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FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE
Abiraterone acetate blets are indicated in combination with predrisone for the treament of patients
with

1. Metastatic castration-resistant prostate cancer (CRPC).

2DOSAGE AND ADMINISTRATION
2.1 Recommended Dose for Metastatic CRPC

The recommended dose of abiraterone acetate wblets is 1,000 mg (four 250 mg wblets) orally once
daily with predrisone 5 mg orally twice daily.

23 Important Adminis ration Instructions

Patienis receiving abiraterone acetate blets should also receive a gonadotropin-releasing hormone
(GaRi)alog conurrenty o should havehudbilaersl orchiecomy. Abiaerone cete blets mst
mpty stomach, at least one hour before or at least two hours afer a meal [sce Clinical
P acoogy (1 Tre et ot besalamed whote with s Do ot crohon chen
ablets.

2.4 Dose Modification Guidelines in Hepatic Impairment and Hepatotoxicity
Hepatic Ipairment
Inpatens with biselne moderae hepatc implent(Chil:

B) re

of abiraterone acetate (0 250
every week for the first monih, every two weeks for the following two morihs of treatment and monthly thereafer. If elevations in ALT andior AST greater than 5X upper limit of normal (ULN) or total bilirubin greater than 3X ULN aceur in patierss with baseline moderate hepatic impairment, discontinue abiraterone.

ng once da\\y lnpauems w.m ymdzme he tic ALT, AST, and the
tablers and do pot r aents withabiraerone aceate wbleis [se Use n Specic
Populatons () ooty Phamacoion (1)

Do mot use abiraterone acetate blets in patients with baseline severe hepatc impairment (Child-Pugh
Class C
Hmmmm
‘or patients who develop hepatotoxicity during treament with abiraterone acetate tablets (ALT and/or
ST aremer hansx N or "o il gratr han3x UL, Imerupt eatmenc wih airarone
e tblets [see Warnings and Precautions (5.3)]. Treatment may be restarted ata reduced dose of 750
i once daily folowing rewur of Iver funcion1est o he paten’s baselin of 0 AST and ALT less
han orequal 10 25X ULN and total bilrubim s tan o gl 0 15X ULN. For pations wh resume
 monitor serum transaminases and bilirubinat a minimum of every two weeks for three monchs.
and mondhly thereafer.
1 hegattoiciy rcurs at e doseof 50 mg e dily, e rssentmay beresaried stareduced
dose of 500 mg once daily following rewrn of i o the patients baseline or o AST
AT s famor et o 25X SN o ol v ies. tanor equal 10 15X ULN.
If hepatotosicity
recurs atthe reduced dose of 500 mg once daily, discontinue teatment with abiraterone acetate tables.

Permanendy disconinue abiraterone acetate for patienss who develop a concurrent elevation of ALT
sreate than 3 x ULN and oa bilrubin greater than2x ULN it absence of bilay obsrucionor
other causes resporsible for the Warnings and P

25 Dose Modification Guidelines for Strong CYP3A4 Inducers
CYP3AY inducers (e.g.,ph vifampin, ifabutn,
ifapersine, phenobarbital) during abiraterone aceate reatmery.
1t CYPIA dcer st e <ol s he siccrons ot dosig fcgiecy
twice a day only during the co-administration period (c.g.,
e oy edce e e bk the previous dose g,
CYP3A4 inducer is discontinued [see Drug Interactions (7.1) ad Clinical Pharmacology (12.3)1.

3 DOSAGE FORMS AND STRENGTHS
Abirtronsaceate 250 mg ablet, USP st white 1 off-whie, oval, biconvex uncosed abes
Engraved "A250" on one side, "APO” on the other

4 CONTRAINDICATIONS

Nore,

5 WARNINGS AND PRECAUTIONS

5.1 Hypokalemia, Fluid Retention, and Cardiovascular Adverse Reactions due to
Mineralocorticoid Excess

Abiraterone acetate may cause b hypokaleria, and fluid of d levels resulting from
cyp17 Dl patiens for hypertersion, hypokalemia, and fluid retention atleast once a morh.

Contol hypertension and correct ypollnia before and during testmentwithabiraterone scett.
Inthe conbined daafrom placebo-cortrolledwias singpredhisone 5 mg twice daly i combnaion
WA I000 g irone e . 1 -4 Ok e e 1350 s i
biraterone scetts armand 2% o b placebo arm Grades 310.4 ypertersionwere
Shsemed 125 o paens aoch armand 31206 4 Tid eenion 15 of e eocharm.
losely monitor
aens whost underlying medical conditons mightbe flud retenton such
s i e e mocards) o vy s
rience, Tobesde Pt e
Beenobserved inpaients wh develop bpotaleraa whle Hing apaerone ce

“The safety of abiraterone acette in patients with left venticular ejection fraction <50%
or New York Heart Association (NYHA) Class Ill or IV heart failure (in COU-AA-
301) or NYHA Class Il o IV heart failure (in COU-AA-302)

s not been established because these patients were rials [see
5.2 Adrenocortical Insufficiency
Adrenal nsffcieey occurted in0.3% of 230 pates aking abiraterone acetate a0 0.1% of 1763
patiens taking placebo of th

Adrenocorticn insuficiency was epored in ptiens rz[ewlrg ahiraterone scetal inconbination with

prednisone, following imerruption of daily steroids and/or with concurrent infection or stress.

Monktor puens or symplons a sigsof sdenpconicl imffceneyparelry i puies re
reductions,




and signs of adh 1 may be mmsledby associated with

eI clically lcud,
Caricoseraids my be ndicaed bfor, durig and e v stton (o Warnings and
Precautions (5.1).

5.3 Hepatotoxicity
In postmarketing experience, there. cetate-assoct .
including fulminant hepaits, acute T Fore anddese e e Rt 621

Inthe combined data of randomized clinical wials, grade 3 to 4 ALT or AST increases (atleast 5X

ULN) were reported in 6% of 2230 patients who received abiraterone acetate, typically during the first
3 months after strting reatment. Patienss whose baseline ALT or AST were elevated were more likely

abiraterone acetate. Inthese clinical tials, no deaths clearly relted o abiraterone acetate were

Teported due to hepatotoxicity evers.

Messureserum rrsaminass (ALT and AST)ad bilbinlves ror o sring nesmer

abiraterone acetate, every two weelks for th firsthree morhs of treatment and morbly thereafier. In

patients with baseline moderate hepatic impairmen receiving a reduced abiraterone aceate dose of 250
[

mg messre ALT, AST, o the st of reamen, irstmonth,
two weeks for the following two monihs of treatment and monthly thereatter. Prompily measure
szmmlmal bilbin AST, AL i cliical Symplnns o sigrssugesiveof epanicty

velop. Elevations of AST, ALT, s baseline should prompt more frequent
nnmomvg fatany e AST o AT Hse hove e tpes o LN, or ot bmmbmnses Thove tree

Re-treament with abiraterone acetate at a reduced dose level may ake place. nnl) after rewrn of liver
inction tests 10 the patient’s baseline or o AST and ALT less than or equal 1o 25X ULN and total
bilirubin less than or equal 0 1.5X ULN fsee Dosage and Administration (2.4)1.
Permanenty disconinue abiraterone acetate tablets for patienss wha develop a concurrent elevation of
ALT greatr han x ULN and toal bilrubin greter than 2 ULN inthe absence o biliry obsirucion
or other causes responsible for the
The safey of ahirrone sceae - reament of paints who deelop AST o ALT greter thanor
cqual 10 20X ULN andor bilrubin greater i of equal 0 10X UL 1 unk

5.4 Increased Fractures and Mortality in Combination with Radium Ra 223 Dichloride
biraterone acetate
o B3 o e ot e

[The clinical eficacy and safet of concurrent niation of abiraterone acetate plus
d radium R randomized, placebo-
Enmnllzd multicenter study (ERA-223 trial) in 806 patiens with asylu)mmiuc or mildly symptomatic
‘The study was based onan

inependent Data Moritoring Commitee recommendaion.
iy sl e cdences o s (2.5 s 1145%) s dss 0056 5
% npaiens who acetts plus
wared o patens who n

b acetate plus

5.5 Embryo-Fetal Toxicity
he safety and efficacy of abiraterone acetate have not been established in females. Based on animal
eprodicve e an mechaismof cton, bireron acetscancause fotalbarmad 0ss of
y . In animal
irsterone cetaie 0 pregnnt as dring urgamgﬂ\esls caused adverse dzve\npn!llal effects at
(AUC) at the

sermal = 0.03 imes the

dvise males with female ,mmm of reproductive potential o use effective conracepiiond
eamen it biaerone aceme and fo 3 weelafe the st duse o siaeron aceae [5ee Uss in
pecific Populations (8.1, 8,

ccome progpant [see How Sllpphtd/SInrag! and Handling (16) ]

6 ADVERSE REACTIONS

The following are discussed inmore detail in other sections of the labeling;

1. Hypolalemia, Fluid Retention, and Cardiovascular Adverse Reactions due to Mineralocorticoid
Excess [sce Wornings and Precauions (5.1).

2 isufficiency [see .2).

3. Hepatotoicty Lsce Waringsand Precauions 6.

4, d Fractures and Mortaity in C: Radium Ra 223 Dichloride [see Warnings
o oo ).

6.1 Clinical Trial Experience

wials are conducted conditions, adverse
inthe clinical trials of a drug camot be directly compared to rates in the clinical lndauldmlherdmg
and may not reflect the rates observed in clinical practice.
Two randomized placebo-controlled, muliicenter clinical trials (COU-AA-301 and COU-AA-
302)envlled patents who had mtasiic CRPC Inwhich sirteone sceatewassdmiistered orally at
adose of 1,000 mg daily in combiration with predsisone 5 mg twice daily in the active ir
Placebo plus prednsone 5 ma twice daly was fiven o pations on the conrol arm. Another randomized
lacebo-conrolld. ulicese clncal ial enflledpaiens who had sothr ndicatonin which
biraerone acete ables s adminisered i conbiatonwith predisore. Plcebos
1o patiens in the control ly, two other r: Daceborconrolled

idlsw ‘The po i omasio et inthe

odoroed conolld wils corstoes h bsls o the s preseried o he Warlngs and Precaiors
Grade 10 4 adverse reactions, and Grade 110 4 laboratory anm.malms Inall sl goradoropi-
eleasing horone (GARH) arsiog o piorarchisciomy wes reqired nbol
Inthe pooled data, median treament duration was 11 monihs (0.1, 45) for shrasroe s cesed

ind 7.2 wonths (0.1, 43) for

(5109 that occurred more commonky (-25) inthe abraerone acetate armwere fatigue, amualm
hypertension, nausea, edems, hypokalemia, hot flush, diarrhea, vomiting, upper respiratory infect

(52%)nthe ablserone ceaesemwere ok, levld alalle phosphse bypervilyceidemi.
Ismphoperis, ypercholesterolenia, byperglycenis, ad bypolalenta. Grades 310 & adverse cvens

e reportedfor53% of patens nhe siratronesceae armand 4% of patens nhe plcebo am
Treatmertdisconinuation was s repotedn 145 ofpatet nhe abiraterone aceate armand 13%
paions inihe placebo rm T

abiraterone acetate and pmdmmws were hepatotoxicity and cardiac disorders

Deaths associated with treatment-emergent adverse events were reported for 7.5% of patiens in the
sbirstrone et amand 6% of pders nthe placehoarm Of the patens i e sirerone st
ath

of d of de
e patens ncluded preuriona, cardo- respualnrv Srres doa 0 s nrmton,
general physical health deteriorat

Following
COU-AA-301 emolled 1195 patiens with metastatic CRPC who had received prior docetaxel
chemotherapy. Patients were not eligible if AST andlor ALT =2.5X ULN in he absence of liver
metstases. Patients with liver metastases were excluded if AST andior ALT >5X ULN.
‘Table 1 shows adverse reactions on the abiraterone acetate armin COU-AA-301 that occurred with a
22% absolute increase in frequency conmpared to placebo or were evenis of special interest. The

i abi acetate

‘Table 1: Adverse Reactions due to Abiraterone Acetate in COU-AA-301
Abiraterone Acetate with Placebo with Prednisone
Prednisone (N=394)
(N=791)

System/Organ Class AllGrades!  Grade 3-4 All Grades Grade 34

Adverse reaction % % %

Joinswelling/discomfort: 0 42 2 a1
Muscle discomfort® 26 30 23 23
General disorders

Edema* 27 19 18 08
Vascular disorders

Hot lush 19 03 17 03
Hypertersion 85 13 69 03
Gastrointestinal disorders

Disrhea 18 06 14 13
Dyspepsia 61 0 33 0
Infections and infestations

Urinary wactinfection 12 21 71 05
Upperesproory a5 0 25 0
infec

Reopnnory, horacc and

mediastinal dis

Cough u 0 76 0
Renal and urinary

disorde

Urinary frequency 7.2 03 5.1 03

Nocuria 62 0 a1 0

Injury, poisoning and
procedural complications.

Fractures 59 14 23 0
Cardiac disorders

Arrhythmia® 72 11 46 10
Chestpain or chest 38 05 28 0
discomfort’

Cardiac failure® 23 19 10 03

1Adverse evenss graded according to CTCAE version3.0.
Zincludes terms Arthrits, Arthralgia, Joint swelling, and Jointstffness.

3ncludes erms p pain, Myalgia, discomfort,and
Musculoskeletal stiffness.

“Includes terms Edems, Edera peripheral, Piting edema, and Generalized eder,

Sincludes all fractures with the exception of pathological fracture.

Sincludes te i, Tachycarda, Aial il y wial
tachycardia, Ven ial fluter, Bradycardia,

Contocion rsorden Bradyanhyﬂmua

Tincludes terms Chest pain, and Myocardial infarction or ischemia

occurred more commorly inthe placebo arm than n he abiraterone acetate arm(1.3% vs. 1.1%
respectively).

Sincludes terms Cardiac failure, Cardiac falure congestve, Left venticular dysfunction, Cardiogenic
shock, Cardiomegaly, Cardiomyopathy, and Ejection fraction decreased

‘Table 2 shows laboratory abnormalities of interest from COU-AA-301.

‘Table 2: Laboratory Abnormaliies of Interest in COU-
AA-301
Abiraterone  Placebo with
Acetate with  Prednisone
Prednisone  (N=394)
91)
Laboratory abrormliy Al CGrade Al Grade
Grades 3-4 (%) Grades  3-4 (%)
%) ©)
Hypertriglyceridemia 63 04 53 0
High AST 321 w15
Hypokalemia B 53 2 10
Hypophosphatemia 24 72 16 58
High ALT 14 0 08

HighTowl Biliwbin 66 0.1 46 0

cot ns CRPC who I
chemotherapy. Patients were ineligible if AST and/or ALT =2.5X ULN and patiens were excluded if
they had liver metastases.

Table 3 shows adverse teactiors onthe sirtronsaceae am\mCDU AN tatoccured n25%
of patients with a 22% absolute increase
st withabirarone ceit withpedrisone was 13 o

Table 3: Adverse Reactions in 25% ofPatents on the Abirterone Actae Arm in COU-AA-302
iraterone Acetate with Placebo with Prednisone
Dreniont (N=540)
42)
System/Organ Class AllGrades!  Grade 3.4 Al Grades Grade 34
Adverse reaction % % % %

General disorders
Farigue 3 22 3 17
Edema? 25 04 2 11
Pyrexia 87 06 59 02
Musculoskeletal and cannective tissue disarders




Joineswelling/discomfor® 30 20 2 20

Groin pain 04 41 07
Gastrointes tinal disorders
Constipaion 2 04 19 06
Diarrhea 2 09 18 09
Dyspepsia 1 00 50 02
Vascular disorders
Hot flush 2 02 18 00
Hypertension 2 39 13 30
Respiatory, horacic and mediastal diorders

Cough 00 14 02
Dyspnea i 24 96 09
Psychiatric disorders
Insomnia 02 1 00
Injury, poisoning and pmud..m complications
Contusion 00 91 00
Falls i 00 33 00
Infections and infes tations
Upper respiraory wact 13 00 80 00
infection
Nasopharyngids. n 00 81 00
Renal and urinary disorders
Hematuria 10 13 56 06
ki and subcutaneous e dsorders

00 37 00

1Adverse evenss graded according to CTCAE version3.0.
Zincludes terms Edema peripheral, Piting edems, and Generalized edem.
3ncludes terms Arthrits, Arthralgia, Joint swelling, and Joint stiffness.

‘Table 4 shows laboratory abnormalities that occurred in greater than 15% of patients, and more
frequently (>5%) in the abiraterone acetate arm compared to placebo in COU-AA-302.

‘Table 4: Laboratory Abnormalities in >15% of Patients in the Abiraterone Acetate Arm of COU-
AA-302

Abiraterone Acetate with Placebo with Prednisone
Predni (N=540)
(N=542)

Laboratory Abrormality ~ Grade 1-4%  Grade3-4%  Grade 1-4%  Grade 3-4%
Hemtoloj

Lyphoperia 3 87 2 74
Chemistry

Hyperglycemial 57 65 51 52
High ALT a2 61 2 07
High AST 37 31 2 11
Hypernatremia 3 04 25 02
Hypokalemia 17 28 10 17

"Based on non-fasting blood draws.

Cardiovascular Adverse Reactions
Inthe randomized, d
mmonly in patients on the abiraterone acetate arm compared to patients on the placebo arm (2.6%
versus 0.9%). Grade 3 1o 4 cardiac failure occurred in 1.3% of patiens taking abiraterone acetate and
led 0 5 treatment discontinuations and 4 deaths. Grade 310 4 cardiac failure occurred in
patiens tking placebo. There were no treatment disconimiations and two deaths due to cardiac failure
inthe placebo group.
Inthe sam: conbined dat, the maoriy of arrlvynlvmzas were grade 1 or 2 There was
the abiraterone acelate arms

and five deats inhe phtehn . There were 27 (03%) deats du 1o cardiorespiraory

estinthe abiraterone acetate arms and 2 (0.1%) deaths in the placebo arms. Myocardial ischemia
o ocarial acaned . e 3 paens i pacebo e o3 deahe 1 e birserone

6.2 Postmarketing Experience
‘The following additional adverse reactions have been idersified during post approval use of

abiraterone acetate with prednisone. Because these reactions are reported voluntarily froma population
of uncertain size, itis notalways possible (0 reliably estimate their frequency or establish a causal
relationship to drug exposure.

Respiratory, Thoracic and Mediastinal Disorders: non-infectious poeumoniti.
onnective Tissue luds
mpmobmary Disorders: fulminant hepaids, including acute hepatc failure and death.

: QT sades de Pointes who developed
nvpmv.m or had undertying cardiovascular condiions).

7 DRUG INTERACTIONS

7.1 Drugs that Inhibit or Induce CYP3A4 Enzymes
Based on in vitro data, abiraterone acetate s a substrate of CYP3A4,

CYPaAS inducer, decressed
exposure of abiraterone by 55%. Avoid Lul\(ommurung ‘CYP3A4 inducers during abir
et meamen: 1 3 Srone CYPIA inducer mistbe o sdmistercd incress fhe sbiraerone aceate
dosingfrequency [see 5)and Clinical ).

inhibitor of CYP3A4,
had ro clinically meaningful effectonthe phamﬂ(uhmncs e (et it Pharmacology
3.

az.

7.2 Effects of Abiraterone on Drug Metabolizing Enzymes
Abiraterone acetate is an inhibitor of the hepatic drug-metabolizing enzymes CYP2D6 and CYP2CB. Ina
o the Cygy and AUC

increased 2.8- and 2.9-fold, respecively, when dextromethorphan was given with abiraterone acette
1,000 mg daily and prechisone 5 mg twice dally. Avoid cofl-adnministation of abiraterone acetate with
substrates of CYP2DG with a mrrow therapeutic idex (.8, thioridazine). I altermative treatments
camot be used, consider a dose reduction of the concomitant CYP2DG substrate drug see Clinical
Pharmacology (123

Ina CYP2CB drug-drug ineraction rial in healthy subjects, the AUC of pioglitazone (CYP2CB
subsit)was inceased by 46% henplogliszone was given'ogeter with asingle dose of 1000 g
abiraterone aceate. Ther or sigrs.

CYPACH sbstrate with a o herapedic index i used concomitnty wih abitaterome cctte oce
Clinical Pharmacology (123

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

The safetyan efficacy ofabirerone sceate have ot beenstablshed n feses,Basedonfinings
from animal studies and the abiraterone

loss of pregnancy.

There are no human data on the use of abiraterane acetate in pregrant women. In animl reproducti
sdie,oal admiitaon f airarone aceae i pregtut s during orgamgeneiscaused sdverse
)at

developmenial eff 20.03 times the
e e dose (see Dala)
Daa
Animal Data
developmenal abiraterone acetate
toxicity doses of 10, 30 or 100 mg/ period of

organogenests Gestatom days o 17). Findings included embryo.feal lethality (ncreased post
implanition oss ard resorptiorsand deceased mber of lve feuses) feal developmenl delay
y, decreased
[yt genital distance at 230 mg/kg/dny, Py} bady “weightat 100 gk day. Doses
/day caused maternal wxicity. The doses tested in rars resulied insystemic exposures (AUC)
approximately 0.03, 0.1 and 0.3 times, respectively, the AUC in patients

8.2 Lactation
Risk Summary.

‘The safety and efficacy of abiraterone acetate have not been established in females. There is o
information available on the presence of abiraterone acetate in human milk, or on the effects on the
breasted child or milk production.

8.3 Females and Males of Reproductive Potential

Contraception

Males

Bmaan nfidings nnine eproducion sdies and s mechaismof action,advise sl wih fersle
eeks after

e o Goveio shroes ot s o e Specific Populations (5.1).
Jan.m

i animal studies, abiraterone acetate may impair reproductive function and fertility in males of
npmdumve potental [see Nonclinical Toxicology (13.1)).

8.4 Pediatric Use

Safery f abiraterone acetate in p patients have

8.5 Geriatric Use
Of the total mmber of abiraterone acetate rials, 70% of
patiens were 65 years and over and 27% were 75 years and over. No uvzrill differences insafety or
effectiveness beweenthese elderly p Other reported
clinical experience has not idenified diferences in fesporses batweon e ey and yomger
patients, but greater sensitivity of some older individuals camot be ruled o

8.6 Patients with Hepatic Impairment
biraterone were with =8) or moderate

(N=6) hepatc impairment (Child-Pugh Class A and B, respectively) and in healthy conrol subjects

it norml hepatc funcion, The systenic exposure (AUC) of siraerone afer asingl oral 1,000 mg

dose of abiraterone acetae increased by approximiely 1.1-

et b e It e, espectvely compore 1o subjec i mo bl Fncion.

Inanother rial, the pharmacokineics of abiraterone were examined insubjects with baseline severe

(N=8) hepatic impairment (Child-Pugh Class C) and in8 healthy control subjects with norml hepatic

ystemic exposure (AUC) of sbiraerone increased by approximutely
fraction of free drug increased 2-fold insubjects with severe baseline hepatic impairment compared to
subjects with normal hepatic function.

No dosage adjustment is necessary for patients with baseline mild hepatic
. In patiens with hepatic

Pugh Class B), reduc the recommended dose of abiraterone acetate (© 250
g oce daly. Do ot use abiaerone

e in atient with baseline severe hepatc impairment (Child-
Pugh Clsk C. 1 eevatons in ALT or AST 55X ULN o ol bilrubin >3X ULN oceur i patens
with baseline moderate hepatic impairmery, discortinue abiraterone
acetate wreatmens see Dosage and Administation (24) and Clnical Pha’macalogy (mju

o gt o devlo gty g e, et of

ko s e fsee Desage and Adminstvton (2-4) Warnings and Precauions
{55 and Cltcal Pharmacoogy (1291

8.7 Patients with Renal Impairment

No dosage adjustment is y for patierss with reral 3.

10 OVERDOSAGE
Human experience of overdose with abiraterone acetate s limited.

There is no specific antidote. Inthe event of an overdose, stop abiraterone aceate, undertake general
supportive measures, including monitoring for arthythmias and cardiac failure and assess liver function.

11 DESCRIPTION
Abiraterone acetate, USP the active ingredient of abiraterone acetate blets, USP is the acetyl ester of
abiraerone, Abiraerone 1sanm\nhlmro[CVPﬂ(ﬂu hydroxylase/C17,20-lyase). Each abiraterone
acetate tablet, USP coy cette, USP, Abiastore acetate, USP I desigratd
Chemically a5 OB 0171 pyrldmyl)aldmsmva‘ls dien-3-yl acetate and its sructure




Abirtronsaceate USP i a white i off-whie, s ygroscopic crysalline powder, s molcular
lais CsHy3NO; and it has a molecular weight of 391.55 g/ol. Abiraterone aceiai isa

inophlc compound o1 amocinoh et poiden <ol icien ot 5.2 (.og )¢ prctcaly

insoluble in water. The pKa of the aromatic nitrogen s 5.

Abiraterone acetate mblets are available in 250 mg uncoated tablets with the following inactive

ingredients: colloidal silicon dioxide, crospovidone, lactose monohydrate, magnesium stearate, and

sodiumlauryl sulfate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Abiraterone acetate d inhibitor, that inhibits

17 achydroxylase/C17,20-lyase (CYP17). Tmse-um s expressed intesticular, adrenal, and prostatic

tumor tissues and is required for androgen biosynh

CYP17 caalyzes o sequenialreactos: 1) he comersonot pregrenalone andprogeseroe o et

activity and 2) the

dzhydmepxalﬂmxmmne (DHEA)andandrosencaione, r!spe:nv!ly, byCl7 20 yase ctvity DHEA

precursors of i

17 by
e sdents e wemings and
Precautions (5.1)].

dnp..mmnmmpm suchas weamre wih AR agonist or rchicciomy, decrease andofen
s but do. the adrenals or inthe wmor.

Abiraterone acetate d d and the placebo-
erolled cliical mial. It s hot nocessary t moTtar he effeetof biraehome acetate onseram
estosterone levels.
hanges in serum prosate specific antigen (PSA) levels may be observed but have not been shown to
e e e b bt patiens.

12.2 Pharmacodynamics
Mnmmmmzx
multi-center, open-label, single-armrial, 33 patients with metastatic CRPC received abiraterone.
e oraly o dose of 1000 g once dly i 1 ot eforc or 2 hnurs after ameal in
on with predrisone 5 mg orally Day 2 showed o
Jarge changes in'he QT imerval (1 220 me) frombaselne. However, sl neressc i he QT
interval (i.c., <10 ms) due to abiraterone acetate camnot be excluded due to study design limitatiors.

12.3 Pharmacokinetics

Following administaionof abirteron: aceat, the pharmacokineis o abiraterone andabiraerone
scee i CRPC. In

emencd o iatont, eiie o, blrteroce scese p\asmﬂ:nmemannrs were
Below detecabi levels (0.2 i) in-95% o the nalyred sample

Following oral administration of abiraterone acetate [0 patients with metastatic CRPC, the median time 0
reach maximum plasia abiraterone concentrations is 2 hours. Abiraterone accumulation is observed a
steady-state,witha 2-old gherexposure seadysiake AUC) compared o asingle 1,000 g doseof
abiraterone aceta
Atthe dose of 1,000 mg daily in patients with metastatic CRPC, steady-state values (imean + SD) of
Cou vere 226 178 ng/nl. andof AUC were 993.+ 629 g No ot devitonfomdose

ved in the dose range of 250 mg (o 1,000 mg. However, the exposure was ot
slgmflmmly ocreased when he dose was daubled frome,000 12,000 me (356 rease inhe

UO).

Sys mic exposure of biraterone is ncreased when birrone sceae i sdirserd with food. I

healthy subjects abiraterone Cngy and Al pporoximsely - S old ek, espcavely

Uhens gl dose of Shrater s scee s diniered wih 3 low- 1ot sl (P o 300 csones)

and pprosimately 17 and 10-{o higher, tespctivel, whena sigle dose o abiratrone acette vas

administered with a high-fat (57% fat, co bi

AUC. was spproximaely 7-oldor 16-{old gher, especively whens sigle dose of ahracrone
or 1 hour before a (@5% fat, 491 calories)

Comared s overmgm rasnru

Sysemic exposures o abiaerons in patens withmeastatc CRPC,afst repeated dosing of
abiraterone acetate were similar when abiraterone aceate was taken with lov-fat meals for 7 days and
cressed aprosintely 3-f1d when aken wih high at meals [or 4 Gy compared o when aken
least 2 hours after ameal and at least 1 hour before a meal for 7

iven the normal variation in the conten and composition of n!a\s, nlﬂng abiraterone
e with meals has the potential o result inincreased and highly variable exposures. Therefore,
iratrone acease mstbe ke onan ampty Somach at eat one hour before or sl o hourS
after ameal. The tblets should be swallowed whole with water [see Dosage and Administration (2.3)].
isribution and Protein Binding.
Abiraterone is
lycoprorein T The apparent steady.-stte Sotume distibtion (ncan su) is 10669 + e L

e glycoprotein (P-gp) and that abiraterone it s o s of 1 .
Meigbolism

Following oral admirisiration of 1C-abiraterone aceate as capsules, abiraterone acetate is hydrolyzed
1o biraerone st meibole) The comersions lkelyUroughestrse ctiiy (e estersses ave
ated. The ‘metbolites of abiaterone in
humanpl Iphate (inacive) and N-oxide (inactive), which
Sccout for ot 435 o Exposne toth, YA I SULTIAT s h emyines ol e
formaton of N-oxide abiaterone sulphate and SULT2A1 is imvolved inthe formation of abiraterone

cretion
In patients with metastatic CRPC, the mean termiral half-life of abiraterone in plasma (mean  SD) is 12
S hours. Following oal admiitaon of 14C-airaronesceate, approinately 88% of the
e major compounds present in
feces are unchanged ab aceute and 22% of the
administered dose, respectively).

Patiens with Hepatic Impairment

The bi was d in subjects with baseline mild (N=8) or moderate
(N=8) hepaiic hild-Pugh Class A and B, 1y) and in8
with normal hepaic function. Systemic exposure to abiraterone after a single oral 1,000 mg dose given
under fasting conditions increased approximately 1.1-fold and 3.6-fold in subjects with mild and
moderate baseline hepatic impairmen, respectively. The mean half-life of abiraterone is prolonged to
approximately 18 hours in subjects with mild hepatic impairment and to approximately 19 hours in
subjects with moderate heparic impairmer.
Inanothr i, he pharmcolirecs of siraetons were examined insublecswithbaslinesevere
(N=8) hepatic impairment (Child-Pugh Class C) and in8 healthy control subject
fancton The sysemsc xposure (ALIC)of bifaterone ncrased by pprosimacly S oidm msnh‘zcu
with severe baselne hepate mpairmert compared i subjects with normal hepaic unction.Inadton,
the e proten biing ws found 1 be lower e severe repac Inparntgroup canpared s te
mal hepatic function group, which resulted ina two-fold increase in the fraction of free drug in
patiets whthsevere hepat pirmer see Dosage and Adminisraton (24 nd Use n Speciic
Populations (5.6).
Patiens with Reval lmpairment
abiraterone were it ent-sage el disease ESRD) on
le hemodialysis schedule (N=) i Subects with vl o
nthe ESRD cohon ofthe il asngle 1000 mg e sceiate dose was given ndr fasting
comions 1 hour afer il upto 96
s postdose. Systamic axposure 9 nhlratzmnez(lernsmglenml 1,000 mg dose did not increase in
sumnns il end-sage renl isease on dialyss, compared o subjcts with norma renl fnction sce
Use in Specific Populations (8.7)).
Drug Ineractions
In vitro studies with human hepatic microsomes showed that biraterone has the potential o inhibit
CYP1A2, CYP2D6, CYP2CB and (0 a lesser extent CYP2CO, CYP2C19 and CYPIA4/S.
Inanin vivo drug-ds Jxand AUC of CYP2DG substrate)
were increased 2.8- and 2.9-fold, resnemvely “when dextromedhorphan 30 mg was given with
abiratrone acetate 1000 m daily Glus prediisone 5 mg vice daily).The AUC rm dextorphin, e
abolite 1y 1.3 fold (see Dru
Ina clncl sy t determne he efecs of sbiraterone scete 1000 g dly (Dlus predaisone 5 mg,
0 mg d increase insystemic

epone ol wan sheened.

Abireron 1+ asbsts o CYESA, n s naclicl pmucoknesc eracton sy of sy

subjects p wong CYPIAL dally

i dose of s cewie 000 75, mean oo AUCS of e wes deereased by

55% [see Drug Interactions (7.1)].

Ina separate clinical
oconsole, st bor of CYESAL hd o clcally meaningful effecton he

raterone [see D

InaCyp2cs dmg—dnlg ‘merscionst healthy subjects, the AUC of pioglitazone was increased by

46% when pioglitazone was given ogether with a single dose of 1,000 mg abiraterone acetate [see

Drug Interacions (7.2).

Inviro- sicaeronea s o meablies were shown o bt h hepaic il varsporter

OATPIBL. There are no clinical data available to confirm transporte based interact

13 NONCLINICAL TOXICOLOGY

13.1 Carci is, Mutagenesis, and
A two-year carcinogenicity study was conducted
inrats at oral abiraterone acetate doses of 5, 15, and 50 mg/kg/day
1 150 me/kg/day for females.
Abiraterone acetate increased the combined incidence of intersttial cell adenomas and carcinomas inthe testes at all dose levels tested. This finding
is considered to be related to the pharmacological activity of abiraterone. Rats are regarded
2 more sensiie danfums o developing il cll umors inh estes, Abieron sccae
was pot carcinogenic in femule rats at exposure levels up to 0.8 times the human clinical exposure
based on ALIC. Abiraerone aceute was ot rcinogenic in -monh sudy inthe wamsgenic
(Tg.rash2) mouse.

Abiraterone acetate and abiraterone was not mutageric in an in
b )

yiromicrobal muageness (Anes)ssay s y assay using pr
assay. Inrepeat-dose inmale rats (13
b zs weels) and monkeys G5-
reproductive atzs0
ng/kg/dny inrats and 2250 mg kg/day in morkeys
and were ivity of abiraterone. These effects
atsystemic w©h atexposures
approximately 0.6 times the AUC in humans.
Ina fertility study in male rats, of e repr s,
morility, rved s dossd fors weels
30 iy orally Matng of unreated females with mles foo recewed 30 mg gy or
abiraterone aceat corpora luea,  enbryos axdan
d incidence of Efl o e reserathe st 16 washe rom

the last abiraterone acetate administration.
|naleruhlys\udy el s, ainals dosed rally for 2 weels un day 7o[vrexmmya\>30

mefe/da

el oo (00 gy There were o Gfereees g

fertility, and it parameters in femle rats that received abiraterone aceate. Effects on femle

rats were reversible afte 4 weeks from he last abiraterone acelate administration

“The dose of 30 mykeday inrats is approximtely 0.3 times the recommended dose of 1,000

mgday based on body surface area.

In13-and inras and 13- and

fsonrone vl pccurnedwih o ceae o oy one ol e el
sult, decreases inorg: and toxicities were observed inthe

nnle i rmle lepmdumve sy, adend s, [T —

lands. T

Seiity e s

13.2 Animal Toxicology and/or Pharmacology
A dose-dependentcrese incaaracs was observed nras afer dalyoral airasrone
26wt clinical
exposurt ased onAUIC) Ins 55-weck mishey smdy it daly ol ot s
admi n, 0 cataracts were. fex clinic;
xposure bsed on AUC).




14 CLINICAL STUDIES
‘The efficacy and safety of abiraterone acetate with prednisone was established in randomized placebo-
controlled international clinical studies. All patients n these studies received a GnRH analog or had
prior bilateral orchiectomy. Patients with prior ketoconazole treatment for prostate cancer and a history
of adrenal gland or pititary disorders were excluded from these trials. Concurren use of
spiromalactone was ot llowed during th sudy peroc

ith who had
InCOU-AA-301 (NCT00638690), a otal of 1195 patients were randomized 21 1o receive either
abiratrone acetate orallyat  dose of 1000 mg once daily inconbinaion with prednisone 5 g orally

7979 or lacebo once dally plus prednisore 5 mg orally twice daly (N-398), Baens
randomized to ither arm were to continue treatment uiil disease progression (defined as a 25%
increase in PSA over the patient’s

progession i symptontic o linicalprogession). iniaionof rew wreamen. unacceptable wxiciy
o withdra

“The following balanced between the
weamencams. The nedisnage wss 69 9 yers (ange 39 0 95 and e Tacial Gstibution was 93%
Caucasian, 3.6% Black, 1 1. Eighty-nine percentof patients envolled had an
ECOG perfumun(t o score u( oY 455 5 i Pamllwemury Shnn Formscore of 24

(patient’'s  previous 24 hours),
bone and 30% had visceral p Seventy percentof patient had mdmgmy-mr evidence of
disease % had PSA-only iy percent of patiers ly

eceived om ey hemmierapy m.:.mam 30% received two reginers
"

“The protocol pre-specified ed a
sgnifcan mprovemen inoveral sumvivl 0% in panem e ity sbiraeron scet with
predusone compared o ptens It placebo with redssons arm Tabl 7and Flgure 1) An pded
surival aysis was conducted when 775 deaths (97% of e plamed nber o deste o o

analysis) were bserved. Resulss i those fromihe
(Table 7).

Table

verall Surival f Patients Treated with iher Abiraterone Acetat or Placebo in
intent-to-Ti

Placebo with Prednisone

Abiraterone Acetate
Prednisone (N=398)
97)

Primary Survival Analysis

Deaths (%) 333 @42%) 19
Median survival (months) (95% CI) 148 (14.1,15.4) 109 (102,12.0)
pvalue <0.0001

Hazard ratio (95% CIY? 0.646 (0.543,0.768)

Updated Survival Analysis

Deaths (%) 501 274 (69%)
Median survival (months) (95% CT) 158 (14.8,17.0) 11.2(10.4,131)
Hazard ratio (95% CIP 0.740 (0.638, 0.859)

vl s deived froma ogrank st satifed by ECOG performance stats score (-1 v 2), ain
entvs. present), number of prior chemotherapy regimens (1 vs. 2), and type of disease

Progression (PSA oy v. radiographic)

2Hazard Ratio is derived froma stratified proportonal hazards model. Hazard ratio <1 favors.

abiraterone acetate with prednisone.

Figure 1: Kaplan-] in (Intent-to-Treat Analysis)

ith i who ior cy
chemaotherapy

InCOU-AA-302 (NCT00B87198), 1088 patiens were randomized 1:1 0 receive either abiraterone
acete orallyata dose of 1,000 mg once daly (N-546) o Placebo oraly one daly (N-542). Both
arms were 5 mg ice daly P d weatment unil
radiographic or clinical (cytotoxic chemotherapy, radiaiion or surgical reatment for cancer, pain
requiring chronic opioids, or ECOG performance status decline (o 3 or more) disease progression,

fable toxicity or withdrawal. Patients with moderate or severe pain, opiate use for cancer pain,
or visceral organ metastases were excluded.

Paen dermgraphicswere balaced betucenthe reame arms, The medanage s 70 yeas. The
tacal disribulonof patee esed with biaetone acetate was 95% Caucsian 20% Black 07%
sianand 1.1% Other The ECOG performance st was 0 for 76% of paiens,an 1 for 245 of
o-primary efficacy endpoins were overal surival and radiographic progression free
survival ((PFS). Baseline pain assessment was 0-1 (asymptomatic) in 66% of patients and 2 o 3 (mildly
o) n 20% of patients as defined by the Brief Pain Invertory-Short Form (worst pain over the
last24.

Ridloglaphl: progression-free survival was assessed with the use of sequental imaging studies and
s defined by bone scanidenficatonof 2o more new bone lsios with confimaion Prosate
Cancer Working G InSolid T

(RECISTy e i or piogtesionof soft s lestor At o ES il comslly reviewed
radiographic assessment of progression.

“The planned final analysis (ur 05, conducted afe 741 desth (reclanollow up of 49 monts)

prcanizone compared o hose meated wih plocebo i ptediisone (Table and Fgare 2) Siy-five
percentof patients on the abiraterone acetate arm and 78% of patients on the placebo arm used
subsequent therapies that may prolong OS inmetastatic CRPC. Abiraterone acetate was used as a
Subsequent therapy in 13% of patients on the abiraterone acetate arm and 44% of patienis on the placebo

Table

verall Survival of Patients Treated with Either Abiraterone Acetate or Placebo in
Prednisone i Analysis

Overall Survival Abiraterone Acetate Placebo with Prednisone
Prednisone (N=542)
(N=546)

Deaths 354 (65%) 387 (71%)

Median survival (months) (95% CI) 347 (327,36.8) 30.3287,33.3)

p-value 00033

Hazard ratio? (95% CI) 0.81(0.70,0.93)

' ,mme is derived froma log-rark test stratfied by ECOG performance status score (0 vs. 1)
zard Ratio is derived froma swratfied proportional hazards model. Hazard ratio <1 favors
ammemue scee wih preduisore.

Figure 2: Kapl,
-
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Atthe pre-specified rPFS analysis, 150 (28%) patients reated with abiraterone acetate with prednisone
and 251 (46%) ptents reated i placebo with pedrisore had radiographic progression. A

intPES d (Table § and Figure 3).
ographi Abiraterone

Acetate or Placebo i don i i reat Analysis)

Radiographic Progression-free Survival  Abiraterone Acetate with  Placebo with Prednisone
Prednisone (N=542)
oy

Progression or death 150 (28%) 251 (46%)

Median tPFS (morhs) (95% C1) NR (1166, NR) 528 (3.12,8.54)

e <0.0001
Hazard ratio2 (95% CI}? 0.425(0.347, 0.522)
NR=Not reached

¥ p-value is derived froma log-rank test stratified by ECOG performance status score (0 vs. 1)
2 Hazard Ratio is derived froma straified proportonal hazards model. Hazard ratio <1 favors.
abiraterone acetate with prednisone.

Fi Meier Curves
(Intent-to-Treat Analysis)

H
e - « © o

The prinary effcacy amlyses are supgartedby he fllowingp pmspetn\'!ly defined endpoirss. The
o initation of eytotoxic chemotherapy was 25, tiens in the abiraterone

et 163 ol Yo e inth placebo arm (1R 00, 53 o (0457, 00511 pe

0.0001),

The mecian e 0 oplate use for prosatecancerpain was ot reached o patens ecevi

abiraterone acetate and was 23.7 months for patients receiving placebo (HR=0.686; 95% CI: [0.566,

B3 po0.0001). Th e 15 optt v rvul e eopponed by iy i ptien epored pin




progression favoring the abiraterone acetate arm.

16 HOW SUPPLIED/STORAGE AND HANDLING
Abirtronsaceate 250 g able, USPare whlte o oft-whie, oval, bicomvex uncosed abes

Eng 50" anone sde, "AFO" onth e sid. Abrsterone acetat 250 g sbles, USP re
vaioeinbigh-derei polyeiylone boesof 120 i 30

Cartons of 30 tablets (10 blister packs x 3), NDC 0904-6948-04

Storage and Handling

Store at 20°C 10 25°C (68°F o 77°F); excursions permitied from 15°C t0 30°C (39°F o 86°F)[see USP
Conrolled Room Temperature],

Kee»uum[reatho[rhlldr&n
Based hanismof biraterone acetate may fetws. Women who are
preaantof wormen who ey be pregt should not handle Sbirteron: st 250 g ncosed abets

or other abiraterone acetat tablets if broken, crushed, or damuged without protection, .g., gloves [see
Use in Specific Populations (8.1).
17 PATIENT COUNSELING INFORMATION
Advise the patient o read the FDA-approved patentlabeling (Patent Informmator)
Hypolalemia, Fluid Reteni Adverse Reactions
L hat a acetate is hypolalemia, and

peripheral edema that may lead o QT prolongation and Torsades de Pointes in patients who
devlop hypolalenis while ki biaerone aetat. Advise paters that hlr bood pressure,
ast

monthly. Advise dher thparltlsmn
T polalenia, o cdem o her healheare provider e Warning and recautions 5.1

Adremcortical Insufficiency

L nlorml)iuemsmalablramov\eacelamqu\lJrMmsomlsassnmalmwm\ad nal
insuficier 115 10 reportsymploms of adrenocortical insufficiency to their

Healhcare pmnd!r Tste Warmings and Precontions 5.2
Hepatotoxicity

acetate is b Inf
patiens that their liver function will be monitored using blood tests. Advise patients
provider [see Warnings and

©
Precautions (53)].

pat t Ra 223 dichlorid rality
fracture when used bi acetate plus e
patiens (© speak with their healihcare provider about any other medications or treatment they are
currendy taking for prostate cancer [see Warnings and Precautions (5.4)).

Dosing and Administration

ihat abi cetate blets with p
dalyaccording o her healihcare provider Instructons) and t noterrupt or sop ither of
these medications without consulting their healthcare provider.

ceiving GoRH therap o mairgain s the course

or treament with abiraterone acetate

uct patients to take abiraterone acetate tablets on an empty stomach, at least one hour before or
o houts afer 3 sl A steron sceit Al hen i ood covs ot
exposure and may result in adverse reactions. Instruct patients 0 swallow ablets whole with water
and ot 1o crush or chew the tablets [see Dosage and Administration (2.3
Inform patients thatf they miss a dose of abiraterone acetate tablets or prednisone, they should
take their normal dose the following day. If more than one daily dose is skipped, inform patients to
contact their healthcare provider [see Dosage and Adminisiration (2.3)].

‘Enbryo-Fetal Toxicity

acetate may. fetus and can cause loss of

pregnarcy.

Adise rales with fersleparters of
o for 3 weeks afer e final dose of abiferone aceae ablet (see Use in Specfic

Populations (.11

Advise femles who ae pregnant r woren wlo may be pregnant ot 0 handle sbiaeronescee

0 mg uncoated tablets or ather abiraterone tablets if broken, crushed, or damaged without
- g, gloves [sec Use in Specific Papa!uucns (8.1) and How SuppliedStorage and
Handling (16)]

Inferdlity

1. Advise male patients that abiraterone acetate may impair fertility [see Use in Specific Populations
#3).
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250 mg
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PATIENT INFORMATION
Abiraterone Acetate Tablets, USP

[a” bir a' ter one as" e tat

‘Whatare Abiraterone Acetate Tablets?

Abiraterone acetate blets are a tis used along

acetate tablets are used ( treat men with prostate cancer s spread (o other parts of the bady
Abiraterone acetate @blets are not for use in women.

Itis not known f abiraterone acetate ablets are safe and effectve in females or children.

Before you take Abiraterone Acetate Tablets, tell your healthcare provider about all of your
‘medical conditions, including if yo

have heart problems
have liver problems

have a history of adremal problems

have a history of pititary problems

are receiving any other reatment for prostate cancer

arepregrant o plan'o become pregrant. Abiaetone acetae bles ca cause harm o your
unborn baby

Sotd e st sccmt ablew wxoned e o s i o ablers
i broken, crushed, or damaged without protection, such as glove:

have a partner who s pregnant or may become pregnant.

Meales who have femle partoers who are able to become pregnant should use effective birth
comrol (contraception) during treatment with abiraterone acetate ablets and for 3 weeks after the
Iastdose of abiraterone acetate tblets.

are breastieeding or planto breastfeed. Itis not knownif abiraterone acetate passes into your
breast milk.

Tellyour healhcare provier aboutall he mediines you take or reatments you receive, |
including vitamirs, and herbal b
acetate can ineract with many other medicires.

‘You should not sart or stop any medicine before you talk with the healthcare provider that prescribed
abiraterone acetate tblets.

Know the medicines you ake. Keep a list of them with you to show 1o your healthcare provider and
pharmacist when you geta new medicine.

How should I take Abiraterone Acetate Tablets?

L. Take abiraterone acetate tabl ly as your ,. ‘ells you

2. Take your prescribed dose of abiraterone acetate ablets 1 time a day.

3. Yourhealicare pmmermycname ‘your dose if needed.

4, hang g your prscrbed doseof shirerone serus bles o reisone
ot aling i yeur Fheeme provider firs
‘Take abiraterone acetate tblets on an empty smmch aeastone hour before o t et o
hours after a meal. Do not take abiraterone acetat with food. Taking abiraterone acetate
tables withfood may cause more of the medicne P by the body than is needed and

‘may cause side e

6. Swllow airtrons acea blets whole, Do ot crush o chew bt

7. Take abiraterone acetate tablets with water.

8,

If you miss a dose of abiraterone aceate wblets or prednisone, take your prescribed dose the
following day. If you miss more than 1 dose, tell your healthcare provider right away.
9. Your healthcare provider will do blood tess to check for side effects.

‘Whatare the possible side effects of Abiraterone Acetate Tablets?
Abiraterone Acetate Tablets may cause serious side effects including:

1. High blood i ium levels ia), luid
acetate tablts. This canbe hf threatning. To decrease the chance of this happering, you must
{ake prednisone with abiraterone aceate ablets exacily as your healihcare provider tells you.
Your healthcare provider will check your blood pressure, do bloo tests 0 check your potssium
levels, and check for any signs and symptoms of fluid retention every month during treatment
abiraterone acette wablets.

“Tell your healthcare provider if you get any of the following symptors:

« confusion
«» fastor irregular heartbeats « muscle weakness.
«»feel faint o lightheaded « painin your legs

+ headache « swelling in your legs or feet

1 Aam..n problems ey appeni you sop king recione, et anfecion o r e s
- You vider
il en oo i eheckyour iver befare reament withabiraterone scetate ables ad dring
treament with abiraterone acetate tablets. Liver failure may occur, which can lead to death. Tell
your healthcare provider if you notice any of the following changes:

1 yellowing of the skinor eyes
darkening of th
3. severe nausea or vomiting

Incressed risk of bone ractre and death whenabitronsaceute ables s predusone or
atype Tell your

ey P - ynu are taking for pr
‘The most commonside effects of abiraterone acetate include:

« fecling very tired + vomiting,
« joint pain  infected nose, sinuses, or throat
(cold)

« high blood pressure + cough
« nausea * headache

. +low red blood cells (anemia)
swelling in your legs or feet

+low blood potassium  » high blood cholesterol and
levels wiglycerides

+ hot flushes « high blood sugar levels

« diarrhea

certain other abrormal blood tests



Abiraterone acetate blets may cause ferdlity problems in males, which may affect the abiliy to father
children. Talk o your healthcare provider if you have concerns abou fertiliy.

These are notall the possible side effects of abirateroe acetate.

Call your healthcare provider for medical advice about side effects. You may report side effects o
FDA at 1-800-FDA-1088.

How should I store Abiraterone Acetate Tablets?

1. Store abiraterone acetate tablets at room temperature between 68°F to 77°F (20°C to 25°C)
Keep Abiraterone Acetate Tablets and all medicines out of the reach of children.
General information about Abiraterone Acetate Tablets.

Medicines are sometimes prescribed for purposes other than those listed ina Patien Information leaflet,
Do mot use abiraterone acetate blets for a condition for which it was ot prescribed. Do not give.
abiraterone acetate tablets (o other people, evenif they have the same symptoms that you have. It may.
harm ther

healthcare p
is writien for health professionals.

For more information contact Apotex Corp. at 1-800-706-5575.
‘Whatare the ingredients of Abiraterone Acetate Tablets?
Active ingredies
Inactive ingredients: colloidal silicon dioxide, crospovidone, lactose monohydrate, magnesium
stearate, and sodium lauryl sulfate.

“This Patient Information has been approved by the U.S. Food and Drug Administration.
APOTEX INC.
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