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FULL PRESCRIBING INFORMATION

1INDICATIONS AND USAGE

Abiraterone acetate ablets are indicated in combiration with predrisone for the treament of patiens
i

 Metastatic castration-resistant prosate cancer (CRPC).

2DOSAGE AND ADMINISTRATION
2.1 Recommended Dose for Metastatic CRPC

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

23 Important Adminis tration Instructions

Patiens receiving abiraterone acetate ablets should also receive a goradotropin-releasing hormore
(GiRH) analog concurrenly or should have ha bilateral orchiectomy. Abiraterone aceate ablets must
be taken on an emply stomach, at least one hour before or atleast o hours after a meal [see Clinical
Pharmacology (12.3). The tablts should be swallowed whole with water. Do not crush or chew
ablets.

2.4 Dose Mod
‘Hepatic Irpairmens

In patienis with baseline moderate hepatic impairment (Child-

Pugh Clss ) redce te recornded dos ofairerae scete b 2

e once il npres i mderote hepd et o AL, AST, ard ilrbin pror o h strof reaumen,every ek forthefirst o, very o ek fo he fllovwing o morths of neament sy hereafier I elevaons in ALT anor AST geatr than5X upper it of ormsl (LI or ol biibin gt hn 3 UL occur in e it basline moderste hepaic npaimes,disconinue brterone
actae bles e o o re-ratplers with abirerone acete abies fee Use n Speciic

Populatons (8.6) and Clinical Pharmacology (12.3)l

Do notuse abiraterone acetate tablets n patients with baseline severe hepatc irpairment (Child-Pugh

Class C).

n Guidelines in Hepatic Impairment and Hepatotoxicity

Hepatntoxicity

Forpatess whodevelop hepaotoxicty during resrentwithabiratrone aceate ables (ALT andlor
AST greater than 5X ULN o1 than 3X ULN),

sceate bl [se Worningsand o S s may be o reduted ok o350

mg once daily following return of liver function ests to the patienc’s baseline or (0 AST and ALT less.
thanor equal 0 2.5X ULN and toal bilirubin ess than or equal to 1.5X ULN. For patients who resume
‘0 weeks for three morths.

treamen, monitor
and morhly thereafer.
If hepatotoxicity recurs at the dose of 750 mg once daiy, re-treatment may be restarted ata reduced
dose of 500 mg once daily following return of liver function tests to the patient’s baseline o to AST

and ALT less than or equal to 2.5X ULN and total bilirubin less than or equal to 15X ULN.
 hepoosiciy

atthe reduced dose of 500 mg once daily, discontinue treatment with abiraterone acetate tablets.

Permamnﬂy discontinue abiraterone acetate for patients who develop a concurrent elevation of ALT
sreater han3 X ULN e totl biirubin greate than 2 x ULN Inthe abserce of ilary obstructionor

other causes resporsible for the (see Warnings and P

2.5 Dose Modification Guidelines for Strong CYP3A4 Inducers
ifampin,rifabutin,

Ccyp:
rifapentine, phenobarbital) during abiraterone acetate reatmen.
1o PO cer st b o adriistred, s e siraerone st dosg ey
" day only curng h co-adminsradon period e, {om 1,000 g once daiy o 10
e doy Redce e st bckio the préviowsdose gy, e conoman Suong
YP3A4 inducer is discontinued [see Drug Interactions (7.1) and Clinical Pharmacology (12.3)

3 DOSAGE FORMS AND STRENGTHS
Abiraterone aceate 250 mg blets, USP are white (0 off-white, oval, biconvex uncoated wblets.
Engraved "A250" on one side, "APO" on the other side.

4 CONTRAINDICATIONS

Nore,

5 WARNINGS AND PRECAUTIONS.

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

Abiraterone acetate may cause hypert hypolal 1l of 1l levels resulting from
cyei7 i Dl pates for bypertension. ypolalemis, and fludretemons estonce  monh
Cantrol and during acetate.

Inthe conbined daa rom placebo-contolled wals sing prduison 51 wce dalyinconbinaion
with 1000 mg abiraterone acetate daily, grades 3-4 hypokalemia were detected in 4% of patients on the.
iraerone acete armand 2% of patens onihe lacebo arm Grades 3 o 4 yperersion were

observed ml%nlpanzlls h 310 4 fluid retens
losely mos

e whose ulIkrIymg medical conditions might be fluid h
those with infarction,

venricular arrh y ma. Inpostmarkedng experience, QT prolongationand Torsades de Pointes have

conabserved i patents i deveo hipe e while i s raerone scerte

The safcy of bierone patiens with

or New York H Wor IV OU-AA-

501 on NVHA st 110 IV hear filune (i COU-AA.303)
has not been established because these patients were excluded from these randomized clinical trials [see Clinical Studies (14)1

5.2 Adrenocortical Insufficiency

Aol ymifceney occured 3% of 223 paies iz shrerone e o 00.1% of 1763

patients king

Adrenoconica mulficiency was reporea pauems re(emru vaeron e i romu\ahonwnm
prednisone, following inerruption of daily steroids and/or with concurrent infection or st

Moritor paten forsympons and signsof adremocortcal suffictency,parcularly Ifpatens are
reductions, or stress. Symploms
and signs of adrenocortical Amulhuemy may be masked by adverse reactions associated with
reated with ab aceue. If




1 insufficiency.
Eoricostoroid oy be miicted before, dung and Py Warnings and
Precautions (5.1)].

5.3 Hepatotoxicity

In postmarketing experience, there have been abiraterone acetate-associated severe hepatic toxicity,

including fulminant hepards, acute liver failure and deaths [see Adverse Reactions (6.2).

Inthe conbined daaof ranomsed u.mul il grade 310.4 ALT or AST icreses atlesst

ULN) were e, typically during, e firt

3 months after surlmg et Pt et e ALT o ST e et e likely

o oxperionce iver et alevaion han hose begining with rorml valucs. Treatmes disconinuaion

due 10 ALT and AST inreases or dbnorml hepatic ncionoccurted in 1% of 2230 paens aking

abiraterone acetate. In these clinical trials, no deaths clearly related to abiraterone acetate we

Teporied due 1o hepatiosiciy evens.

Measure serum wansaminases (ALT and AST) and bilirubin levels prior (0 starting treament with

abiraterone acelate, every two weeks for the first three months of treatment and monihly thereafter. In
s with hepatic etate dose of 250

g, messure ALT, AST,ad blruingelor o e st of weamen, every week fo e first o,
every two weeks for the following two months of treatmen and monthly thereater. Prompily meastre
serumoulbilirubin AST, ot ALT .1 cliical sympons orsigs suggesive ofhepaotosiciy

a encs baseline requent
lmmmrmg ifa anyulv! ST o ALT Hee e e nn!s e UL, o . mhirominses e e
times the UL liver function.

Re-reament with abiraerone aceateat reduced dose level may e plsceanlyafe retrnof lver

function esis to the patient’s baseline or to AST and ALT less than or equal 1o 2.5X ULN and to

ilirdbinless ot qual 015X ULN (see Dosage and Adminisraion (23]

Permanendy discondnue abiraterone acetate tablets for patienss who develop a concurrent elevation of

ALT greste than3 x ULN s ol blrbingreaterthan 2 ULN inthe abenceof billary obstrucion
‘other causes resporsible for

The safety of abiraterone acetate re-treatment of patients who develop AST or ALT greater thanor
equal to 20X ULN andlor bilirubin greater than or equal to 10X ULN is urknown.

541 d Fractures and Morality i jination with Radium Ra 223 Dichloride
biraterone acetate plus s ot use
adium Ra 223 dichloride outside of clinical trials.

he clinical efficacy and safety of concurrent initiation of abiraterone acetate plus

rednisoneprednisolone and radium Ra 223 dichloride was assessed ina randomized, placebo-

ontrolled multicenter study inB0G patients 3 i

castration-res cancer wit ‘The study was based onan
Monitoring Commitee

p‘ th primary anlyss, nressed eidences offactures (26:6% v 11.4%) and deaths 38.5% vs

5.5%) ha in patients who acetate plus
patients who in

k b aceate plus

S.SEmhryn-l‘uannxi(uy
e safety and efficacy of abiraterone acetate have not been established in femules. Based on animal
zpmdu(lwe studies and mechanism of action, abiraterone acetate can cause fetal rmandloss of
regnanc
biraetone actate o preglnt 4 drig orgaogenesiscavsed uverse demopmeml effects at
(AUC) at

ivise s with forule pnmrs o repmduruve potenial o use effective. tml'ra(tmmndurmg
eatment with abiraterone acetate and for 3 weeks after the last dose of abiraterone acetate [see Use in
pecific Populations (8.1, 8.3)). Abiraterone acetate should not be handled by females who are or may
ecome pregnant [see How Supplied/Storage and Handling (16)]

5.6 Hypoglycemia

Severe ypoglyceril aceate patents with
preexisting (incl

Tepaglinde e Drug neractors 472)1 Monitorblood lucose npatens i s during and
after discontinuai biraterone acetate, Assess if antidiabetic drug dosage needs to

be adjusted to minimize ® ot hyvngly:umz

6 ADVERSE REACTIONS
The following are discussed inmre detail in other sections of the labeling:
« Hypolalemio, Fluid Retertion, and Cardiovascular Adverse Reactions due to Mineralocorticoid
Excess [see Warnings and Precautions (.1)].

Insufficiency [see 21
¢ Hepantoricy s Warningsand Precauions G 3L
Morality Radium Ra 223 Dichloride [see Warnings and

Frecauios )

6.1 Cli

al Trial Experience

wials are conducted conditions, adverse bserved

inthe clinical trials of a drug cammot be directly compared to rates in the clinical trials of another drug.

and may no reflect the rates observed in clinical practice.

T ranlonized lacebo-comoled, mitisenercliicl vils COU-AA-301 and COU-AA-

302) envolled patienss wh etate was administered orally at

adose of 1000 ng dily mcnnhmanunwllh przdmsnm 5 ng ice daly Inthe scive reament s
ebo plus predrisone 5 aily was given to patierss on the conirol arm. Another randomized

Dlacebn Dol maticenr chica e rpohed s who had anthr intcatonin which

abiraterone acelate tablets was administered in combination with predrisone. Placebos

adniitered o ates inthe conolarm Addiionlly, wo otpe andomised, lcebo- :nrlmlled

wial 0 patient in the

ot ool s ot e s ot D presered inthe anmg( e recauion:

Grade 1104 adverse resctions, ad Grade 1t 4 laboratory abrormlies, Inall i, onadovopin-

releasing hormone (GRH) analog or prior orchiectomy was required in both a

Inthe pooled data, median treatment duration was 11 months (0.1, 43) for abiraterone acetate-treated

patens and 7.2 monis (.1, 4 for placebo-ested paiens The most common adverse reacions

(210%) that occurred more commonly (>29%) in the abirateroe acetate arm were fatigue, arthralgia,
ypertrsion auses edﬂm, hypokalemia, hot flush, diarrhea, vomiting, upper respiratory infection,
cough, a

(©2%) inthe sbiraterone aceute armwere aneia, cevated lkline phosphtase, Wpertiglyceridenia,
Iymphopenia, hypercholesterolemia, hyperglycemia, and hypokalemia. Grades 30 4 adverse events
were reported for 53% of patients in the abiraterone acetate arm and 46% of patient in the placebo arm.
reatmen disconimuation was repored n 14% of patens inthe abirterone acetate armand 13% of
patiens in the placebo arm. The

abiraterone acetate and predrisone were hepatotoxicity and cardiac disorders.

Deaths associated with treatment-emergent adverse events were reporied for 7.5% of patiens inthe
abiaetone acetae srmand 6.6% o patiet inthe laceboarm. Of e paiens inthe shirsterone cete

h of death was disease f death
'S patlens cluded preumonta, cardovrespiratry arret, deat (1 addidon lorration), i
general physical health deterioration.

Following
COU-AA-301 emolled 1195 patiens with metastatic CRPC who had received prior docetaxel
chemotherapy. Patients were not eligible if AST andior ALT =2.5X ULN in the absence of liver

metastases. Patiens 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 compared to placebo or were events of special interest. The
i abi acetate was 8 monshs.

Table 1: Adverse Reactions due o Abiraterone Acetate in COU-AA-301
‘Abiraterone Acetate Placebo with
Prednisone Prednisone
(N=394)
All Grades' _|_Grade 3-4_|All Grades| Grade 3-4.
[Adverse reaction % % % %
[Musculos keletal and connective tissue
isorders
30 a2 FE] a1
uscle discomfor® 2 30 23 23
fema” 27 X 18 [
ascular disorders
ot flush 19 03 17 [
pertension 85 13 69 03
jarthea 18 06 14 13
yspepsia 6.1 [ 33 [
Infections and infes tati
rinary wactinfection 12 21 71 05
) pper respiratory tract infection 54 [ 25 0
espiratory, thoracic and medias inal
isorders
ough 1 [ 76 [
] nary disorders
rinary frequenc 72 03 51 03
jocuria 6.2 o a1 0
injury, poisoning and procedural
ractres® 59 4 23 [
iac disorders
s 72 11 46 10
hest painor 38 05 28 0
ardiac failure® 23 L9 10 03

1Adverse evenss graded according to CTCAE version 3.0,
ZIncludes terms Arthriti, Arthralgia, Joint swelling, and Join stiffress.

Sincludes terms 3 pain, Myalgia, discomfort, and
Musculoskeletal siffness.

“Includes terms Edem, Edems peripheral, Piting edems, and Generalized ederm.
Stncludes all fractures with the exception of pathological fracture.
Sincludes terms Arthythmia, Tachycardia, Arial fibrilla . Atial
achycardia, Venticular tachycardia, Atial fluter, Bradycardia,
Conduction disorder, and Bradyarm)mma
includes te Myocadil narcionorischenia
Ceueed v <oty i Bl e et e T o
respecively).
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.

FTable 2: Laboratory Abnormalites of Interest in COU-
AA‘301
Abiraterone .
Acetate with | Placebo with
Prednisone rednisone
¢
lLaboratory 1Al Grades{Grade 34| A1 Grade
|Abnormality (%) 0| "y [ 00
& T
igh AST 31 3% [ 15
ypolalenia 28 20 | 10
24 16 | 58
ligh ALT 1 1 08
igh Toul Bilirbin | 6.6 a6 [ o

Prior

cot ns CRPC who s
chemotherapy. Patients were ineligible if AST and/or ALT 22.5X ULN and patiens were excluded if
they had liver metastases.

Table 3 showsaverse teactiors onthe sirtronsaceae am\mCDU A0 tatoccured n25%
of patients with a 22% absolute increase
st withabiraerone ceit withpedrisone was 13 pomhe.

Table 3: Adverse Reactions in 25% of Patients on the Abiraterone Acetate Arm in COU-AA-302]
Abiraterone Acetate with Prednisone |Placebo with Prednisone
2) 0)

AllGrades! | Grade 34| AllGrades | Grade 34
Adverse reaction % | % % | %

Faigue ) ) TR -




Edem? | 2 | oa | w | wm
Pyrexia | 8.7 | 0.6 [ 59 | 02
sue disorders
I 20 [ 2 [ 20
Groin pain I 66 a1 a1 T o7
Constipation | 2 I 04 [ T o6
Diarrhea I p} s [ 1 [ oo
Dyspepsia | i I 0.0 [ 50 [ 902
Vascular disorders
Hot lush T % [ o2 [ w® [ oo
ypertension [ E} 5 T 15 [
[Respiratory, thoracic and medlas tinal o
| 17 I 0.0 [ T 02
T 12 2 T 96 T oo
T i oz T w0 T o
lnjury, poisoning and
Comusion | 13 I 0.0 [ o1 T o0
Falls I 59 o0 T 33 T oo
lnfections and infestation
Upper respi T 5} oo T & [ oo
| i I 00 [ 81 | o0
Tand urinary disorders
Hemuuria 0 [ 15 T s [ os
ki tissue disorders
Rash T o1 o T 3 [ o

TAdverse events graded according to CTCAE version 3.0.
ZIncludes terms Edem peripheral, Piting edems, and Generalized eder.
Sncludes terms Arthrits, Arthralgia, Joincswelling, and Jointstiffness.

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

Table 4: Laboratory Abnormalities in >15% of Patients in the Abiraterone Acetate Arm of COU-
lan-302
‘Abiraterone Acetate with Prednisone | Placebo with Prednisone
(N=542 (N=540)
Laboratory Abnormality | Grade 1-4% Grade 3-4% | Grade 1-4% | Grade 3-4%
[Hematolog,
Lymphopenia 38 87 £ 74
(Chemisur
Hyperglycemial 7 5
High ALT 2 1
High AST 7 1
3 4
Hypolalenia 7 8

"Based on non-fasting blood draws.

Cardiovascular Adverse Reactions

e randomized, pl studies, cardiac. more

rmemorly in patiemts on the abiraterone acetate arm compared to patients onthe placebo arm (2.6%
versus 0.9%). Grade 3 to 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 0.2% of
patients (aking placebo. There were no treatment disconinuations and two deaths due to cardiac failure
inthe placebo group.

e s conbned o, he oty of ks were g 1o 2 Thore
inthe ahlralerone aceute arms

e Ao i i e There wert 3 (3% e do ey eepiraer

st nh airerone aceate s amd 2 (01%) deah Idhe placebo v, Myocarda scheria

or myocardial infarction led to death in 3 paterss in the placebo arms and 3 deaths in the abiraterone

acetate arms.

6.2 Postmarketing Experience
The followingaddiional adverse reactios ave beenidriied a..m.g postapproval use of
abiraterone acetate B pulation
ofuceralasize, s mtalways possile whamy esimae hlr reduency o esublich s coval
relationship to drug exposi

Respiratory, Thoracic and Mediastinal Disorders: non-infectious preumoriti.

onnective Tissue . includi

Hepatobilary Disorders: fulminant hepatti, including acute hepatic failure and death.

c qr Torsades de Poinies who developed
)

llmume SysamDisorders — Hypersenstivy: angphylacc resconsGsevere llrgc escons
include, butare s, tongue or throat, o
anitchy rash (uricaria).

7 DRUG INTERACTIONS

7.1 Drugs that Inhibit or Induce CYP3A4 Enzymes
Based on in vitro data, abiraterone acetate s a substrate of CYP3A4.
Ina dedicated drug interaction trial, co-administration of rifampin,a strong CYP3A4 inducer, decreased
expasure of birterore by S5%. Avold concomtat iong CYPIAS nducers durng brserone

e esmen. [ sirong CYPAS nducer s be co-sdminssted,increase e sbrsterone acete
dosing requency 3.

Ina dedicated drug interaction trial, co-administration of ketoconazole, a strong inhibitor of CYP3AA,
had o clinically mearingful effect on the pharmacokinetics of abiraterone [see Clinical Pharmacology
23).

7.2 Effects of Abiraterone on Drug Metabolizing Enzymes

Abiraterone acetate i aninhibior of e heparic drugenetaboliing emymes CYP2DG and CYP2CE, na

e 2 s~ o 25-old rzspetnvely, whtndexrrcm!l.hnrphan s given it birerone et
1,000 mg biraterone acetate with
s 2D i e merapeunc e (.. oridarine). T alermive featmons

amot be used,cosider  dose reductonof th concomian CYPZDE subirat dru e Ciinical
Pharmacology (12

Ina CYP2C8 drug- dmg interaction trial in healthy subjects, the AUC of pioglitazone (CYP2CB

subsirte) s ncredsed by 46% whenpioglzzone was gveniogethr withasigle dose of 1,000 mg

abiraterone acetate. Therefore, of

CYP2CA subtrste with o Ihernpeull( fra Concomianty wih abiraerone acetae [sce
.3)land Warnings and

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

sk Summary

The afetyan efcacy ofsirerone aceate have ot beenesblshed i femses, Basedonfinings
romarinelstudesand the mechanlsmof

loss of prey

‘There are no human data on the use of abiraterone acetate in pregnant women. In animal reproduction

sties, oral adniisttion of sbiraterone cette o pregrt s urng organogenesis cased averse

developme: Jat
oo dose (see D.m)

Daa

Animal Data

Inan enbryoeal dvelopmeral txicystudy s hirsterone cet caused developreal

toxicity when administered atoral doses of 10, 30 or 100 mg/kg/day throughout the

arganogenceis (zestaionl dave 6 o 17). Findings ncluded enbryo. o ethality (ncreased post
and live fewses), feal developmenal delay

(skeletal fects (bilateral ureter 210 my/kg/day, decreased
feal ang-genial istanceat 23 gy, decressedfel hndy Jelghiat 100 mg1day. Doses
210 mg/kg/day cavsed maternal toxicity. The doses tested inrais resulted in systemic exposures (AUC)

Spproxmaely 005, 0.1 axd 0.3 oo, respectivel. e AUC inpatens.
8.2 Lactation
The afey an efficec of airmerone scem have ot beenesublishednfenses.There 1 0

information available on the presence of abiraterone acetate in human milk, or on the effects onthe
breatied child or mlk producion

8.3 Females and Males of Reproductive Potential

Contracepiion

Males

Based on nmmgs inanimal reproduction studies and its mechanism of action, advise males with female
partners of 0 use weeks afer

the fral dose of biraterone acette sce Use in Specific Populations (5.
Based on animal studies, abiraterone acetate may impair reproductive function and fertility in males of
reproductive potential [see Nonclinical Toxicology (13.1)).

8.4 Pediatric Use

‘Safety and effectiveness of abiraterone acelate in pediatric patients have ot been established.

8.5 Geriatric Use

Of the total mumber of abiraterone acetate rials, 70% of
patients were 65 years and over and 27% were 75 o and over. No n»erall iffrencesinsalety or
effectiveness beoween these Other reported

Clinical experience has ot denified differences i fespanses beween the elderly and younger
patiens, but greater sersitivity of some older individuals cannot be ruled ou.

8.6 Patients with Hepatic Impairment

The abiraterone were exani ith baseline mild (
(N=8) hepaiic Class A and B, 1y) and in8
with normal hepaic function. The systemic exposure (AUC) of abiraterone after a single oral 1,000 mg
dose afsirsterone scet ncreased by pproxtely L1-{old and36-foldinsulecs with mild and
‘moderate baseline hepatic impairmen, respectively compared to subjects with pormal hepatic function.
Inanother wial, £ abiraterone insubjects with baseline severe
(N=8) hepaic impairment (Child-Pugh Class C) and in8 healthy control subjects with normal hepatic
function. The systemic exposure (AUC) of abiraterone increased by approximstely 7-fold and the
fractonof ree drugIcreased 2-{old i subjects with severebasline hepai inpaicmen conpaed o
subjects with normal hepat

) or moderate
subjects

No dosage adjustment s necessary for patients with baseline mild hepatic
impairment. In patienis with baseline moderate hepatic impairment (Child-
Pugh Class B), reduce the recommended dose of abiraterone acetate o 250
aly. Do pot use abiraterone
aceate inpaiiens with baseline seere hepatic impairmen (Child-
Pugh Clas ). If levatonsin ALT or AST >5X ULN or ol biiubin>3X ULN occrinpaters
with baseline moderate hepatc impairme, discontinue abirae
e vesmmane (e Dot and bt (.8 Cier pnammlogy 231
For patierss who develop hepatotoxicity during treatment,interruption of
a Gosage acsien oy b reqired se Dosoge and Adminstuton 2.4 Wernings and Precautions
(5.3).and Clinical Pharmacology (123).

8.7 Patients with Renal Impairment
No dosage adjustment is necessary for patients with renal impairment [see Clinical Pharmacology (12.3)l.

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

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

11 DESCRIPTION
Abiratronsaceate, USP th actve ingredint of shirarone acess ables USP s theaceyl eser of
irmerone, Abiraone 1 a0y of CYPL? (176 ydrosylase/C1720-1ast). Eachabirateron:
Sceiate bt USP conie 250 m o abiraerone aceate, USP. Abiracrone scee, USP is designed
chemically as (36)-17-(3-pyridiny]) androsta-S5, 16-dien-3-y1 acetate and it structure is:




Abiraterone acetate USP i a whie 0 of -whit, norehygroscopic, crysalline powder s molecular
molecular weight of g/mol. Abiraterone aceta

hpﬂphlhc compound with an ocnol water pamnm\cnzlhc\zmul 5.12 (Log P)and is pmmuy

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

Abiraterone acetate blets are available in 250 mg uncoated tablets with the following iractive
" '

sodiumlauryl sulfat.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Abiraterone acetate inhibitor, that inhibits

17 a-hydroxylase/C17,20-lyase (CYP17), e enzyme is expressed in testicular, adrenal, and prostatic
twmor tssues and is required for androgen biosynihesis.

CYP17 catalyzes two sequemal reacions: 1) the comersionof pregnenolone a progestrone  theic

dehydroepandroseron: (SHEA)am aroseneione respecvely, by 1730 vt sctvly. DHEA
and androstenedione are ardrogens and are precursors of testosterone. Tahibition of C
e el e Waings.and

Precautions (5.1).
Adrogensersiive prostatc carinomsresponds o et ht decreses adrogen evel. Andogen
deprivation therapies, such as treament with GnRH agonists or orchiectomy, decrease androgen

testes sirens o inihe
Abiraterone acetate decreased serum testosterone and other androgens in patients inthe placebo-
controlled clinical tial It is not necessary o monitor the effect of abiraterone acetate on serum
testosterone levels.

Changes inserum prostate specific antigen (PSA) levels may be observed but have not been shown o
correlate with clinical benefit in individual patierts.

12.2 Pharmacodynamics
lac Electrophysiol

Ina multi-center, open-label, single-arm rial, 33 patients with metastatic CRPC received abiraterone
et rallyat dose f 1000 mg oce dilyaleast  ourbefoe o 2 hoursafer sl in

it predrisone 5 mg oraly twice dily. A
Targe Changes inhe QT mervl (620 ) from basle, However ol nes e Qre
interval (i.e., <10 ms) due to abiraterone acetate cannot be excluded due o study design limitations.
12.3 Pharmacokinetics
Following admiristration of abiraterone acette, the pharmacokinetics of abiraterone and abirateror
st ave beensudiednhesltysubjects and in ptients with metastatic CRPC. n vivo, ab\ralemm
acetae i ne. In linical studies, abiraterone acetate plasm concentrati
below detciable evels (<02 nmL)in-99% of the arlyred sarmies.

Following oral adminisiration of abiraterone acetate 1o patiens with metastatic CRPC, the median ime to
reach bi concenations is 2 birat a

steady-state, with a 2-fold higher exposure (steady-state e 1,000 mg dose of
abiraterone acelate.

Atthe dose of 1,000 mg daily in patients with metastatic CRPC, steady-state values (mean £ SD) of
Conay were 226 + 178 ng/ml. and of AUC were 993 + 639 \ghr/m‘ No major deviation from dose
proportionality was observed i the dose range of 250 mg (o 1,000 mg. However, the exposure was ot
significantly increased when the dose was doubled from 1. S0t 2000 g (8% increase in the mean

Systemic exposur ofaitaterone is ictesed when sbirteroe acetate i adnnistred wih food. I
healthy subjects abirat max ad AUCy x were approximately 7- and 5-fold higher, respectively,
{abiraerone sceate s o ot el (5 o 300 coies)
and approximately 17- and 10-fold higher, respectively, whena single dose of abiraterone acetate was
administered with a high-fat (57% fat, 825 calories) meal compared o overight fasting. Abiraterone
AUC_ was approximately 7-fold or 1.6-fold bigher, respectively, when  single dose of abiraterone
acetate was administered 2 hours after or 1 hour before a medium fat meal (25% fat, 491 calories)
compared to overight fasting.
Systenic exposures ofairatrone inpatens with etastatc CRPC, fter repeted dosing of
abiraterone acetate were similar when abiraterone acetate was Gl Jow-fat meals for 7 days and
{ncreased approximaely >-fold when aken with high-fat meals for 7 diys compared to when taken at
least 2 hours after ameal and at least 1 hour before a meal for 7

Giventhe el varatoninthe contenta core meals, lnkmg

et with meals b the poteril 1o result in ncreased. P iy variable exposures, Thercfore,
iraierone aceaie mustbe ke o an ampty Stomach, at east one hout before o at esst o hours
after ameal. The blets should be with water [see

Abiraterone is hig the cid
slycoprten. The apparenscady st volume of disrbtion (nkan + SD) i 1969 = " L
acetate and are not
substrates of P-glycoprotein (P-gp) and that abiraterone acetate is an inhibitor of P-gp.
Metaholism
Following oral adminisiration of 4C-abiraterone acetate as capsules, abiraterone acetate is hydrolyzed
o abiraterone (active metabolite). The conversionis likely through esterase activity (he esterases have
votbeenidentfed) and s ot CYP mediad, The o maincirulaing meaballes o ablateroe n
ve) and N-o: nacive) which
ecout for st 435 of xposiesoch CYFAAS  SULTIAT ar e oy mived
Tormaton of N-axide abraerone sulpate and SULT2A is imolved i formation of bitaterone
sulphate.
Excretion
Inpains withneastaic CRPC, the eyl e of bracroe nplas (ncan - SD)is 12
=5 hou wing oral tion of MC-abiraterone acetate,
i oot dose s rz(uvzrzd in le:as o approximacely 5% inurine. e major (umpnum‘ls esertin
and 22%

he
imieres o rcspccnvrly}

“The pharmacokinetics of abiraterone was examined in subjects with baseline mild (N=8) or moderate
(N=B) hepatic impairment (Child-Pugh Class A and B, respectively) and in8 healthy control subjects

it norma hepatic funcdon,Systenic exposue o sbrarone afe asngl oal 1000 g dos given
under fasting conditions increased approximaely 1.1-fold and 3.6-fold insubjects with mil

moderate baseline hepaiic impairmen, respectively. The mean half-life of abiraterone s p\nlnrged ©
aPDmxumlely 15 hours insubjcts with i hepatic impalmentand 0 approximately 19 hours n
s with moderate hepatic impairt

In ammu rial, £ abiraterone bjects with baseline severe
(NoB) hepatc impament (CHG-Pugh Class C)and in healty conrol subjecs with normel hepatc
functon The systenic exposure (AUC) of sbirtrore increased by approximately 7-fold insbjecs
with severe baseline hepatic with normal hepaic f

\e mean protein binding was found (o be lower in the severe hepatic impairment group cumpared 0 the
normal hepatic function group, which resulted ina two-fold increase inthe fraction of free drug in

ties with severe hepaic impairment see Dosage and Administration (2.4) and Use in Specific

Populations (8.6)].

Patienss with Renal Impairment

The abiraterone were exani with end-stage renal disease (ESRD) on
astable hemnialysis schedule (N=8) and subjects with rormal reral

Inthe ESRD cohort of the ial, a single 1,000 mg abiraterone acetate dose was given under fasting

conditions 1 hour after dialysis, and samples for pharmacokinetic analysis were collecied up (0 96

hours post dase. Systemic exposure (o abiraterone after a single oral 1,000 mg dose did notincrease in

subjects with end-stage real disease on dialysis, compared  subjects with ormal renal function [sce

Use in Specific Populations (8.7)].

‘Drug Ineractions.

Inviro studies with human hepatic microsomes showed that abiraterone has the poteniial t inhibit

CYPIA2, CYP2DG, CYP2CB and 0. lesser extent CYP2CO, CYP2CI9 and CYPIAYS,

Inanin e o and AUC o 7206 sbscae)

were cseased 2.8 2.-Lold sespecivel hn dexsomeiorphn 3 mg was give

abiraterone acetate 1,000 mg daily (plus ,.mamm S mgvic ) The AUC fr envorphan e

active metabolite of Iy 1.3 fold fsee Dru

Inaclina sy o deermoe e s of shrastone s 1000 ng oy 4,,1“; predrisone 5 mg
asingle dose of the CYPIAZ substrate theophylline, o increase in systeric

Sposue o eoptyllne wes s

Abiraerone s asusae of VP34, in i Ina il parnscokess inetactonatdy o ey

subjects p astrong CYPS: . 600 mg daily fo

ile done of et cemie 0D 1. mean e AUC af st wos deereosed by

55% [sce Drug Interactions (7.1

Inaseparate clinical

ketocomzole, a trong inhibitor of CYPIA4, had o clinically meaningful effecton he

pharmacokinetics of abiraterone [see Drug Interactions 7.1 )

Ina CYP2CS drug-drug was increased by
5% when iogliazone was given together with  single Sove ot b0 g abiraterone acette fsee
Drug Interactions (7.2)).

In vitro, abiraterone and its major metabolites were shown ( inhibit the hepatic uptake transporter
OATPIBL. There are to clinical data available to confirm transporter based interaction,

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

A two-year carcinogericity study was cond

inrats at oral abiraterone acetate doses of 5, 15, and 50 mg/kg/day

for males and 15,0, and 150 mg gy fo females

Abiraterone acetate increased the comb of interstital cell ad inthe testes atall dose levels tested. This finding,
{5 Considered o be relaed o the phanm(alnglczl activity of abiraterone. Ras are regan‘kd

as more sensitive than humars to developing interstital cell twmors in the testes. Abiraterone acetate

was pot carcinogenic in female rats at exposure levels up to 0.8 times the human clinical exposure

based on AUC, Abirateronssceae s 0t carchogeric ina 6-1omh sy nhe ransgenic

(Tg.rash) mo
Abiraterone aceate and abiraterone was not mutageric inan in
clastogenic inanin sssayuing pimary human
assay. Inrepeat-dose inmale rats

and 26-vecks) o rmn!tzys (39-
weeks), ar reproductive =50
mg/kg/day in e makg/day in morkeys

and vere comistenwith he andandrogenic pharmucologiclsciiyof shiraterore, These efects

were abserved in ais at systermic exposures similar to humans and in morkeys at expo:

approximately 0.6 times the AUC in hum

Ina fertilty sudy nsle ra 'lhe o sperm

weeks
ey dymine oraly: Maing of uncated femules i s e eveied 3 ng/kg/day oral
abiraterone acetate corpora lutea, impl i live embryos and an
increased incidence of m mmlamanouloss Effects on male rats were reversible after 16 weeks from
the last abiraterone acetate administratio

Ina erily study in el ras, nims dosed orally for 2 weels unil day 7of {pregany 1230

me/kg/day d incidence of
.mmunn Iasﬁ (300 m/kg/day). There were no differences in mating,
ferlity, andlite paraeters infenle s Bt receved abiratrone cetat, Effectsonfemale

S e iy S A

“The dose of 30 my/kg/day in ats is approximately 0.3 times the recommended dose of 1,000
ng/dAy based unbudy surface area.

13-and and ronkeys,
e v urturred with amralerom acetate at iDpruth(ely one e bt e humen clvical

male and erle r!pmdutnve e s s e, i, (o oy, ond ol mnlmry
glands. The cl are nd
actvity of one scee

13.2 Animal Toxicology and/or Pharmacology
A dosedependent ncreas Incatracswas observed inras afe ailyorlairaterone
s starting at 250 clinical
pasure aned on AUC) T 30oweck miphey sy it gy et et e
cataracts were observed at higher doses (2 times greater than the clinical
exposure based on AUC).

14 CLINICAL STUDIES



The effcacy s safty ofabirerone sceate with precisone ws estblished inrandonized lacebo-
e cliical e, Al et nthesssckes recelved 1 Get arlog o

prior iaera orchiecony. Paiens wilh comazole treatment for prosiate ram-mﬂamsm-y

GFadrealg1an or piuarydisordes were excluded fromhese als, Concuren use

spironolactone was not allowed during the study period.

with i C who
1nCOU-AA-301 (NCTO0G38690), 3 il of 1195 pates were randomized 21 receive ster
abiraterone acetate orally at a dose of 1,000 mg once daily in combination with predrisone 5 m orally

twice daly (N797) or placebo once daly plus pednisone 5 me oraly twice dfly (No396) Patiens
randonksed o elther armwere 1 conle reatrent il disese rogreson efied s 5 5%
increase in PSA over the pati

progression aml sympiomtic or clrcal progression) tation of e weatmers, um((emahle oxicity
or withdrawal.

‘The following patient demographics and baseline disease characteristics were balanced between the
treatment arms, The median age was 69 years (range 39 to 95

Caucasian, 3.6% Black, 1.7% Asian, and 16!

ECOG

(patients reported worst pain over the previous 24 hours). Ninety percent of patiers had metastases in
bone and 20% had visceral volvermen. SMW percentof s had radiographic evidence of
disease SA- pat

received one cytotoxic chelmlhtmpy egimen and 0% received two regimens

‘The protocol pre-specified was conducted after 552 deaths and sh

survival (O acetate with
prednisone compared to patients inthe placebo with prednisone arm (Table 9 and Figure 1). An updated
Survvalanlyeis was comucied when?7s deaths (97% ofth planed mber of deats for i

analysis) were observed. Results from i with those from the

tr able

rall Survival of Patients Treated with Either Abiraterone Acetate or Placebo in
Combinadon with Brednian i COU-AAIOL (Intent-to-Treat Analysis)

[Abiraterone Acetate with Prednis one [Placebo with Prednisone
(N=797) (N=398)
[Primary Survival Analysis
Deaths (%) 333 (42%) 219 (5%
[Median survival (months) 95% CO) 148 (14.1, 154) 109 (102,120)
valuel 00001
Hazard ratio (95% CIY. 0.646 (0.543,0.768)
Analysis
Deaths (%) 501 (63%]
(monhs) (95% C1) 158 (148, 170 11 z(m FRES 1)
Hazard ratlo (95% CIF 0.740 (0,638, 0.859)

L p-value is derived froma log-rank test suatified by ECOG performance siatus score (0-1 vs.2), pain
score (absent vs. pesem), number of prior chemntherapy regimens (1 vs. 2), and ype of discase
progression (PSA only vs. radiographic).

Haard R s derived roma saufed propordonhzards model Hazard o <1 fovors
abiraterone acetate with p
Figure 1: Kaplan-Meier Overall Survival Curves in COU-AA-301 (Intent-to-Treat Analysis)

: ith i who had ived prior cy
chemotherapy

InCOU-AA-302 (NCT0DBB7198), 1088 patients were randomized 1:1 1o receive either abiraterone

acetate orally ot dose of 1,000 mg oce dily (NS45) o Placebo orally oce daly (N=342). Both
nt prednisone 5 mg twice daily. Patients contined reatment until

Todtographie or lnical (cyoioxic chemorhrapy, fadiaionor surgical reamen for cancer,pin

requiring chronic opioids, or ECOG p decline to

Unaccepible oxiciy or withrawal. Paiens with moderate or svere pai. opite we for cancer i,

o visceral organ metastases were excluded,

Patient demographics were balanced between the treament arms. The median age was 70 years, The
racial distribution of patients treated with abiraterone acetate was 95% Caucasian, 2.8% Black, 0.7%
Asianand 1.1% Other. The ECOG performance status was 0 for 76% of patients, and 1 for 24% of
patiens. Co-primary efficacy endpoinis were overall survival and ridmgrapm: progressionree
Survival (rPF: -1 and 210 3 (mildly
SympoTatc) In26% of adens s efied by the Brief Pain Invertory-S Shor Formmorst painover e
Iast 24 hoy

Kadlugraphl: progressoniee survival s wsessedwihthe e ofseqenialimging i vt
was defined by bone scan idenificaiion of 2 or more new bone lesions with confirmation (Prostate
ConcerWorkag oy 3 s o i Reepore Frioton s TnSord Fumors
(RECIST) criteia for progression o soft ssue lesions. Anaysis of rPFS wilized centally-reviewed
radiographic assessment of progression.
The e i) byt o 0, contoctd s 741 et oo ollow g 49 o)

etate with
inedison: conpred o thse e wihlacebo i predioone CTable B an Ffune 3) Sy e
percent of patiens on the abiraterone acetate arm and 78% of paierss on
Sibsequent herapies that ay prolong OS ineasatic CRPC. ADIraerone sceae was used s
Subseduent therapy In13% ofpatens onthe diaterone acee armand 4% o paens onhe lacebo

fTable 8: Overall TP Tresid i Biler Abksnears Acetteor Bcsbe i

Compinadon with Brdivane i COUR.

Abirterone Aceite aft Drnsans [acebe vt Fredmsons
46) (N=542)

¢
Deaths 354 (65%) 387 (71%)
[Median survival (morhs) (95% G 347 (327.368) 03 (267, 333)
pvalue! 00033
Hazard ratio? 95% CI) 0810.70,053)

Overall Survival

! p-value is derived froma log-rank test stratified by ECOG performance status score (0 vs. 1)
2 Hazard Ratio is derived froma srailed ropordora asds udel. Hzaed ot <1 favors
abiraterone acetate with predisos

Figure 2: Kapl

-

Avesta Mo o Randomizabon

Soree s 525 508 %3 453 422 24 20 330 20 273 7 208 22 10 1B B 8 0 O

328, 522554 500 460 o0 99 01 %3 322 292 201 227 201 76 1 2 B @ W 1 0
—placene —abrerone acels

Atthe pre-specified rPFS analysis, 150 (28%) patients reated with abiraterone acetate with prednisone
and 251 (46%) patiens treated with placebo with predrisone had radiographic progression. A
significant difference in rPFS between treatment groups was observed (Table 9 and Figure 3).

[T 5 R Proges o e Sl ofPaors ot i Eier Nioros
et or laba 02 (o )
Radiographic Progression-frec A""a‘;';;:; cette il
Survhal rednoon
Frogresionor deah 150 o FEYISS
Redan:PES (o) G572 €1 N (1166 N T30 @050
value! <0.0001
Hazard ratio2 (95% CI® 0.425 (0.347, 0.522

N

1 p-value is derived froma log-rank test stratified by ECOG performance status score (0 vs. 1).

ot reached.

azard Rt s drived foma saied ropordna bsards model Hizardrato <1 fovrs
abiraterone acetate with predrist

Figure 3: Kaplan Meier Curves of Radiographic Progression-free Survival in COU-AA-302
(Intent-to-Treat Analysis)

e = H H

The iy ffcacy amlyses are supgrtedby he fllowing prospectively defined ol The
‘median time to initiation of cytotoxic chemotherapy was 25.2 monehs for patients in the abiraterone
Scetae amand 16.3 monhs fr patens 1 th placebo amm (1R 0.580; S5 O 10,487, 0.6911p <

dian time to opiate use for prostate cancer pain was not reached for parients receiving
abiraterone acetate ax]was 237 mons fr patets eceiving placebo (HR-0.655: 5% C: 0566,

133), p=0.0001). The time o opiate use result was supported by a delay in patient reported pain
pmgmsmnfawm‘; the abiraterone acetate arm.

16 HOW SUPPLIED/STORAGE AND HANDLING

Abiraterone aceate 250 mg ablet, USPare white o off-whie oval,bicorves uncosted bl
Engran the other side. Abiratérone acetate 250 mg tables, USP are
it |||h|gi| density pnnymlm botles of 120 and 360 tablets.

Botle of 120 ablets NDC Number 60505-4327-1




Botle of 360 tablets NDC Number 60505-4327-3
Storage and Handling

Sore a20°C 0 25 (S°F t0 77 excursions permitted from 15°C 10 30°C (39°F t0 86°F) [see USP
irolled Room Temperat

Keep out of reach of children,

Based h biraterone acetate may fetus. Women who are
pregantor wormen who oy be pragart should not handie biraterone cetae 250 g ncosed abets
o other abiraterone acetate blets if broken, crushed, o damaged withou protection, e.g.,gloves [see
Use in Specific Populations (8.1)).

17 PATIENT COUNSELING INFORMATION
p read the FDA-approved

‘Hypolalemia, Fluid Retention ard Cardiovascular Adverse Reactiors.
. acetate is ypolalenta, ard periphral
edem that may lead to QT prolongation and Torsades de Poinies in patients who develop
ypolalemia whil aking abiaterone acette. Advise paens ihat mmrhlnndpmswm serum
of be. tlesstmoraiy

Advise patiens 10 adher e and 0 e
o edema to their healthcare provider [see Warnings and. racasion: G

 Inform patients that ne acetate with predrisone is associated with adres
nsuffciency: Advis paions 1 reportsymptoms ofadrenocorical ||suﬂ|(|an(y 0 their
healthcare provider [see Warnings and Precautons (5.2)1.

Hepatotoxicity

acetate is b ty. Inf that
he ier funciion will be mastored usig bload ess. Advis patots t immediaely feport
symptoms of hepatotoxicity to their healthcare provider see Warnings and Precautions (5.3)]-

Hpoglscenta
that severe been reported ctate
adnumslered 1o patients with pre-existing diabetes who were receiving |mmcanons conlning
5. Advise patiens with
liabetes t ntor ghucose evels durin and afer weaimert with abirairon aceae (see Warnings
and Precautions (5.6) and Drug Ineractions (7.2)l.

Use in Combination with Radium Ra 223 Dichloride

patiens ih R d rate of
fracture when used i bi acetate plus Inform
patiens i spe healthcare p y are
g for p [see Warnings and.
‘Dosing and Administration
. acetate tablets are with

daily according 1 their healthcare provider's instructions) and o not interrupt or top either of
these ecicatons without comuling s besltcare provider

. receiving GrRH therapy i the course of
weatment with abiraterone aceate.

Insruct patiens 0 take abiraterone acetate @blets on an empiy stomach, at least one hour before or at

least o hours after a meal. Abiraterone acetate ablets hen with food causes increased exposure

and may resultinadverse reactions. Istruct patients to swallow ablets whole with water and not

© crush or chew the wblets see Dosage and Adminisiation (2.3)].

* Iformpatens a i ey mss s dose of airaterone acete ablets orprediisone they shoukd
ke thir normal dose the folowing day. 1 more than one daly dose is sKpped, orm paens o
act provider v Adminsraton (.3

Embryo-Fet Toxicly.
7 hat abi acetate may fews and can cause loss of

pregrarcy.
. Adwse nnles ‘with female partners of reproductive potential to use effective contraception during
itand for 3 weeks after the final dose of abiraterone acetate tablets [see Use in Specific
Populaions (0.1
o Advise femsles who are pregrant or women wha may be pregrant pot o handle biraterone acetae
250 mg uncoted bl r e abiterone bt i brolen crshed,or danaged wious
loves [see Use in Specfic Populatons (.1) and How Handling

foy

Infertili
 Advise male patients that abiraterone acetate may impair fertilty [see Use in Specific Populations
#3).

APOTEX INC.
Abiraterone Acetate Tablets, USP
250 mg

Manutacuredby: Mamufactured for
Apotex . otex Corp.
Torowo, Ontario Weslor\ Forida
Canada M9L 1T9

Revised: Decermber 2020

Rev: 10

PATIENT INFORMATION
Abiraterone Acetate Tablets, USP
[a” bira’ ter one as" e tate]

‘What are Abiraterone Acetate Tablets?

Abiraterone aceate wblets ar thatis used alor
Scette ablet e used i treat en with prosat cancer that s spread 0 oy patsof the budy

Abiraterone acetate @blets are not for use in women.
Itis not known f abiraterone acetate tblets are safe and effective in females or children.
Before you take Abiraterone Acetate Tablets, tell your healthcare provider about all of your
‘medical conditions, including i
have heart problems
have liver problems
have diabetes
have a history of adreral prablems
have a history of pituitary problems
are receiving any other treatment for prostate cancer
arepregrancor planto beu)lm pregnan. Abirarone aceate mmu, can cause harmo your unborn
baby andloss of pregna ‘emales who are o
el et scene A ot oo oo Ao e e 1 rchen,
crushed, or damaged without proection, such as gloves.
have a partner who is pregrant or may become pregrant.
Males who have female partvers who are able o become pregnant should use effective birth control
(contraception) during treatment with abiraterone acetate tablets and for 3 weeks after the last dose
of abiraterone acetate tablets
are breastfeeding or planto breastfeed. Itis not known if abiraterone acetate passes inio your breast
milk

Tell your healthcare provider about all the medicines you take or treatments you
ncluling prescription and over-the.couner medicings, <iamire, and nerbal Supplement. Abirserone
acetate can interact with many other medicines.
‘You should not sart or stop any medicine before you talk with the healthcare provider that prescribed
abiraterone acetate tblets.
Know the medicines you take. Keep a list of them with you to show to your healthcare provider and
pharmacist when you geta new medicire.
How should I take Abiraterone Acetate Tablets?
 Take abiraterone acetate tblets and prednisone exacily as your healthcare provider tells you.
 Take your prescribed dose of abiraterone acetate tblets 1 time a day
Yo ealicreprovider may changs your dos f resded

change or stop taking your prescribed dose of abiraterone acette bles or prednisone
it i wih o hsiocre rovdes {15
* Take shirterone acete ablets onan empy stomach,aleastone ho before o at et 10 hours

meal. Do not take abiraterone acetate tablets with food. Taking abiraterone acetate twblets

o may cause more of the medicine to be absorbed by the body than is needed and this may
cause side effects
Swallow abiraterone acetate tablets whole. Do ot crush or chew tablets
“Take abiraterone acefate tblets with water,
If yor terone acetate blets o prec take your prescribed dose the
following day. If you miss more than 1 dose, ell your e provider right away.
= Your healthcare provider will do blood tests to check for side effects

‘Whatare the possible side effects of Abiraterone Acetate Tablets?
Abiraterone Acetate Tablts may cause serious ide effcts incluing:

i i ium levels fuid
etention (dema), i ith abi

" Thia an be Hie hresenin T dectéase the charce of (his appering, you must

ke prednisone with abirateroneacee et exacly 5 yourheslhare provldn tells you. Your
healthcare provider will check your blood pressure, do blood tests to check your potassium levels,
nd check for anysgts and yrplors of 1 retemion every momh during eatmont with
abiraterone ace!
Tl your nestheare pmvldm if you getany of the following sympioms:

o dizzivess « confusion
«» fastor irregular heartbeats + muscle weakness
«feel faintor lightheaded  + pain in your legs
« headache « swelling in your legs or feet

may happ d fection, or are under siress.
inlive Your healthcare

Drovldn Wil o blood (o5t 0 check your Iiver before rcaumentwith sbiraterond aceae Gblets and

dortg resmet with sbiraterone acete abes, Live fallure ey occur, whichcanead o desth

Tell your healthcare provider if you notice any of the following changes:

© yellowing of the skinor eyes.

© darkening of the urine

© severe nausea or vomiting

Increased risk of bone fracture and death when abiraterone acetate tablets and predrisone or
drisol d atype o ell your
healthcare provider about any other treatmenss you are taking for prosate cancer.
* Severslow blood sua (ypoglycema). Sever o Hood sugr it shsrocs st can
10 have diabetes and edicnes. You andlr
healthcare pr levels weamnwit
iraerone acetate and afer you sop reaumen. Your healihare provide sy also eed o change
the dose of your antdiabeic medicines. Signs and symplors of low blood sugar may include:

‘The most common side effects of abiraterone aceate include:

« feeling very tired * vomiting

N  infected nose, sinuses, or troat
ot pa (cold)

~highblood pressure  + cough

- mausea  headache

weling inyour legs o et 9% Fed load cels (aneria)

+low blood potassium  » high blood cholesterol and
levels wiglycerides

« hot flushes « high blood sugar levels

« diarrhea .

certain other abrormal blood tests
Abiraterone acetate tablets may cause fertilty problems in males, which o affect he ability © father
children. Talk to your healthcare provider if you have concerns abou fertili

These are notall the possible side effects of abiraterane acetate.

Call your healdhcare provider for medical advice about side effects. You may report side effects 0
FDA at 1-800-FDA-1088.

How should I store Abiraterone Acetate Tablets?
= Store abiraterone acetate tablets at room temperature between 68°F 1o 77°F (20°C 0 25°C).
Keep Abiraterone Acetate Tablets and all medicines out of the reach of children.
General information about Abiraterone Acetate Tablets.

Medicines are somedmes prescribed for purposes other than those listed ina Patient Information leaflet,
Do mt use abiraterone aceate blets for a condition for which it was not prescribed. Do not giv
abiraterone acetate tablets o other people, evenif they have the same symptoms that you have. Tt may.
harmihem.

healthcare p acetate tablets that
is written for health professionals.



For more information contact Apotex Corp. at 1-800-706-5575.
‘What are the ingredients of Abiraterone Acetate Tablets?
Active ingredient; abiraterone acetate

stcarate, and sodium lauryl sulfate.
“This Patient Information has been approved by the U.S. Food and Drug Administration.
APOTEX INC.
Abiraterone Acetate Tablets, USP
250 mg
Manufactured by: Manufactured for:
3 Apotex Corp.
Torowo, Ontario ~ Weston, Florida
Canada M9L 1T9 USA 33326
Reviseq
Rev: 10

: December 2020

PACKAGE LABEL PRINCIPAL DISPLAY PANEL SECTION
Represenaiive sample of abeling (see HOW SUPPLIED section for complete lsting):
PRINCIPAL DISPLAY PANEL - 250 mg BOTTLE LABEL

APOTEX CORP,

NDC No. 60505-4327-1

Abiraterone Acette Tablets

250 me.

Rx Only 120 Tablets

Hem Code (Source)  ADC005-4327

WHITE bt affvhie)
VAL Bicomen)

1 NDCB0505-4327-1 120 I 1BOTTLE Type 0 Nota Combiaton Podvct 11232018
2 NDCG0505-43273 360 n 1 BOTTLE: Type 0: Nt Combnatan Poduct 1232018

Revised: 122020 Apotex Corp.
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