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HIGHLIGHTS OF PRESCRIBING INFORMATION

clude all the information
and effectively.

information for bicalutamide.

See full prescri

« Bicalutamide is used in combination with an LHRH
agonist. LHRH agonists have been shown to cause a
reduction in glucose tolerance in males. Consideration
should be given to monitoring blood glucose in patients
receiving bicalutamide in combination with LHRI

In the multicenter, double-blind, controlled dinical trial comparing bicalutamide 50 mg once daily with flutamide 250 mg

three times a day, each in combination with an LHRH analog, the following adverse reactions with an incidence of 5% or

greater, regardless of causality, have been reported.
Table 1 Incidence of Adverse Reactions (25%

er Treatment Group) Regardless of Causality

Bicalutamide Tablets for Oral use agonists. Body Systom [_Treatment Group Number of Pafients (%)
Rx Only « Monitoring Prostate  Specific  Antigen  (PSA) s oay Symem Bicalutamide Plus Flutamide Plus
recom verse Reaction
INDICATIONS AND USAGE Evaluate for clinical progression if PSA increases. (5.4) f,,"_w,f"""“ (L,,"_R:,'ﬁ"a"’“
« Bicalutamide Tablets 50 mg is an androgen receptor ADVERSE REACTIONS
inhibior ndicated for use in combination therapy wiha - ADVERSEREAGTIONS © Body as a Whole
e e ot eeinma s} palient receiving bicalutamide plus an LHRH-A were: hot Pain (General) 142 (35) 127 31)
he prostate g flashes, pain (including general, back, pelvic and Back Pain 102 (25) 105 (26)
« Bicalutamide Tablets 150 mg daily is not approved for ahduhmma‘l},daslheg\a‘ W"SA‘W‘;’D“V ':nlec(‘mn, “5‘:159& Asthenia 89 (22) 87 (21)
use alone or wih othr reatments. (1) perpheral cdema, dyspnea, darthea, hematuria, noctuia Pobic Pan o 1) T007)
h “05‘;3“5 :;‘S‘: "Zr’"";fc'ﬂzmz"mmw ., To report SUSPECTED ADVERSE REACTIONS, contact Infection 71(18) 57 (14)
combinaion with an LHRH anlog i one 50 mg fabet FDA 8t 1-800-FDAITES or wivw agovimedwateh Abdominal Pain 4601 46011
co cally (morming or evening). () DRUG INTERACTIONS Chest Pain 34(8) 34(8)
« Rebicalutamide is an inhibitor of CYP 3Ad; therefore,
DOSAGE FORMS AND STRENGTHS caution should  be  used bicalutamide  is Headache 29 (7) 27(7)
50 mg tablets (3) co-administered with CYP 34 substrates. (7 Flu Syndrome 28 (7) 30 (7)
CONTRAINDICATIONS *+ Prolvontin (mes shoud be dosely moniored in .
« Hypersensitivity (4.1) patient already receiving coumarin
« Women (4.2 are started on bicalutamide. (7) Hot Flashes [ 2113 [ 217(53)
« Pregnancy (4.3 and 8.1) USE IN SPECIFIC POPULATIONS Hypertension [EAO) [22m
WARNINGS AND PRECAUTIONS « Pediatric patients: Labeling describing pediatric clinical Digestive
« Severe hepatic changes and hepatic failure have been studies for bicalutamide is approved for AstraZeneca "
observed rarely. Monitor serum transaminase levels rmaceuticals LP's bicalutamide. However, Constipation 5722) s an
brior 1o starting treatment with bicalutamide, at rogular AstraZeneca Pharmaceuticals  LP's _ marketing Nausea 62 (15) 58 (14)
Ttervals for the firs! four months of treatment ang  @xclusivity fights, a description of those clinical studies Diarthea Z0(12) 107 (26)
periodically thereafter, signs is not approved for this bicalutamide labeiing. (8.4) .
suggestive of hepatic dysfunction. Use bicalutamide  See 17 for PATIENT COUNSELING Increased Liver Enzyme Test 30(@) 46 (1)
with caution in patients with hepatic impairment. (5.1) 30 & 100 tablets bottles: 1 physician insert with 4 PPIs. Dyspepsia 30(7) 23 (6)
+ Gynecomastia and breast pain have been reported  The 4 PPIs are separated from each other and the Flatulence 2%6) 26
during treatment with bicalutamide tablets 150 mg when  physician's insert by perforations
used as a single agent. (5.2) Revised: June/2009 Anorexia 25 (6) 29 (7)
Vomiting 24 (6) 32 (8)
FULL PRESCRIBING INFORMATION: CONTENTS" 85. Geriatric Use Hemic and Lymphatic
1. INDICATIONS AND USAGE 5% hopatie impaiment Anemia ! _ [ 451 [ 53 (13)
2. DOSAGE AND ADMINISTRATION 88 Women P Metabolic and Nutritional
2.1 Dosage Adjustment in Renal Impairment 0. OVERDOBAGE Peripheral Edema 53(13) 42(10)
e R T s w0 =
. 12 CLINICAL PHARMACOLOGY % (6) 27(7)
4. CONTRAINDICATIONS e it
4.1, Hypersensitivity 128 Pf:r:;;t‘:e‘ CES"‘” Alkaline Phosphatase Increased 22 (5) 24(6)
b ‘;’r‘e”g“::my 13, NONCLINICAL TOXICOLOGY Weight Gain 2(5) 18(4)
S AND PRECAUTIONS 13.1. Carcinogenesis, Mutagenesis, Impairment ~ of
51 Hepatiis Bone Pain 37(9) 43(11)
52 Gynecomastia and Breast Pain 14.  CLINICAL STUDIES Myasthenia 27(7) 19(5)
14.1. Bicalutamide Tablets 50 mg Daily in Combination
53, Glucoss Toerance Arthrits 216) 20
6. Clinical Trials Experience 16 HOW SUPPLIEDISTORAGE AND HANDLING orvovs System
62, Postmarketing Experience 10 HOW SUPPLIEDIST Dizziness 41(10) 35(9)
7. DRUG INTERACTIONS P Paresthesia 31(8) 40 (10)
8. USE IN SPECIFIC POPULATIONS Insomnia 270 39(10)
8.1 Pregnancy * Sections or subsections omitted from the full prescribing e 206 e
83. Nursing Mothers information are ot listec nxiety ®) )
84, Pedialric Use Depression 16 (4) 33(8)
FULL PRESCRIBING INFORMATION Respiratory System
1. INDICATIONS AND USAGE Dysprea 51013) 328
Bicautamide Tablts 50 mg lly is indiated frus i combinaton hray wih a anizg hrmone rlssing Cough Increased 33(8) 246
hormone (LHRH) analog for the treatment of Stage D, metastatic carcinoma of the pros Pharyngitis 32(8) 236
Bicalutamide Tablets 150 mg daily is not approved for use alone or with other omimons [see Clinical Studies (14.2)]. Bronchilis 2406) 26
2. DOSAGE AND ADMINISTRATION Preumon ) 96
The recommended dose for bicalutamide therapy in combination with an LHRH analog is one 50 mg tablet once dally
(morming or evening), with or without food. It is recommended that bicalutamide tablets be taken at the same time each Rhinitis 15 (4) 22(5)
day. Treatment with bicalutamide should be started at the same time as treatment with an LHRH analog Skin and Appendages
2.1. Dosage Adjustment in Renal Impairment Rash TR [3m
No dosage adjustment is necessary for patients with renal impairment [see Use in Specific Populations (8.7)]
: " y i Sweating 2560 [20(5)
2.2. Dosage Adjustment in Hepatic Impairment -
No dosage adjustment is necessary for patients with mild to moderate hepatic impairment. In patients with severe liver Urogenital
impairment (n=4), although there was a 76% increase in the haif-ife (5.9 and 10.4 days for normal and impaired patients, Nocturia 49(12) 55 (14)
Espelzmvely)‘su( the active enantiomer of bicalutamide no dosage adjustment is necessary [see Use in Specific Hematuria 18(12) 26.(6)
opulations ; .
s oS & STRENGTHS Urinary Tract Infection 35(9) 36 (9)
Bicalutamide Tablets 50 mg for oral administration. 36 (9) 30()
4. CONTRAINDICATIONS impotence 27.(7) 35 (9)
;- ‘Nywr;vns ity — o has she N o d of the b Breast Pain 23 (6) 15 (4)
icalutamide is contraindicated in any patient who has shown a hypersensitivity reaction to the drug or any of the tablet's
components. Hypersensitiviy reactions including angioneurotic edema and urtcaria have been roported [soe Adverse e — 210
Reactions (6.2) Urinary Retention 20(5) 143)
2. Urinary Impaired 19(5) 15(4)
Bicalutamide has no indication for women, and should not be used in this population. Urinary Inconfinence 15 (4) 32.(8)

4.3. Pregnancy
Bicalutamide may cause fetal harm when administered to a pregnant woman. Bicalutamide is contraindicated in women,
bicalutamide. If this drug
is used during pregnancy, orifthe pafiet becomes pregnant whie taking tis g, the patient should be appraised of the
potential hazard to the fetus [see Use in Specific Populations (8.1)].
5. WARNINGS AND PRECAUTIONS
5.1. Hepatitis
Rare cases of death or hospitalization due to severe liver injury have been reported post-marketing in association with the
use of bicalutamide. Hepatotoxicity in these reports generally occurred within the first three to four months of treatment
Hepatitis or marked increases in liver enzymes leading to drug discontinuation occurred in approximately 1% of
bicalutamide patients in controlled ciinical trials

im transaminase levels should be measured prior to starting treatment with bicalutamide, at regular intervals for the
first four months of treatment, and periodically thereafter. If clinical symptoms or signs suggestive of liver dysfunction
occur (e.g., nausea, vomiting, abdominal pain, fatigue, anorexia, “flu-like” symptoms, dark urine, jaundice, or right upper
quadrant tenderness), the serum transaminases, in particular the serum ALT, should be measured immediately. f at any
time a patient has jaundice, or their ALT rises above two times the upper limit of normal, bicalutamide should be
immediately discontinued with close follow-up o liver function.
5.2. Gynecomastia and Breast Pain
In clnical trals with bicalutamide tablets 150 mg as a single agent for prostate cancer, gynecomastia and breast pain have
been reported in up to 38% and 39% of patients, respectively.
5.3. Glucose Toleranc
A reduction in glucose tolerance has been observed in males receiving LHRH agonists. This may manifest as diabetes or
Ioss of glycemic control n those with pre-existing diabetes. Consideration should therefore be given to monitoring blood
gucose in patient rceiving bicauamide i cambinalion with LHRH agonists.
5. 4 Laboratory Test

ot serum prostte Specic An (PSA) may be helpful in monitoring the patient’s response.
11 POA ovels s cuing bealtamice therapy. th patent ol b& ovaluated for il progression. For patonts who
have objective progression of disease together with an elevated PSA, a treatment-free period of antiandrogen, while
continuing the LHRH analog, may be considered

6. ADVERSE REACTIONS

Because clinical trials are conduct in the clinical trals
of a drug cannot be directly compared o 7ates n i ciniea s of amother g and may not relct e rates abserved
in practice.

6.1. Clinical Trials Experience

In patients with advanced prostate cancer treated with bicalutamide in combination with an LHRH analog, the most
frequent adverse reaction was hot flashes (53%).

 Increased liver enzyme test includes increases in AST, ALT or both
+ Anemia includes anemia, hypochronic-and iron deficiency anemia.

Other adverse reactions (greater than or equal to 2%, but less than 5%) reported in the bicalutamide-LHRH analog
treatment group are listed below by body system and are in order of decreasing frequency within each body system
regardless of causallty

Neoplasm; Neck Pain; Fever; Chills; Sepsis; Hernia; Cyst

ngina Pectoris; Congestive Heart Failure; Myocardial Infarct; Heart Arrest; Coronary Artery Disorder;

Melena; Rectal Hemorrhage; Dry Mouth; Dysphagia; Gastrointestinal Disorder; Periodontal Abscess;
Gastantestial Carcnoma
Nutritional: Edema; BUN Increased; Creatinine Increased; Dehydration; Gout; Hypercholesteremia

Nervous: Hypertonia; Confusion; Somnolence; Libido Decreased; Neuropathy; Nervousness
Respiratory: Lung Disorder; Asthma; Epistaxis; Sinusitis

Skin and Appendages: Dry Skin; Alopecia; Pruritus; Herpes Zoster; Skin Carcinoma; Skin Disorder

Special Senses: Cataract specified

tal: Dysuria; Urinary Urgency; Hydronephrosis; Urinary Tract Disorder

Abnormal Laboratory Test V:

Laboratory abnormaliies including elevated AST, ALT, biiubin, BUN, and creatinine and decreased hemoglobin and
white cell count have been reported in both bicalutamide-LHRH analog treated and flutamide-LHRH analog treated
patients

6.2. Postmarketing Experience

The following adverse reactions have been identified during postapproval use of bicalutamide. Because these reactions
are reported voluntarily from a population of uncertain size, itis not always possible to reliably estimate their frequency o
estabieh o causal elallonshi o crug oxposre

Uncommon cases of actions, includ and urticaria [see Contraindications (4.1)]
and uncommon cases of inirstia lung disease, Incuding niorsal preumonits and pumonary foross, have beeh
reported with bicalutamide.

Reduction in glucose tolerance, manifesting as diabetes or a loss of glycemic control in those with pre-existing diabetes,
has been reported during treatment with LHRH agonists.

7.DRUG INTERACTIONS

Clinical studies have not shown any drug interactions between bicalutamide and LHRH analogs (goserelin or leuprolide).
There is no evidence that bicalutamide induces hepatic enzymes.

PATIENT INFORMATION
Bicalutamide Tablets

Read the Patient Information that comes with bicalutamide tablets 50 mg
before you start taking it and each time you get  refill. There may be new

information. This leaflet does not take the place of talking with your

healthcare provider about your medical condition or your treatment.

What is bicalutamide tablets 50 mg ?

Bicalutamide is a prescription medicine called an androgen receptor

known if bicalutamide tablets 50 mg is safe and effective in children.
Who should not take bicalutamide tablets 50 mg?

Do ot take bicalutamide tablets 50 mg if:

« you are a woman,

lergic to any of the ingredients in bicalutamide tablets 50 mg.

« you are

What should | tell my healthcare provider before taking bicalutar

tablets 50 mg?

Before you take bicalutamide tablets 50 mg, tell your healthcare provider

« are a woman (see who should not take bicalutamide tablets 50 mg)

« are pregnant or think you may be pregnant

« take a medicine to thin your blood. Ask your healthcare provider or

vitamins and _herbal

the medicines you take, including
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« Your treatment with bicalutamide tablets 50 mg should start at the same

« If you miss a dose do not take an extra dose, take the next dose at your

provider or Poison Control Center or go to the nearest hospital

emergency room right away.
« Do not stop taking bicalutamide tablets 50 mg unless your healthcare

« Your healthcare provider may do blood tests while you take bicalutamide

« Your prostate cancer may get worse while taking bicalutamide tablets 50

prostate cancer with your healthcare provider is important to delermine if
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Driving and operating machinery. Do ot drive, operate machinery, or do

other dangerous aciivities until you know how bicalutamide tablets 50 mg

affects you.

What are the possible side effects of bicalutamide?

Bicalutamide can cause serious side effects,

PATIENT INFORMATION
Bicalutamide Tablets

Read the Patient Information that comes with bicalutamide tablets 50 mg

information. This leaflet does not take the place of talking with your

healthcare provider about your medical condition or your treatment.

Bicalutamide is a prescription medicine called an androgen receptor

alutamide tablets 50 mg?

known if bicalutamide tablets 50 mg is safe and effective in children.
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« you are allergic to any of the ingredients in bicalutamide tablets 50 mg

What should | tell my healthcare provider before taking bicalutamide

your healthcare provider

Before you take bicalutamide tablets 50 mg, t

« are a woman (see who should not take bicalutamide tablets 50 mg)

« are pregnant or think you may be pregnant

ine to thin your blood. Ask your healthcare provider or

« take a med)

X

vitamins  and _herbal

Supplements. Bicalutamide and other medicines may affect each other
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prescription and non-prescription  medicines,

work, and ofher medicines may affect how bicalutamide 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.

« Take bicalutamide tablets 50 mg exactly as prescribed.

« Your treatment with bicalutamide tablets 50 mg should start at the same.

« If you miss a dose do not take an extra dose, take the next dose at your

« If you take too much bicalutamide tablets 50 mg, call your healthcare

provider or Poison Control Center or go to the nearest hospital

« Do not stop taking bicalutamide tablets 50 mg unless your healthcare

« Your healthcare provider may do blood tests while you take bicalutamide

« Your prostate cancer may get worse while taking bicalutamide tablets 50

mg in combination with LHRH medicines. Regular monitoring of your
prostate cancer with your healthcare provider is important to determine if

ing and operating machinery. Do ot drive, operate machinery, or do

other dangerous activities uni

affects you.

What should | avoid while taking bicalutamide tablets 50 mg?

You know how bicalutamide tablets 50 mg

What are the possible side effects of bicalutamide?

Bicalutamide can cause serious side effects.

PATIENT INFORMATION
Bicalutamide Tablets

Read the Patient Information that comes wih bicalutamide tablets 50 mg

healthcare provider about your medical condition o your ireatment.

Bicalutamide is a prescription medicine called an androgen receptor

alutamide tablets 50 mg?

known if bicalutamide tablets 50 mg is safe and effective in children.
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« you are allergic to any of the ingredients in bicalutamide tablets 50 mg.

my healthcare provider before taking bicalutamide

What should I
tablets 50 mg?

your healthcare provider

Before you take bicalutamide tablets 50 mg, t

about all your medical conditions including if you

« are a woman (see who should not take bicalutamide tablets 50 mg)
« are pregnant or think you may be pregnant

« have liver problems.

« take a medicine to thin your blood. Ask your healthcare provider or

« Your treatment with bicalutamide tablets 50 mg should start at the same.

« 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.

« If you take too much bicalutamide tablets 50 mg, call your healthcare

provider or Poison Control Center or go to the nearest hospital

« Do not stop taking bicalutamide tablets 50 mg unless your healthcare

« Your healthcare provider may do blood tests while you take bicalutamide

« Your prostate cancer may get worse while taking bicalutamide tablets 50

mg in combination with LHRH medicines. Regular monitoring of your

prostate cancer with your healthcare provider is important to determine if

What should | avoid while taking bicalutamide tablets 50 mg?

lutamide tablets 50 mg

ties until you know how

other dangerous acti

What are the possible side effects of bicalutamide?

Bicalutamide can cause serious side effects.

PATIENT INFORMATION
Bicalutamide Tablets

Read the Patient Information that comes with bicalutamide tablets 50 mg

healthcare provider about your medical condition or your treatment.

What is bicalutamide tablets 50 mg 7

Bicalutamide is a prescription medicine called an androgen receptor

known if bicalutamide tablets 50 mg is safe and effective in children.

Who should not take bicalutamide tablets 50 mg?

Do ot take bicalutamide tablets 50 mg if:

« you are a woman,

« you are allergic to any of the ingredients in bicalutamide tablets 50 mg.

See the end of this leaflet for a complete list of ingredients
What should | tell my healthcare provider before taking bicalutamide

tablets 50 mg?

Before you take bicalutamide tablets 50 mg, tell your healthcare provider

« are a woman (see who should not take bicalutamide tablets 50 mg)

« are pregnant or think you may be pregnant

« take a medicine to thin your blood. Ask your healthcare provider or

prescription and  non-prescription medicines,

causing side effects. Bicalutamide may affect the way other medicines

work, and other medicines may affect how bicalutamide works.

« Take bicalutamide tablets 50 mg at the same time everyday.

« Your treatment with bicalutamide tablets 50 mg should start at the same

« 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 50 mg can be taken with or without food.

« If you take too much bicalutamide tablets 50 mg, call your healthcare

provider or Poison Control Center or go to the nearest hospital

« Do not stop taking bicalutamide tablets 50 mg unless your healthcare

« Your healthcare provider may do blood tests while you take bicalutamide

« Your prostate cancer may get worse while taking bicalutamide tablets 50

prostate cancer with your healthcare provider is important to determine if

your disease is worse.
What should | avoid while taking bicalutamide tablets 50 mg?

Driving and operating machinery. Do ot drive, operate machinery, or do

other dangerous aciivities until you know how bicalutamide tablets 50 mg

affects you.

What are the possible side effects of bicalutamide?

Bicalutamide can cause serious side effects,




g3 32535 ¢23%38 B I I P P P I T e rsswacaf inhibitor of CYP 3A4 with lesser inhibitory effects on CYP 2C9,2C19 Administration of bicalutamide may lead to inhibition of spermatogenesis. The long-term effects of bicalutamide on male
g5 nE882 832588 23225533338 53825825888523383 28357583 and 206 activity. Clinical ten hov o tht i or-acmittraion of bicalutamide, mean midazolam (a CYP 3A4 fertlity have not been studie
o2 3 22z g 2355 2q g EEl 3983200 88,8363 83 g F58823¢c 223% : 888 substrate) levels may be increased 1.5 fold (for C,,)and 1.9 fold (for AUC). Hence, caution should be exercised when  In male rats dosed at
So °e8%2 353535 332 85 Bn5n2855728538E8% 88 g £222a"5gs8 bicalutamide is co-administered with CYP 3A4 substrates. time to successful mating were increased in the ot pamng bt no afects on fertiity following successful mating were
-3 Gowns8 28 gs8e 528 388 §5E£9833258¢85%8 2 g8 29525 3§z In vitro protein-binding studies have shown that bicalutamide can displace coumarin anticoagulants from binding sites. seen. These effects were reversed by 7 weeks after the end of an 11-week period of dosing
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8% "gReg 2032%9% 378 3 5 83w235223 ig 3 o 3 §2538 2383 bicalutamide and adjustment of the anticoagulant dose may be necessary. concentrations, respectively®) o their
3 37 38538 g & 2 3 523835585 g2® 2 3 329238 o1% 8. USE IN SPECIFIC POPULATIONS resulted in feminization of the male offspring \eadlng to hypospadias at all dose levels. Aﬂecled ‘male offspring were also
s3g5: g 5 288323°3 §s = 2588 3%
3 a233s33 S o357 » $8888z3°% g% 7 5 55 83 5535 8.1. Pregnancy impotent
22532 > 2888 & sZAnsfs £ 85 8 2 $ co 3%
£§25°58 § 325s £ @599838 § o3 = s 2 € ‘5” 223 PREGNANCY CATEGORY X fsee Contraindications (4.3)]. Based on its mechanism of action, bicalutamide may cause  *Based on a maximum dose of 50 mg/day of bicalutamide for an average 70 kg patient,
§3%g33 s 32.¢ - 8igigEi S 25 ¢ g §2 33 3:&3 fetal harm when administered to a pregnant woman. Bicalutamide is contraindicated in women, including those whoare 1. CLINICAL STUDIES
omusE o8 z e 3 3 8 3322233 3 o E z £8 =5 383 or may become pregnant. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, ~ 14.1. Bicalutamide Tablets 50 mg Daily in Combination with an LHRH-A
2358 39 s ER- g 8 235882 £ 22 7 B 4T 27 §s% the patient should be apprised of the potential hazard to a fetus. In a multicenter, double-blind, controlled clinical trial, 813 patients with previously untreated advanced prostate cancer
T 5z9 8s 5 3 2 z & 582 g8 § 3% b & 73 22 >2g® While there are no human data on the use of bicalutamide in pregnancy and bicalutamide is not for use in women, itis  were randomized to receive bicalutamide 50 mg once daily (404 patients) or flutamide 250 mg (409 patients) three times
>2825% H 8 5§58 2% 55° ¢ 3 E 53 5o -8%
52738 3 2°23% § 2885 8 .55 =%3 & a 28 283 3&° important to know that maternal use of an androgen receptor inhibitor could affect development of the fetus. a day, each in combination with LHRH analogs (either goserelin acetate implant or leuprolide acetate depot)
28555 53 &g § o9 3 298 sc5 3 g o2 92 3% > in animal reproduction studies, male offspring of rats receiving doses of 10 mgfkgiday (approximately 2/3 of diinical In an analysis conducted after a median follow-up of 160 weeks was reached, 213 (52.7%) patients treated with
s5n38 82 8% 3 858% 3 393 83o o H =8 38 Z3 X exposure at the recommended dcse)and above, were obsen/ed to have reduced anogenital distance and hypospadias. bicalutamide-LHRH analog therapy and 235 (57.5%) patients treated with flutamide-LHRH analog therapy had died
£§73829 &35 3 3 3 § 8§ 228 %%a & F g2 55 5% vival between treatment groups (see Figure 1). The hazard ratio for time to death
58.§% g5 @ao ) s § 38m 825 2 85 3§ ¢©°2 in rabbits receiving doses up to 2ou mglkg/day (approx\mmely /3 of clinical exposure at the recommended dose) o rats  (survival) was 0.87 (95% confidence interval 0.72 to 1.05)
833 23 5 2 T %2a . 28 g 53 = g receiving doses up to 250 mgfkg/day (approximately 2 times the clinical exposure at the recommended dose). Figure 1 - The Kaplan-Meier probability of death for both antiandrogen treatment groups.
NE&C ) Ses2 § omg % 2 z %3 %
RAG5 o8 §85= 8 228 § = 3@ ¢ = 8.3. Nursing Mothers
5711 8% : 388 ¢ 283 ¢ 5 £ 2% 53 8 Bicamde s ot it for o i women
7 28 [ 2 z8%z g 2% &8 § g -5 €5 2 4. Pedi se
5§32 g5 s 228§ g 330 3 % % g3 58 4 Tne safety and effectiveness of bicalutamide in pediatric patients have not been established.
- 32 g 3 2 g 3% g ¢ a 22 = 5 Labeling describing pediatric clinical studies for bicalutamide is approved for AstraZeneca Pharmaceuticals LP's
£8 Fl Ed g 5 &2 - 3 % £3 g -2 bicalutamide tablet. However, due to AstraZeneca Pharmaceuticals LP's marketing exclusivity rights, a description of
3% 5 5 S F o5 g 35 o 28 o £z those clinical stumes i not approved for this bicalutamide labeling.
EX s s 23 8 B g 29 &3 5. Goriat
In two studies in paﬂems given 50 or 150 mg daily, no significant relationship between age and steady-state levels of total - El‘ﬁa‘"‘""‘;’g'“fu:“ﬁ;:'f:"
< the active R- has been shown. P
8.6. Hepatic Imj T Y ) T T |
73 z022E 2235258 a=g L e R R b . “ o Bicalutamide should be used with caution in patients with moderate-to-severe hepatic impairment. Bicalutamide is o 365 730 1095 1460 1825
35 52285 383838 3558, 788282058338 % vz0aus58:22385955<5552958 Days to death
¢S 05888 §38238% 7332883858588 288 2 g zz20rgaggaisgrggssorasst extensively metabolized by the liver. Limited data in subjects with severe hepatic impairment suggest that excretion of
28 38,5 555357 B8 27885 f ®e3 é 88538283858a582 ; 55925559 553 to further Periodic liver function tests should be considered for  There was no significant difference in time to objective tumor progression between treatment groups (see Figure 2).
£ 20378 2_3388 §8% Bgs  gRI5S5385638533855C8082F8%cgg305 §92 hepatic-impaired patients on long-t (erm therapy [see Warnings and Prscaulwns 5 ). Objective tumor progression was defined as the appearance of any bone metastases or the worsening of any existing
£282278 §2-23 HEH S 8833258%5582583838¢382%85283525%2 2
32 w255 28 2833 23 = 232 c£°€988553854%895 5 g § 858338 93529 23¢ No clinically ither enantiome noted in patients with ~ bone metastases on bone scan attributable to metastatic disease, or an increase by 25% or more of any existing
Ng 29FZ8 =misss 282 o83 §5528%3g5°3538 3 Greo328,982553 °28 mild-to-moderate hepatic. mssase as compared to healthy control, Howsver. ho haltif of the R - enaniomer was  measurable extraskeletal metastases. The hazard ratl for e 0 progression of bicalutamide plus LHRH analog to that
88 "3833 §v3Fas 338 S 2 5%97%55298 385 S $.82568.32-8 953° increased approximately 76% (5.9 and 10.4 days for normal and impaired patients, respectively) in patients with severe  of flutamide plus LHRH analog was 0.93 (95% confidence interval, 0.79 to 1.10).
§723 5373 EE 878253 § co%z58.58 583 3 5823855328328 [:8 liver disease (n=4). Figure 2 curve for time for both anti treatment groups.
77 353iss § f:zs . E33%83:3°3 g5 2 528838825 83 353 8.7. Renal Impairment 210
§5325z2 - 288% g2R%88c ¢ 8 8 889252538 5o 532 Renal impairment (as measured by crealinine clearance) had no significant effect on the elimination of total bicalutamide 209
225 “5p3858 F Sg35g%2 £ 333
§58zs52 £ 3zFg £ 23E907% % 88 g gEggisf-s 53 g:t or the aciive R-enantiomer £os
_. oFSFzizas 33IPE F SIEsStsS I Zo ¢ #cr83838y BF 352 83 Women o7
opusz 23583 § %83¢ & 33cB883. 2 3% 3 B5es5z535 24 258 Bicalutamide has not been studied in women 506
zZ2285 §33:z2 F 3 838 3 28 g £8gg3883¢ EEE 10. OVERDOSAGE 305
L3z%E S°EES 3 2 582 558 § 3§ = sS88cg3®s 82 333 0. 5
>2835F L385< B 5859 5 22k g&x° § 3= #328182-2 53 583 Long-term clinical trials have been conducted with dosages up to 200 mg of bicalutamide daily and these dosages have Zoa
S§x%2 8% &S § %02 2 2969 3% sz ~ £s8522268 §s 29 been well tolerated. A single dose of bicalutamide that results in symptoms of an overdose considered to be life 203
£°933 35S =8 3 5988 = 395 &35 233233825 38 ¢ > threatening has not been established. g0z — plsvamcepusLoiA
gaxgs 23 g -1 2 2S% o3 . B 30288223 2§ =3 There is no specific antidote; treatment of an overdose should be symptomatic. g - lutamide plus "
g£58 £2 §3 g8 3 5258 2 838 #32 ¢ 23828832 =5 23 In the management of an overdose with bicalutamide, vomiting may be induced if the patient is alert. It should be T T T T T )
g3ss ER g 3 £ 5 g3z #8% 28c8:s823 °8 oo remembered that, in this patient population, multiple drugs may have been taken. Dialysis is not likely to be helpful since 0 365 730 1095 1460 1825
N2 =3 5 2 8 5§ o5a <%f 2 §°% 3°.- F5 & bicalutamide is highly protein bound and is extensively metabolized. General supportive care, including frequent Days to progression
2723 «s § g g o =8 ; g 5 3 £ s 2% 53 3‘ monitoring of vital signs and close observation of the patient, is indicated. Quality of life was assessed with self-administered patient questionnaires on pain, social functioning, emotional well
- 58 o g 5 2 2 2 %38 3 2 g @ § P2 28 5 11. DESCRIPTION being, vitality, activity limitation, bed disabilty, overall health, physical capacity, general symptoms, and treatment relat ed
a g- 25 2 8 F Z 55~ & & g g 3 £8 &3 amalmamme Tablets cm\lam 50 mg ol mcalmamme a non-steroidal androgen receptor inhibitor with o other known symptoms. the Quality of
g 25 Eisg 3g H g 2% 58 §
5 5 5 3 < s g 2 3, = = ty. chemical n: 4
2 g s®3: = 3§ % é £ %2 37 %
H 3 2z37 § 88 0§ ¢ ¢ § .8 3% 8 SUoryIL2 hydhony-2 methyt (1. Th stuctural and empiclformuas are: nical Studies using Bicalutamide Tablets 150 mg
LS - g 32 S8 o 3 2 3 33 23 ¢ not approved for use either alone or with other treatments.
EX s 8 5 & 28 & 3 =2 § 5% 22 3 *H!*‘&*WTSOOF ‘Two identical multicenter, randomized, open-label trials comparing bicalutamide 150 mg daily monotherapy to castration
n, o conductd in patens tht had acally advanced (T2-4, KX, MO) or metastatc (1) prostae cance.
o Monotherapy — M1 Group
T L CHNOFS 150 mg daily P with M1 cancer of the prostate. Based on an interim analysis
_ o _ . _ on of e two s for survival, he Dat Safely Monitorng Board recommended that calutamide reatment be discontnuer!
2 zoarz ez o 5 ZF O RGIL0 Heeseeeeaoan e e g . .
g3 382335 33838 S5882 5 927933837590 fsaczisgi cpxsspacad Bicalutamide has a molecular weight of 430.37. The pKa' is approximately 12. Bicalutamide is a fine white o off white  in the M1 patients because the risk of death was 25% (HR 1.25, 85% CI 0.87 to 1.81) and 31% (HR 1.31, 95% CI 0.97 to
§gyNasgs 832588 f832885:256338 33558288888 3¢88% HEEY R RS S H powder which s practically insoluble in water at 37°C (5 mg per 1000 mL), siightly soluble in chioroform and absolute 1,77 higher in the bicalutamide treated group compared to that in the castrated group, respectively.
S % INelF 23580 85583208300 02285 8238283258223 % STggge83c58 ethanol, sparingly soluble in methanol, and soluble in acetone and tetrahydrofuran. Locally Advanced (T3-4, NX, MO) Group
S Bpege 22792° 85955085 8n35293332285583%338%¢ 35 032852§ Bicalutamide is a racemate with its antiandrogenic activity being almost exclusively exhibited by the of 150 mg daily is not inp ly advanced (T3-4, NX, MO) cancer of the prostate.
S2chitg 2858da S283833% 5559853580898 3 ggg 2§933% Fiz bicalutamide; the S-enantiomer is essentally inactive. Following of all M1 patients, the trial with the T3-4, NX, MO patients until study completion. In
83 %2885 smsdss 825373 3p9s3%2837 5.0 F 3 382583 255 The inacive ingredients of bicalutamide tabiets 50 mg are lactose monohydrate, magnesium stearate, hypromellose S, the larger trial (N=352), the fisk of death was 25% (HR 1.25, 95% CI 0.92 to 1.71) higher in the bicalutamide group and in
@8 "gRsg 272232 378%8¢ g 83029% S 883 o 2 $52538 23z polyethylene glycol 400, povidone K 30, sodium starch glycolate, and titanium dioxide. the smaller trial (N=140), the risk of death was 36% (HR 0.64, 95% Cl, 0.39 to 1.03) lower in the bicalutamide group.
3 57 §58° z 2 %23 S 59 a § 3§ 3 gg s 3 5 3 35925 1% 12. CLINICAL PHARMACOLOGY In addition to the above two studies, there are three other on-going clinical studies that provide additional safety
8 353583 S g3 s 28882z B 3 22 &3 357
g83533 2 % 2 S 3 3 .
g 2335¢ 257 $8mTEZTs 8% 3 5 25; &2 25% 121, Mechanism of Action information for bicalutamide 150 mg,  dose that is not approved for use. These are three multicenter, randomized.
g25858 g 3552 & ©°pd83% §F 53 3 5 gea £¢ 335 Bicautamido i  non-steoidl androgen recoptor o, It compelively inibits o acton of ancragens by ininglo - double-bind. paralie aoup tils comparng bicauanid 130 mg daly morotherapy (aduvant o prvious therapy or
gaegsa s x8°% = g3aiggs S &% ¢ g ese 23 §ii cytosol androgen receplors in the target tissue. Prostatic carcinoma is known to be androgen sensitive and responds ©0  under watchful waiting) with placebo, for death or time to disease progression, in a population of 8113 patients with
owusz oEcEz ¢« §398 § S3222s8 5 Zs o & 388 25 333 treatment that counteracts the effect of androgen and/or removes the source. o an er jen. localized or locally advanced prostate cancer.
FE35F £§5it 5 2838 g ©35%%83. € 22 7 3 §85 2 :5¢ When Bialuamide s combined withLiinzing hormone reloasing hormons (LIRE) anlog thrapy. he suppression of  Srca e 160 mg daily is not approved for use as therapy for patients with localized prostate cancer who are
15z%2 82255 g Zgc; @ 38z g8 § 3% % B 3.3 22 28¢ serum testosterone induced by the LHRH analog is not affected. However, in clinical trials with bicalutamide as a single  candidates for watchful waiting. Data from a planned subgroup analysis of two of these trials in 1627 patients with
£z 25§ 83°2% g 2885 8 ,G5 £°9 — 2 2§g 832 35° ‘agent for prostate cancer, rises in serum testosterone and estradiol have been noted. localized prostate cancer who were under watchful waiting, revealed a trend toward decreased suvival in the
3853 S2 &% 8 8928 2 23R 238 3 g =02 o2 57 > In a subset of p been treated with n LHRH agonst, and bicalutamide  bicalutamide amm after a median follow-up of 7.4 years. There were 294 (37.7%) deaths in the bicalutamide treated
£5088 3¢ 58 g 858 E 3938 838 o H 208 38 23 R therapy due o progressive advanced prostate cancer. a ;edu;fmn in Prostate Specific Antigen (PSA) and/or clinical patients versus 279 (32.9%) deaths in the placebo treated patients (localized watchful waiting group) for a hazard ratio of
g§59%82 &3 =3 3 38§ 2@ g% g s 8§87 59 5% e observed. 1.16 (95% C1 0.99 to 1.37).
5825 S5 @o g g93s 3 § S E 23 S 325 8§ ¢ 2 12.3. Pharmacokinetics 16. HDWSUPPLIEDISIORAGEAMD HANDLING
B8 Za 25 8 S 35837 ¢ %83 “"g28 3 %88 -2 8¢ Bicalutamide Tablets 50 m
v3dc 7B 3 3 %ggs § 223 $°:5 2 2z %3 33 Bicalutamide is wel-absorbed following oral adminisiraton, although the  absolute bioavailabilty is unknown. Wit to oftwhie, round, biconvex, fim coated tables, debossed B 50'on one side and plain on other side.
s %3 82 9 S 2258 o gS3 3 g 2 g3 °3 Co-administration of bicalutamide with food has no clinically significant effect on rate or extent of absorption. Bottles of 30 Tablets. (NDC 16729-023-10)
z £8 g2 § 3§52 ¢ 228 3 g 2§ ég 2§ Distribution Botlles of 100 Tablets  (NDC 16729-023-01)
R g5 5 228§ g 3% 3 g T3 58 3% Bicalutamide is highly protein-bound (96%) [see Drug Interactions (7)). 16.1. Storage and Handling
E Sa g 383% £ 38 % 5 fg 55 iz Metabolism/Elimination mopSereal2010 25C (63 o 77')[Seo USP Conirolled Room Temperaturel
28 FE- Y gd 2 K =3 §3 38 i ism. The i e 17. PATIENT COUNSELING INFORMATION
EES g 2a¢ ? ] a5 & H gg 78 &% (active) isomer also undergoes glucuronidation but is predominantly uxldizsd 1o an inactive metabolite followed by Patients should be informed that therapy with bicalutamide and the LHRH be started at the same time and
EE s =5 & 28 § 2 ®5 29 &3 i the urine and feces. The S-enantiomeris rapidly  that they should not interrupt or stop taking these medications without consulting their physician.
lared v o e e enantomar, i e R ananiomer acoouning fo about 90% of ot seady st plasa vols During treatment with bicalutamide, somnolence has been reported, and those patients who experience this symptom
Lo the active enantiomer of bicalutamide in normal males and patients with prostate cancer are  should observe caution when driving or operating machines.
4 presented in Table 2 Patients should be informed that diabetes, o loss of glycemic control in patients with pre-existing diabetes has been
73 zo2rs ezsrss STg3PEEQIFGELQIISFr Tttt o+ e . .g Table 2 reported during treatment with LHRH agonists. Consideration should therefore be given to monitoring blood glucose in
£ 205888 538235¢ 7332882558528 2885 2254858758838 38855325885 Parameter [ Wean T Standard Deviation patients receiving bicalutamide in combination with LHRH agonists.
28 83088 £33 & SEEFoges o0 2653:6852828538582282353885550588¢83 Normal Males (n=30)
28 Inpdg 535 85553373300 w2d 258383258355 2320 Sgn825
€2 83878 825 g ggg;;ag; §83%23 36895838 gg_gwgﬂgggggggﬁgﬁggg ‘Apparent Oral Clearance (Lihr) [ o320 [ 0103 For
2 Gonzd 285882 22378338 55E98,3285895 2 5328398789828 252 Single Dose Peak C: (gl [ oms | 0178 Accord Healthcare, Inc.,
2S¢ >S88m FM8233 §83533s° 3 3p028%2282°5.5 2 $23:5L3°5388 o385 Single Dose Time to Peak Ct (hours) | 31.3 | 146 1009, Slater Road,
83 8sg 272082 378583 § 84wz332:3 283 o ceiezilsisst %23 Haltlife (days) [ s8] 229 Suite 210-B, Durham,
7 2sziss § PZ-5 2 £9983:3%3 g3 ° oz S23885g325%88 &2 Patients with Prostate Cancer (n=40) NC 27703, USA.
T g323iz ; 288% & sZARsfc f 8 @ 80252538 5o s9% C.. (rg/mt) [ eom | 3504
955875 g g22% 8§ %sp3gsy & 55 L S2%535g%2 £¢ 3%3
g2 8 § 338c g “SmygsSs 3z g5Fgssg_2 2:2
§gzegsy s 2808 5 238788 % 8% £ 8835052 22 §:it 13. NONCLINICAL TOXICOLOGY Manufactured By:
owose oBEEs ¢« 5388 § 5322538 3 Zs ¢ *ogf 2388 2% 535 13.1. Carcinogenesis, Mutagenesis, Impairment of Fer Intas Pharmaceuticals Limited,
78388 £¢ g 3 $%3%8 g ©95%83 £ 32 g 25c25558F 27 §5% ‘Two-year oral carcinogenicity studies were conducted in both male and female rats and mice at doses of 5,150r75  Plot No.: 457,458, Village-Matoda,
(5z52 88 E g 82-5 % 3832 g8 § 3§ % 5 §cg3%c 89 Sgg mglkgiday of bicalutamide. A variety of tumor target organ effects were identfied and were attributed to the  Bavia Road, Ta.-Sanant
32228 a3 3 5 2888 s 2c= 2% s B wEE858285 3 3 s5g8 antiandrogenicity of bicalutamide, namely, testicular benign interstitial (Leydig) cell tumors in male rats at all dose levels  Dist.- Ahmedabad-382 210, India.
ig &3 E 8 2 g s 8 92t a2 =39m 29 § g HEE] ;s soT o B (the steady-state plasma concentration with the 5 mgl/kg/day dose is approximately 2/3 human therapeutic
§5428 32 4 F 8588 % 393 83 Py 23558%3%,8 38 -2 %) concentrations*) and uterine adenocarcinoma in female rats at 75 mg/kg/day (approximately 1 1/2 times the human 10 15311 617383
£78%0 35 22 S 335§ & 538 2850 8 S3ofofgsxr 15 £9 therapeutic concentrations*). There is no evidence of Leydig call hyperplasia in patients; uterine tumors are not relevant
528 8s I g ¢e3g § zSm £3 S 22230385 3§ 6% to the indicated patient population, Issued June, 2009,
8z o5 S 3863 ¢ %8s “9 2 S83YE685 = 82 A small increase in the incidence of hepatocellular carcinoma in male mice given 75 mglkgiday of bicalutamide
N2 & § §%8s 8 2388 57 = 275 5 g3 %8 33 (approximately 4 times human therapeutic concentrations*) and an increased incidence of benign thyroid follicular cell
s 13 83 g 38 ; 8 o o § 3 5 2 a % Z 53 i‘g anenumas in rats given 5 mg/kg/day 1appmx|ma(e\y 2/3 human «herapsunc caneemrahons') and above were recorded.
- 52 8 g 2283 2 233 Fz 2% 5
3 E8 g2 2 8=z g 3% & g s 2 25 28 These in i
s 2 25 5 2338 g §8° 3 H g ¥y 58 3% animallolty stucls. Enzyme nduclion has nat boan observed folowing bicalutamide admisraion n man. Thero Back Side
N Se g %esz £ 3% ¢ a e %¢ 575 232 were no tumorigenic effects suggestive of genotoxic carcinogenesis. .
28 : zESF 8 B 2 5 § =5 §3 22 A comprehensive battery of both in vito and in vivo genotoxicly tests (yeast gene conversion, Ames, E. col, Size :450x 320 (mm)
38 g 523 8 5 & £ F 3% 38 5% CHO/HGPRT, human Iymphocyle cylogenetic, mouse micronucleus, and rat bone marrow cylogenetic tests) has C
EE g 5%l 5 § 3 ¢ § 99 as Mot nave genotoxic acii olour : Pan Black




