally are indiatd or us ncombinaton theray with a tinizing hormone-elesing hormone (HRH)ano for theteat
metastalic carcinoma of the pr

Sicatamids Tlt, USP 150 m daily are I :ppmvln for use alone or with othe treatments [see Clnical Studies (14.2)].

2. DOSAGE AND ADMINISTRATION

The ecommended dos o Biaaide Talets, USP therapy i combiation vt an LHRH anlo is on 50 mp et onc ly (maming or evenng).vith o

without food. It s recommended tht Bicalutamide Tablts, USP be taken at the same time each day. Treatment ith Bicalutamide Tablets, USP should be started at

ihe same time as treatment vith an LHRH :ma\

2.1. Dosage Adjustment in Renal Iy

Hodosogs aument s ncesar o pauems wnn renal impairment [see Use in Specific Populations (8.7)).

2.2 Dosage Adjustment in Hepalic Impairm

i
Wetabolic and Nutitional: Edema; BUN Increased; Creatinine Increased; Dehydration; Gnu( Hyuelchn\es(evem\a
Musculoskeletal: Myalgia; Leg Cramps
Vs Hpaors: canmsmm Somnolence; Libido Decreased: Neuropathy: Nervousness
Respiralory: Lung Disorder; Asthma; Epistaxis: Sinusits
Skin and Appendage: oy S Aapoca rrts: Hrpes Zoser: SkinGacinoma;Sin Disrer
Special Senses: Corac speced
Uragenital:Dysura: Urnary Urgency; ycronephrosis; Urnary Tract Disoder
Abnormal Laboratory Test Valu
boratory abnormales ncluding eleated AST,ALT birubin, BUN, an cretiine and dereased hemoglobin and whte cell count have been reported n both Bi-
calutamide Tablts, USP- LHRH analog treated and fivtamide-LHRH analog reated patens.
6.2. Postmarketing Experienc
The folowing adverse eacionshave beandentied duingpostaporovlus ofSalutaide Talt, USP. Becausethas ectonsarereported voluntary fom a
population munnenam s\ze itis not feqency o ex)0;

provideror or for patients with m impairment (1=4), 76% st incl (4.1)), and interstiallung
0 to the nearest hospital emer- increase in the halt-fife (5.9 and \Nd}ys mmmma\anu impaired patients, respectively) nl"' of is neces-  disease, including mtevstma\ Dneumonms and pulmunarynnmsls have been vEDaned wnn Blcammmmﬂam
gency room right away. dicton i glucose e those with pre-eisting iabets, has been reported durig teatment vith

« 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 LHRI
medicines. Regular monitoring of
your prostatecancer with your
healthcare provider is important to
determine if your disease is worse.

What should | avoid wmlu nkmu Bi-
calutamide Tablets, US

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

he possible side effects of
Blcalulimld:hhlals UspP?

san s U n Spoc Fpiions
3. DOSAGE FORMS & ST

Bt T, U750 mg 4 ————

4. CONTRAINDICATIONS

4.1 Hypersensitvity

Bisatamite Tt,USP s contraindedtednay gt o s shown et s gt g o anyofhe s components. yparses-
wh ported [see Adverse Reactions (6.2)]

mlmamme Tablets, USP have no indication for viomen, and should not be used in ths population.

Bicalutamide Tablets, Bicalutamide Tablts, men, including those

who are or may become pregnant. There are no studies in pregnant women using Bicalutamide Tablets, USP: Ifthis drug i used during pregnany; or i th patient
comes pregnant whiletaking this drug, the patient should be appraised of the potential hazard to the fetus [see Use in Specifc Populations (8.1)).

5. WARNINGS AND PRECAUTIONS
5.1. Hepalitis

Rare cases of death or hospitalizaton due to severe liver njury have been reported post-marketingin associaton with the use of Bicalutamide Tables, USP. Hepa-
otoxiity n these reports generlly occurred within the first three to four months of treatment. Hepatis or marked increases in iver enzymes leading to drug dis-
confinuation occurred in approximately 1% of Bicalutamide Tablets, USP patientsin controlled clinicaltrias

red prior with Biauaide Tabets, USP.arguar nanals o the st four mnths of v,

and periodically thereater Ifcincal symptoms or signs suggestive of lver dysfunction occur (e.g. nausea, vomiting, abdominal pain, fatigue, anoresa, “fu-lie’
Symptoms, atk fite. i, o N uppe QadTat enGAMeSe). he sfum tranaminase, i e s AL shoud e mezurs miectely fat
any time a patient s aundice, o their ALT ises above two times the upper limit of normal, Bicalutamide Tablets, USP should be immediatey discontinued vith
close follow-up of liver function

2. Gynecomastia and Breast Pain
In clinical trials with Bicalutamide Tablets, USP 150 g as a single agent for prostate cancer, gynecomastia and breast pain have been reported in up to 38% and
39% of patients, respectively.

LHRH ag
7. bRl lmmmuns
Clinical studies have not showin any drug ineractions between bicalutamide and LHRH analogs (gosereli or leuprolide). There is no evidence that bicalutamide in-
duces hepatic enzymes.
In vitro studies have shown that R-bicalutamide s an inhibitor of CYP 3A4 with lesser inhibitory effects on CYP 209, 2C19 and 2D6 actvity. Clnical studies have
shoun thatwithco-admnitation o Bialutamid T, USP, mean midznlam (a CYP 34 subsrate) el may b crasad 1.5 ol o Cy)and 1.9l
(vauC) Hence, cauton should e xecisd wlen Ewa\mamme Talts, USP are cozaministred vmn chsAA

that bicalutamide binding e Pmlmnmmnumcssnnum be closely mon-
ot uamm a\veaw eceiving coumarin anumqmams e s on B Saits, USP ad atfatmen ofthe anicoapoantdose iy be eces-

8. USE IN SPECIFIC POPULATIONS

8.1. Pregnancy
PREGNANCY CATEGORY X s Corancatons (9. Bsedon s mchanis of cion, Bicsluamid Tablt, USP may caus ft am whenaiistred o
a pregnant vioman. Bicatamide Tablets, USP are coniraindicated in women, incuding those viho are or may bécome pregnant. Ifthis drug is used during preg-
mancy,or i th patient becomes pregnant whiletaking this drug, thepatient shouid be apprised of the potential hazard o a fetus.
Whil thre are no human data on the use of Bicalutamide Tablets, USP in pregnancy and Bicalutamide Tablets, USP are not for use in women, tis importantto know
it el U of an anTogen rcepor oo ol afect Gevelprentof e s

olkg/day (app

ately 113 of the
dose)

hypospadias.
up to 200 mg/kg/day (appr
ec

No tfer trztogenic
vas eceiing 605es Up

viere observed
flects

efec
10250 mghkgicay (app fim
8.3. Nursing Mothers

Bicalutamide Tablets, USP are not ndicated for use in women.





