PRODUCT MONOGRAPH

"APO-ANASTROZOLE
(anastrozole)

1 mg tablet

Non-Steroidal Aromatase Inhibitor

APOTEX INC. DATE OF REVISION:
150 Signet Drive June 19, 2014
Toronto, Ontario

MOIL 1T9

Submission Control Number: 174610

Page 1 of 58



Table of Contents

TABLE OF CONTENTS .o seeseesssssssssssssssssssssssssssseeesesssssssssnnnnsenes 2
PART I: HEALTH PROFESSIONAL INFORMATION.......coommiirimreeeeeeevevvovceoeeesnsesssssssses 3
SUMMARY PRODUCT INFORMATION ......ooiiirereeeeevvooooeeoonssssssssssseseeeeeessssssssneeesenne 3
INDICATIONS AND CLINICAL USE w..cocoeevvvvevvvvooscoeossssssssssssssssseesssssssssssssssssssssssssssss 3
CONTRAINDICATIONS .....oceeovvvvvvvvveeeeeeesosessssssss e eeeeessssssssssesssssssssssssss s sesssssssssssnensenne 3
WARNINGS AND PRECAUTIONS .....ooooirrreeessvvsssosessssssssssssssssssssessssssssssssssssssssssssss 4
ADVERSE REACTIONS..........oooiiiiiissssssssseseeeeeesssssssssssssssssssssssssssseeesesssssssssssssssssssssssoe 7
DRUG INTERACTIONS ....ooovomieeieeeceeesssssssossossssssssssssssssssssesssssssssssssssssssssssssssssssssesssssnes 16
DOSAGE AND ADMINISTRATION .....ovvvvvvooeeeeereesassssssseeeeeeeesssssssssseessssssssssssssseeeeeesesee 18
OVERDOSAGE .........iimeisisiiseseeesessssssssoiossssssssssssssssssessssssssssssossssssssss s ssesssssssssssnsnsnnes 19
ACTION AND CLINICAL PHARMACOLOGY ........coooiiiiiissmsssssssseeeeeesesssssosesssssssssssssnn 19
STORAGE AND STABILITY w.coovvvvvvvvvoversosissssssssssseeeeesssssssssssssssssssssssssssssssssesssssssssssnsnnnnns 22
DOSAGE FORMS, COMPOSITION AND PACKAGING .........ooovveeeeeissssssssssseeeeeeeenee 22
PART I1: SCIENTIFIC INFORMATION ......ooovvvvvvvvvvvoeeerossssssssssssseeseeessssssssssssssssssssssssss 23
PHARMACEUTICAL INFORMATION.........cieiiiissmesssssnsseeeeessssssssssesessssssssssssssssseeeeesssene 23
CLINICAL TRIALS ..o seesesssssssssssssssssssss s ssessssssssssonsnsnnns 25
DETAILED PHARMAGCOLOGY .....oovvovvvvvvvvvoorssssssssssssssssseeesssssssssssssssssssssssssssssssseesssssnes 43
TOXICOLOGY .oovooieseeeseeeeeeevesosssoeeessssssssssssssssseseessssssssossssssssssssssssssssseesessssssssssensnneees 45
PART 111: CONSUMER INFORMATION...........ovvvvvoooererosssssssssseseesessssssssssosssssssssssssn 52

Page 2 of 58



PAPO-ANASTROZOLE
Anastrozole Tablets

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form/ All Nonmedicinal Ingredients
Administration Strength
Oral Tablet/1 mg anhydrous lactose, croscarmellose sodium,

hydroxypropyl cellulose, hydroxypropyl
methylcellulose, magnesium stearate,
microcrystalline cellulose, polyethylene
glycol and titanium dioxide

INDICATIONS AND CLINICAL USE

APO-ANASTROZOLE (anastrozole) is indicated for the adjuvant treatment of postmenopausal
women with hormone receptor positive early breast cancer.

Approval is based on superior disease-free survival for anastrozole in comparison to tamoxifen.
However, overall survival was not significantly different between the two treatments (see PART
I, CLINICAL TRIALS).

APO-ANASTROZOLE (anastrozole) is indicated for hormonal treatment of advanced breast
cancer in postmenopausal women.

Geriatrics:
No changes in dose are necessary for elderly patients.

Pediatrics:
APO-ANASTROZOLE is not recommended for use in pediatric patients as safety and efficacy
have not been established in this group of patients.

CONTRAINDICATIONS

e Patients who are hypersensitive to APO-ANASTROZOLE (anastrozole) or to any
ingredient in the formulation. For a complete listing, see the Dosage Forms, Composition
and Packaging section of the Product Monograph.
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e Pregnant or lactating women.

WARNINGS AND PRECAUTIONS

Serious Warnings and Precautions

¢ Not recommended for use in pre-menopausal women as safety and efficacy have not been
established in these patients (see ACTION AND CLINICAL PHARMACOLOGY
section).

¢ Not recommended for use in pediatric patients as safety and efficacy have not been
established in these patients (see Special Populations, Pediatrics section below).

e Potential risk/benefit should be carefully assessed in patients with severe hepatic and
severe renal impairment (see Hepatic/Biliary and Renal sections below).

o Potential risk/benefit should be carefully assessed in patients with osteoporosis or risk
factors for osteoporosis (see Musculoskeletal section below).

e Should be administered under the supervision of a qualified physician experienced in the
use of anti-cancer agents (see DOSAGE AND ADMINISTRATION section).

Body as a Whole

Anastrozole is unlikely to impair the ability of patients to drive and operate machinery. However,
asthenia and somnolence have been reported with the use of anastrozole and caution should be
observed when driving or operating machinery while such symptoms persist.

Cardiovascular

In the ATAC trial, ischemic cardiovascular events were reported more frequently in patients
treated with anastrozole compared to those treated with tamoxifen, although the difference
was not statistically significant. A retrospective evaluation has shown that this numerical
difference was associated with a sub-group of patients with pre-existing ischemic heart
disease. A statistical analysis could not be performed on this subgroup evaluation. Serious
adverse events continued to be collected during the off-treatment follow-up and the incidence
of cardiovascular events reported was similar in the anastrozole and tamoxifen arms (3.9%
vs. 3.7%, respectively).

Hepatic/Biliary

Anastrozole pharmacokinetics have been investigated in subjects with stable hepatic cirrhosis
related to alcohol abuse. The apparent oral clearance of anastrozole was approximately 30%
lower in subjects with hepatic cirrhosis than in control subjects with normal liver function.
However, plasma anastrozole concentrations in the subjects with hepatic cirrhosis are within

the range of concentrations seen in normal subjects across all clinical trials. Dosage adjustment
in patients with mild-to-moderate hepatic dysfunction is not necessary. Anastrozole has not been
investigated in patients with severe hepatic impairment. The potential risk/benefit to such
patients should be carefully considered before administration of anastrozole.

Musculoskeletal
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Arthralgia/Arthritis: The use of Aromatase Inhibitors, including anastrozole, may cause
arthralgia/arthritis, which may impact on treatment compliance and quality of life.

In the ATAC study, 35.6% of patients on the anastrozole arm reported joint pain/stiffness
(includes arthralgia, arthrosis, arthritis and joint disorder) versus 29.4% of patients on the
tamoxifen arm. Arthritis alone was reported in 16.6% of patients on the anastrozole arm versus
14.4% of patients on the tamoxifen arm.

Bone Mineral Density: The use of estrogen lowering agents, including anastrozole, may cause a
reduction in bone mineral density with a possible consequent increased risk of fracture. Data
available from a phase I11/1V study [SABRE (Study of Anastrozole with the Bisphosphonate
RisedronatE)] showed that in postmenopausal women with hormone receptor positive early
breast cancer with existing moderate (T-score < —1.0 in either lumbar spine or total hip, provided
neither of these was less than —2.0, and with no personal history of a fragility fracture) or high
risk (T-score < -2.0 in either the lumbar spine, or hip, or a personal history of fragility fracture)
of fragility fracture, bone mineral density (BMD) loss could be inhibited by using anastrozole
together with a bisphosphonate (risedronate). All patients in the study received vitamin D and
calcium supplementation. Patients at existing low risk (T-score in both the lumbar spine, and
total hip, of -1.0 or higher, and no personal history of fragility fracture) of fragility fracture in the
study were treated with anastrozole only and did not have a loss of lumbar spine BMD following
12 months of treatment although statistically significant changes were seen following 24 months
of treatment (estimated percentage change —2.07%; 95% Confidence Interval (Cl): -3.60, -0.53;
p=0.0109). No change in total hip BMD was seen at 12 and 24 months in the low-risk group (see
Clinical Trials, Adjuvant treatment of breast cancer in postmenopausal women — assessment of
bone). Women should have their osteoporosis risk assessed and managed according to local
clinical practice and guidelines.

Myalgia: Myalgia has been associated with both anti-estrogens and estrogen-lowering agents. In
the adjuvant setting, muscle pain was reported in the ATAC study at a higher incidence for
Anastrozole (5.8%) compared to tamoxifen (5.2%).

Other
Anastrozole has not been investigated in patients with any degree of brain or leptomeningeal
involvement or with pulmonary lymphangitic disseminated disease.

Renal

Anastrozole pharmacokinetics have been investigated in subjects with renal insufficiency.
Anastrozole renal clearance decreased proportionately with creatinine clearance and was
approximately 50% lower in subjects with severe renal impairment (creatinine clearance less
than 30 mL/min/1.73m? or 0.5 mL/sec/1.73m?) compared to controls. Because renal clearance is
not a significant pathway of elimination, the apparent oral clearance of anastrozole is unchanged
even in severe renal impairment. Dosage adjustment in patients with renal dysfunction is not
necessary.
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Anastrozole has not been investigated in patients with breast cancer and severe renal impairment.
The potential risk/benefit to patients with severe renal impairment should be carefully considered
prior to the administration of anastrozole.

Special Populations

Pregnant Women: Anastrozole is contraindicated in pregnant women.

The extent of exposure in pregnancy to anastrozole during clinical trials and postmarketing is
very limited to individual cases only. If a patient becomes pregnant while receiving this drug, the
patient should be apprised of the potential hazard to the fetus or potential risk for loss of the
pregnancy.

Anastrozole has been found to cross the placenta following oral administration of 0.1 mg/kg in
rats and rabbits. Studies in both rats and rabbits at doses equal to or greater than 0.1 and 0.02
mg/kg/day, respectively (about 1 and 1/3, respectively, the recommended human dose on a
mg/m? basis), administered during the period of organogenesis showed that anastrozole increased
pregnancy loss (increased pre- and/or post-implantation loss, increased resorption and decreased
numbers of live fetuses). Effects were dose related in rats. Placental weights were significantly
increased in rats at doses of 0.1 mg/kg/day or more.

Evidence of fetotoxicity, including delayed fetal development (i.e. incomplete ossification and
depressed fetal body weights), was observed in rats administered doses of 1 mg/kg/day (about

8 times the recommended human dose on a mg/m? basis). There was no evidence of
teratogenicity in rats administered doses up to 1 mg/kg/day. In rabbits, anastrozole caused
pregnancy failure at doses equal to or greater than 1 mg/kg/day (about 16 times the
recommended human dose on a mg/m? basis). There was no evidence of teratogenicit%/ in rabbits
administered 0.2 mg/kg/day (about 3 times the recommended human dose on a mg/m< basis).

Nursing Women: Anastrozole is contraindicated in lactating women.

Pediatrics: Anastrozole is not recommended for use in pediatric patients as safety and efficacy
have not been established.

Geriatrics: Anastrozole pharmacokinetics have been investigated in postmenopausal female
volunteers and patients with breast cancer. The pharmacokinetics were similar in volunteers and
in patients, and no age related effects were seen

Monitoring and Laboratory Tests
Anastrozole has not been observed to interfere with routine clinical laboratory test results.

During the ATAC trial, more patients receiving anastrozole were reported to have elevated
serum cholesterol compared to patients receiving tamoxifen (9.0% versus 3.5%, respectively).
Lipid profile was assessed as part of the SABRE trial. In this study, treatment for 12 months with
anastrozole alone had a neutral effect on lipid profile.
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ADVERSE REACTIONS

Adverse Drug Reaction Overview
Anastrozole has generally been well tolerated. Adverse events have usually been mild to
moderate with few withdrawals from treatment due to undesirable events.

The pharmacological action of anastrozole may give rise to certain expected effects.
Arthritis/arthralgia, joint pain/stiffness and hot flushes were reported very commonly (>10%).
Common adverse reactions (>1% - < 10%) are: asthenia, bone pain, myalgia, carpal tunnel
syndrome, sensory disturbances (including paraesthesia, taste loss and taste perversion), and
vaginal dryness, hair thinning (alopecia), rash, nausea, diarrhea, headache and increases in
alkaline phosphatase, alanine aminotransferase and aspartate aminotransferase. Uncommonly
reported adverse reactions (>0.01% - 1%) are: vaginal bleeding, trigger finger, anorexia,
hypercholesterolaemia, hypercalcaemia, vomiting, and somnolence, hepatitis and increases in
gamma-GT and bilirubin. Rare cases (>0.1% - 0.1%) of cutaneous vasculitis have been
observed. Very rare cases (<0.01%) of erythema multiforme, Stevens-Johnson syndrome and
allergic reactions including angioedema, urticaria and anaphylaxis have also been reported.
These reported frequencies are generated from a number of anastrozole studies as well as post-
marketing reports.

In the ATAC trial, ischemic cardiovascular events were reported more frequently in patients
treated with anastrozole compared to those treated with tamoxifen, although the difference was
not statistically significant. A retrospective evaluation has shown that this numerical difference
was associated with a sub-group of patients with pre-existing ischemic heart disease. A statistical
analysis could not be performed on this subgroup evaluation. Serious adverse events continued to
be collected during the off-treatment follow-up and the incidence of cardiovascular events
reported was similar in the anastrozole and tamoxifen arms (3.9% vs. 3.7%, respectively).

Events of carpal tunnel syndrome have been reported in patients receiving anastrozole treatment
in clinical trials in greater numbers than those receiving treatment with tamoxifen.

The majority of these events occurred in patients with identifiable risk factors for the
development of the condition. In the ATAC adjuvant trial, 83 events of carpal tunnel syndrome
occurred in 78 patients in the anastrozole monotherapy arm, and 22 events occurred in 22
patients in the tamoxifen arm.

Vaginal bleeding has been reported infrequently, mainly in patients during the first few weeks

after changing from existing hormonal therapy to treatment with anastrozole. If bleeding persists,
further evaluation should be considered.

Clinical Trial Adverse Drug Reactions

Adjuvant Treatment of Early Breast Cancer in Postmenopausal Women:

Anastrozole was generally well tolerated in the ATAC trial. At the time of the 5-year treatment
completion analysis, the median duration of adjuvant treatment was 59.8 months and 59.6
months for patients receiving anastrozole 1 mg and tamoxifen 20 mg, respectively. The
combination of anastrozole and tamoxifen did not demonstrate any safety benefits in comparison
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to tamoxifen alone after the results from the first analysis (median duration of treatment was
approximately 33 months).

Anastrozole was associated with statistically significant fewer discontinuations from treatment as
a result of an adverse event compared to tamoxifen (11.1% vs. 14.3%) and fewer adverse drug
reactions leading to discontinuation (6.5% vs. 8.9%). The incidence of on treatment serious
adverse events is significantly lower in patients receiving anastrozole 1 mg relative to tamoxifen
20 mg (33.3% versus 36.0%).

Adverse events occurring with an incidence of at least 5% in either treatment group during
treatment or within 14 days of the end of treatment are presented below in Table 1.

Table 1 Adverse events occurring with an incidence of at least 5% in any treatment group
during or within 14 days of the end of treatment from the ATAC trial

Number (%) of patients ?
Body system and adverse
event by COSTART-
preferred term

33-month analysis
(data cut-off 29 June 2001)

5-year treatment completion analysis
(data cut-off 31 March 2004)

Anastrozole Tamoxifen Anastrozole Tamoxifen
1 mg 20 mg 1mg 20 mg
(N =3092) (N =3094) (N =3092) (N =3094)
Body as a whole
Asthenia 483 (15.6) 466 (15.1) 575 (18.6) 544 (17.6)
Pain 432 (14.0) 413 (13.3) 533 (17.2) 485 (15.7)
Back Pain 238 (7.7) 234 (7.6) 321 (10.4) 309 (10.0)
Headache 253 (8.2) 197 (6.4) 314 (10.2) 249 (8.0)
Accidental injury 195(6.3) 189(6.1) 311(10.1) 303(9.8)
Infection 197(6.4) 205(6.6) 285(9.2) 276(8.9)
Abdominal Pain 202(6.5) 211(6.8) 271(8.8) 276(8.9)
Chest pain 145(4.7) 115(3.7) 200(6.5) 150(4.80
Flu syndrome 146(4.7) 164(5.3) 175(5.7) 195(6.3)
Neoplasm 101(3.3) 99(3.2) 162(5.2) 144(4.7)
Cyst 96(3.1) 110(3.6) 138(4.5) 162(5.2)
Cardiovascular
Vasodilation 1060 (34.3) 1229 (39.7) 1104 (35.7) 1264 (40.9)
Hypertension 255 (8.2) 218 (7.0) 402 (13.0) 349 (11.3)
Digestive
Nausea 287 (9.3) 281 (9.1) 343 (11.1) 335 (10.8)
Diarrhea 206 (6.7) 168 (5.4) 265 (8.6) 216 (7.0)
Constipation 183 (5.9) 203 (6.6) 249 (8.1) 252 (8.1)
Gastrointestinal disorder 126 (4.1) 104 (3.4) 210 (6.8) 158 (5.1)
Dyspepsia 150 (4.9) 124 (4.0) 206 (6.7) 169 (5.5)
Haemic and lymphatic
Lymphoedema 247 (8.0) 277 (9.0) 304 (9.8) 341 (11.0)
Anemia 73 (2.4) 102 (3.3) 113 (3.7) 159 (5.1)
Metabolic and nutritional
Peripheral edema 236 (7.6) 246 (8.0) 311 (10.2) 343 (11.1)
Weight gain 234 (7.6) 236 (7.6) 285 (9.2) 274 (8.9)
Hypercholesterolemia 186 (6.0) 68 (2.2) 278 (9.0) 108 (3.5)
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Number (%) of patients 2
Body system and adverse

event by COSTART- 33-month analysis 5-year treatment completion analysis
preferred term (data cut-off 29 June 2001) (data cut-off 31 March 2004)
Anastrozole Tamoxifen Anastrozole Tamoxifen
1mg 20 mg 1mg 20 mg
(N =3092) (N =3094) (N =3092) (N =3094)
Musculoskeletal disorders
Arthritis 380 (12.3) 296 (9.6) 512 (16.6) 445 (14.4)
Arthralgia 386 (12.5) 252 (8.1) 467 (15.1) 344 (11.1)
Osteoporosis 192 (6.2) 134 (4.3) 325 (10.5) 226 (7.3)
Fracture 183 (5.9) 115 (3.7) 315 (10.2) 209 (6.8)
Avrthrosis 161 (5.2) 112 (3.6) 207 (6.7) 156 (5.0)
Bone pain 158 (5.1) 139 (4.5) 201 (6.5) 185 (6.0)
Joint disorder 102 (3.3) 95 (3.1) 184 (6.0) 160 (5.2)
Myalgia 114 (3.7) 103 (3.3) 179 (5.8) 160 (5.2)
Nervous system
Depression 323 (10.4) 315 (10.2) 413 (13.4) 382 (12.3)
Insomnia 253 (8.2) 226 (7.3) 309 (10.0) 281 (9.1)
Dizziness 180 (5.8) 191 (6.2) 236 (7.6) 234 (7.6)
Paraesthesia 181 (5.9) 106 (3.4) 215 (7.0) 145 (4.7)
Anxiety 147 (4.8) 147 (4.8) 195 (6.3) 180 (5.8)
Respiratory
Pharyngitis 335 (10.8) 327 (10.6) 443 (14.3) 422 (13.6)
Cough increased 194 (6.3) 216 (7.0) 261 (8.4) 287 (9.3)
Dyspnea 173 (5.6) 164 (5.3) 234 (7.6) 237 (1.7)
Sinusitis 137 (4.4) 118 (3.8) 184 (6.0) 159 (5.1)
Bronchitis 126 (4.1) 107 (3.5) 167 (5.4) 153 (4.9)
Skin and appendages
Rash 281 (9.1) 314 (10.2) 333 (10.8) 387 (12.5)
Sweating 112 (3.6) 158 (5.1) 145 (4.7) 177 (5.7)
Special senses
Cataract specified 107 (3.5) 116 (3.7) 182 (5.9) 213 (6.9)
Urogenital
Breast pain 176 (5.7) 121 (3.9) 251 (8.1) 169 (5.5)
Urinary tract infection 169 (5.5) 224 (7.2) 244 (7.9) 313 (10.1)
Vulvovaginitis 169 (5.5) 119 (3.8) 194 (6.3) 150 (4.8)
Breast neoplasm 94 (3.0) 89 (2.9) 164 (5.3) 139 (4.5)
Vaginitis 79 (2.6) 122 (3.9) 125 (4.0) 158 (5.1)
Vaginal hemorrhage ° 100 (3.2) 151 (4.9) 122 (3.9) 180 (5.8)
Leucorrhea 68 (2.2) 264 (8.5) 86 (2.8) 286 (9.2)

 Patients with multiple events in the same category are counted only once in that category.

Patients with events in more than 1 category are counted once in each of those categories.
® Vaginal hemorrhage without further diagnosis.

COSTART  Coding Symbols for Thesaurus of Adverse Reaction Terms.

N Number of patients treated.

Certain adverse events (irrespective of drug causality) and combinations of adverse events were
prospectively specified for analysis, based on the known pharmacological properties and side
effect profiles of anastrozole and tamoxifen. Tamoxifen was statistically superior to anastrozole
for the adverse events of joint disorders and fractures (including fractures of spine, hip and wrist)
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while anastrozole was statistically superior to tamoxifen for the adverse events of hot flushes,
vaginal bleeding, vaginal discharge, endometrial cancer, venous thromboembolic events
(including deep thromboembolic events) and ischemic cerebrovascular events.

A fracture rate of 22 per 1000 patient years was observed on anastrozole and 15 per 1000 patient
years with the tamoxifen group with a median follow-up of 68 months. The rate of hip fractures
was similar for anastrozole and tamoxifen in the ATAC trial. After a median follow-up of 100
months, fractures were reported more frequently in patients treated with anastrozole in
comparison to tamoxifen, both during and off-treatment (13.7% vs 10.1%; see Table 2), but the
rate of fracture remained stable between the two groups. During the posttreatment follow-up
period, the annual fracture rates were similar in the anastrozole and tamoxifen arms and the
increased fracture episode rate seen during treatment was not observed following treatment
completion as shown in Figure 1.

Table 2 Incidence of fractures (during or off-trial treatment)

Category Number (%) of patients
2007 update analysis (data cut-off 31 March 2007)
Anastrozole 1 mg (N = 3092) Tamoxifen 20 mg (N = 3094)
Non-serious or serious
All Fractures 425 (13.7) 313 (10.1)
Wrist/Colles 95 (3.1) 84 (2.7)
Spine 61 (2.0) 38 (1.20)
Hip 49 (1.6) 42 (1.4)
Serious
All fractures 212 (6.9) 170 (5.5)
Wrist/Colles 49 (1.6) 45 (1.5)
Spine 23 (0.7) 18 (0.6)
Hip 46 (1.5) 40 (1.3)

& Patients with multiple events in the same category are counted only once in that category.

Patients with events in more than 1 category are counted once in each of those categories.

Note: Off-trial treatment AEs were SAEs and any fracture event reported as being serious or
non-serious that occurred more than 14 days after stopping study treatment (but within 10
years of starting study treatment). AEs starting after the patients first recurrence visit were
not reported.

Note: Off-trial treatment AEs included all off-treatment reports regardless of whether a patient
had had a similar report on treatment.

N Number of patients treated.

Figure 1 Annual first event rates of all fractures on or off study therapy
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In the ATAC trial, ischemic cardiovascular events were reported more frequently in patients
treated with anastrozole compared to those treated with tamoxifen, although the difference was
not statistically significant (see Table 3). A retrospective evaluation has shown that this
numerical difference was associated with a sub-group of patients with pre-existing ischemic
heart disease. A statistical analysis could not be performed on this subgroup evaluation. From the
33 month analysis to the 68 month analysis, the incidence of cardiovascular events also remains
stable over time between the two treatment groups. The incidence of myocardial infarctions
increased by 0.1% in the anastrozole treatment group and 0.2% in the tamoxifen treatment group;
the incidence of cerebrovascular accidents increased by 0.3% in each treatment group. During
the off-treatment follow-up, when serious adverse events continued to be collected, the incidence
of myocardial infarctions and cerebrovascular accidents was similar in both treatment groups.

Table 3 provides a summary of the pre-specified adverse events that occurred in either treatment
group during treatment and after cessation of trial therapy.
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Table 3 Incidence of pre-specified adverse events occurring in either treatment group
during treatment and after cessation of trial therapy from the ATAC trial*

Adverse Event Number (%) of patients?®
5 year treatment completion analysis (data cut-off 31 March 2004)
Anastrozole 1 mg | Tamoxifen 20 mg | Odds
(N = 3092) (N = 3094) ratio ® p-value
Hot flushes 1104 (35.7) 1264  (40.9) 0.80 <0.0001
Mood disturbances 600 (19.4) 557 (18.0) 1.10 0.2
Fatigue/asthenia 577  (18.7) 544 (17.6) 1.08 0.3
Nausea and vomiting 396  (12.8) 385 (12.4) 1.03 0.7
Vaginal discharge 111 (3.6) 407 (13.2) 0.25 <0.0001
Vaginal bleeding 171 (5.5) 323 (10.4) 0.50 <0.0001
Joint pain/stiffness 1111 (35.9) 922 (29.8) 1.32 <0.0001
Fractures 340  (11.0) 238 (7.7) 1.48 <0.0001
Fractures of the spine, hip, or 148 (4.8) 112 (3.6) 1.34 0.02
wrist/Colles
Hip ¢ 37 1.2) 31 (1.0 NC NC
Spine© 45 (1.5) 27 0.9 NC NC
Wrist/Colles ° 72 (2.3 63 (2.0) NC NC
Cataracts 191  (6.2) 219 (7.1) 0.86 0.2
Ischemic cardiovascular disease 137 (4.4) 119 (3.8) 1.16 0.2
Angina Pectoris ° 75 (2.4) 56 (1.8) NC NC
Myocardial infarct © 42 (1.4) 40 (1.3) NC NC
Coronary artery disorder ° 26 0.7 27 (0.9) NC NC
Myocardial ischemia ° 24 (0.8) 16 (0.5 NC NC
Venous thromboembolic events 95 3.1) 151 (4.9 0.62 0.0003
Deep venous thromboembolic events | 57 (1.8) 83 2.7) 0.68 0.03
Ischemic cerebrovascular events 67 (2.2) 94 (3.0) 0.71 0.03
Endometrial cancer ¢ 5 (0.2) 17 (0.8) 0.29 0.02
* All adverse events occurring during treatment or within 14 days of the end of treatment;

all serious adverse events and all non-serious fractures occurring after 14 days from the
end of treatment and prior to the confirmation of recurrence of breast cancer.

Patients with multiple events in the same category are counted only once in that category.
Patients with events in more than 1 category are counted once in each of those categories.
Odds ratios of <1.00 indicate that treatment with anastrozole 1 mg is associated with a
lower incidence of a specific event than tamoxifen 20 mg.

Individual COSTART—preferred terms for a particular category of event — the broader
category was the ‘pre-specified adverse event’.

Percentages calculated based upon the numbers of patients with an intact uterus at
baseline (N=2229 for anastrozole and N=2236 for tamoxifen).

N Number of patients treated.

NC  Not calculated.

Patients with Advanced Breast Cancer:
Two controlled clinical trials involving postmenopausal women with advanced breast cancer,
compared treatment with tamoxifen (20 mg daily) versus treatment with anastrozole (1 mg
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daily). Table 4 presents adverse events reported in these trials with an incidence of greater than
5% in either treatment group, regardless of causality.

Table 4 Number (%) of patients with adverse events from Trials 0027 and 0030*

Adverse Event by Body System

Anastrozole 1 mg

Tamoxifen 20 mg

(n = 506) (n=511)
Body as a Whole
Asthenia 83 (16.4) 81 (15.9)
Pain 70 (13.8) 73 (14.3)
Back Pain 60 (11.9) 68 (13.3)
Headache 47 (9.3) 40 (7.8)
Chest Pain 37 (7.3) 37 (7.2)
Flu Syndrome 35 (6.9) 30 (5.9)
Pelvic Pain 23 (4.5) 30 (5.9)
Cardiovascular
Vasodilation 128 (25.3) 106 (20.7)
Hypertension 25 (4.9) 36 (7.0)
Digestive
Nausea 94 (18.6) 106 (20.7)
Constipation 47 (9.3) 66 (12.9)
Abdominal Pain 40 (7.9) 38 (7.4)
Diarrhea 40 (7.9) 33 (6.5)
Vomiting 38 (7.5) 36 (7.0)
Anorexia 26 (5.1) 46 (9.0)
Metabolic and Nutritional
Peripheral Edema 51 (10.1) 41 (8.0)
Musculoskeletal Disorders
Bone Pain 54 (10.7) 52 (10.2)
Nervous System
Insomnia 30 (5.9) 28 (5.5)
Dizziness 30 (5.9) 22 (4.3)
Depression 23 (4.5) 32 (6.3)
Hypertonia 16 (3.2) 26 (5.1)
Respiratory
Cough Increased 55 (10.9) 52 (10.2)
Dyspnea 51 (10.1) 47 (9.2)
Pharyngitis 49 (9.7) 68 (13.3)
Skin and Appendages
Rash 38 (7.5) 34 (6.7)
Urogenital
Leucorrhea 9(1.8) 31(6.1)

* A patient may have more than one adverse event.

Based on results from the established safety profiles of anastrozole and tamoxifen, the incidences
of nine pre-specified adverse event categories, potentially causally related to one or both
therapies because of their pharmacology, were statistically analyzed. No statistically significant
differences were seen between treatment groups. The results are shown in Table 5.

Table 5 Number (%) of patients from Trials 0027 and 0030*

Anastrozole 1 mg Tamoxifen 20 mg

Adverse Event by Body System n = 506 (%) n =511 (%)
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Adverse Event by Body System

Anastrozole 1 mg

Tamoxifen 20 mg

n =506 (%) n =511 (%)
Body as a Whole
Tumor Flare 15 (3.0) 18 (3.5)
Cardiovascular
Hot Flushes 134 (26.5) 118 (23.1)
Thromboembolic Diseases 23 (4.5) 39 (7.6)
Digestive
Gastrointestinal Disturbances 170 (33.6) 196 (38.4)
Metabolic and Nutritional
Weight Gain 11 (2.2) 8 (1.6)
Nervous System
Depression 23 (4.5) 32 (6.3)
Lethargy 6 (1.2) 15 (2.9)
Urogenital
Vaginal Dryness 15 (3.0) 13 (2.5)
Vaginal Bleeding 5(1.0) 11 (2.2)

* Patients may appear in more than one row.

The low incidence of vaginal bleeding and vaginal discharge was consistent with the known
pharmacology of anastrozole, which would be predicted to have no estrogenic effect, and no
effect on the endometrium. Despite the lack of estrogenic activity, there was no increase in
myocardial infarction or pathological fracture when compared with tamoxifen. There was a low
incidence of thromboembolic disease.

Patients with Advanced Breast Cancer Who had Disease Progression Following Tamoxifen
Therapy

For two controlled clinical trials comparing anastrozole (1 mg and 10 mg) versus megestrol
acetate (160 mg), adverse events reported in greater than 5% of the patients in any of the
treatment groups, regardless of causality, are presented in Table 6.

Table 6 Number (n) and percentage of patients with adverse events from Trials 0004
and 0005*

Adverse Event by Body  Anastrozole 1 mg  Anastrozole 10 mg Megestrol Acetate

System (n =262) (n = 246) (160 mgq)
n (%) n (%) n =253

Body as a Whole

Asthenia 42 (16.0) 33 (13.4) 47 (18.6)

Headache 34 (13.0) 44 (17.9) 24 (9.5)

Pain 28 (10.7) 38 (15.4) 29 (11.5)

Back Pain 28 (10.7) 26 (10.6) 19 (7.5)

Pelvic Pain 14 (5.3) 17 (6.9) 13 (5.1)

Chest Pain 13 (5.0) 18 (7.3) 13 (5.1)

Cardiovascular

Hot Flushes 32 (12.2) 29 (10.6) 21 (8.3)

Digestive

Nausea 41 (15.6) 48 (19.5) 28 (11.1)
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Adverse Event by Body

Anastrozole 1 mg

Anastrozole 10 mg Megestrol Acetate

System (n =262) (n = 246) (160 mg)
n (%) n (%) n =253
Vomiting 24 (9.2) 26 (10.6) 16 (6.3)
Diarrhea 22 (8.4) 18 (7.3) 7(2.8)
Constipation 18 (6.9) 18 (7.3) 21 (8.3)
Abdominal Pain 18 (6.9) 14 (5.7) 18 (7.1)
Anorexia 18 (6.9) 19 (7.7) 11 (4.3)
Dry Mouth 15 (5.7) 11 (4.5) 13 (5.1)
Metabolic and Nutritional
Peripheral Edema 14 (5.3) 21 (8.5) 28 (11.1)
Weight Gain 4 (1.5) 9 (3.7) 30 (11.9)
Increased Appetite 0 (0) 1(0.4) 13 (5.1)
Musculoskeletal Disorders
Bone Pain 17 (6.5) 26 (11.8) 19 (7.5)
Nervous System
Dizziness 16 (6.1) 12 (4.9) 15 (5.9)
Depression 14 (5.3) 6 (2.4) 5(2.0)
Paresthesia 12 (4.6) 15 (6.1) 9 (3.6)
Respiratory
Dyspnea 24 (9.2) 27 (11.0) 53 (20.9)
Cough Increased 22 (8.4) 18 (7.3) 19 (7.5)
Pharyngitis 16 (6.1) 23(9.3) 15 (5.9)
Skin and Appendages
Rash 15 (5.7) 15 (6.1) 19 (7.5)
Sweating 4 (1.5) 3(1.2) 16 (6.3)
Urogenital
Vaginal Hemorrhage 6 (2.3) 4 (1.6) 13 (5.1)

* A patient may have more than one adverse event.

Other less frequent (2% to 5%) adverse experiences reported in patients receiving anastrozole 1
mg in the two pivotal clinical trials are listed below. These adverse experiences are listed by
body system and are in order of decreasing frequency within each body system regardless of
assessed causality.

Body as a Whole: Flu syndrome; fever; neck pain; malaise; accidental injury; infection
Cardiovascular: Hypertension; thrombophlebitis

Hepatic: Gamma GT increased; SGOT increased; SGPT increased

Hematologic: Anemia; leukopenia

Metabolic and Nutritional: Alkaline phosphatase increased; weight loss

Mean serum total cholesterol levels increased by 0.5 mmol/L among patients receiving
anastrozole. Increases in LDL cholesterol have been shown to contribute to these changes.

Musculoskeletal: Myalgia; arthralgia; pathological fracture
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Nervous: Somnolence; confusion; insomnia; anxiety; nervousness

Respiratory: Sinusitis; bronchitis; rhinitis

Skin and Appendages: Hair thinning; pruritus

Urogenital: Urinary tract infection; breast pain

The incidence of the following adverse event groups, potentially causally related to one or both
of the therapies because of their pharmacology, were statistically analyzed: weight gain, edema,
thromboembolic disease, gastrointestinal disturbance, hot flushes, and vaginal dryness.

These six groups, and the adverse events captured in the groups, were prospectively defined.

The results are shown in Table 7.

Table 7 Number (n) and percentage of patients from Trials 0004 and 0005

Adverse Event by Body Anastrozole 1 mg Anastrozole 1 mg Megestrol Acetate
System 160 mg
(n=262) (n = 246) n =253
n (%) n (%) n (%)

Cardiovascular

Hot Flushes 33 (12.6) 29 (11.8) 35 (13.8)
Thromboembolic Disease 9(3.4) 4 (1.6) 12 (4.7)
Digestive

Gastrointestinal Disturbance 77 (29.4) 81 (32.9) 54 (21.3)
Metabolic and Nutritional

Edema 19 (7.3) 28 (11.4) 35 (13.8)
Weight Gain 4 (1.5) 10 (4.1) 30 (11.9)
Urogenital

Vaginal Dryness 5(1.9) 3(1.2) 2 (0.8)

More patients treated with megestrol acetate reported weight gain as an adverse event compared
to patients treated with anastrozole 1 mg (p<0.0001). Other differences were not statistically
significant.

An examination of the magnitude of change in weight in all patients was also conducted. Thirty-
four percent (87/253) of the patients treated with megestrol acetate experienced weight gain of
5% or more and 11% (27/253) of the patients treated with megestrol acetate experienced weight
gain of 10% or more. Among patients treated with anastrozole 1 mg, 13% (33/262) experienced
weight gain of 5% or more and 3% (6/262) experienced weight gain of 10% or more. On
average, this 5 to 10% weight gain represented between 6 and 12 pounds.

No patients receiving anastrozole or megestrol acetate discontinued treatment due to drug-
related weight gain.
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Abnormal Hematologic and Clinical Chemistry Findings

Systematic collection of laboratory results (including total cholesterol) was not performed as
specific endpoints in the ATAC trial. Abnormal laboratory results in ATAC are reported as an
adverse event. During the ATAC trial, more patients receiving anastrozole were reported to have
elevated serum cholesterol levels compared to patients receiving tamoxifen (9% versus 3.5%,
respectively). In the SABRE trial, which was designed to specifically evaluate lipid levels in
patients on anastrozole, no difference was observed in levels of low density lipoprotein-
cholesterol (LDL-C), total cholesterol or triglycerides in patients taking anastrozole for 12
months compared to levels prior to commencing anastrozole treatment.

There was a statistically significant increase in high density lipoprotein-cholesterol (HDL-C)

in patients taking anastrozole for 12 months compared to levels prior to commencing anastrozole
treatment (see Clinical Trials, Adjuvant treatment of breast cancer in postmenopausal women —
assessment of lipids). On the basis of the SABRE data, no specific requirements for lipid
monitoring due to anastrozole therapy are recommended.

Post-Market Adverse Drug Reactions

A case of severe acute hepatitis has been reported. Although late onset hepatotoxicity due to
previous chemotherapy could not be ruled out, the temporal evidence suggested anastrozole
as a possible cause. Cases of toxic hepatitis have been reported in association with anastrozole
administration.

Cases of cutaneous vasculitis (including some reports of Henoch-Schonlein purpura) have been
associated with anastrozole administration and symptoms have been reported to resolve within
10-30 days of discontinuing the drug, either spontaneously or with additional treatments.

Severe hypercalcaemia with high serum parathyroid hormone (PTH) levels was reported in a
65-year old woman on anastrozole. All parathyroid glands were considered normal and the
hypercalcaemia and high PTH levels resolved within one month of anastrozole withdrawal.
Calcium and PTH values increased to high levels again within 6 weeks of resumption of
anastrozole.

Cases of paraesthesia (pain, numbness, and tingling of skin) and dysgeusia (taste loss and
perversion) have been associated with anastrozole administration.

DRUG INTERACTIONS

Overview

Anastrozole inhibits reactions catalyzed by cytochrome Pyso 1A2, 2C8/9, and 3A4 in vitro
with Ki values which are approximately 30 times higher than the mean plasma steady-state
Cmax Values observed following a 1 mg daily dose. Anastrozole has no inhibitory effect on
reactions catalyzed by cytochrome P4s0 2A6 or 2D6 in vitro. Administration of a single 30 mg
or multiple 10 mg doses of anastrozole to subjects had no effect on the clearance of antipyrine
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or urinary recovery of antipyrine metabolites. Based on these in vitro and in vivo results, it is
unlikely that the administration of anastrozole 1 mg will result in clinically significant inhibition
of cytochrome P4s0-mediated metabolism of co-administered drugs.

Antipyrine, cimetidine, tamoxifen and warfarin clinical interaction studies indicate that the
coadministration of anastrozole with other drugs is unlikely to result in clinically significant drug
interactions mediated by cytochrome Pyso.

A review of innovator’s global clinical trial safety database did not reveal evidence of clinically
significant interactions in patients treated with anastrozole who also received other commonly
prescribed drugs.

Estrogen-containing therapies should not be used with anastrozole as they may counteract the
goal of achieving estrogen suppression.

Drug-Drug Interactions

Warfarin

The pharmacokinetics and anticoagulant activity of warfarin (25 mg) co-administered with
anastrozole (1 mg daily) have been studied in healthy male volunteers. The mean plasma
concentrations of anastrozole achieved throughout the warfarin dosing and sampling period were
within the range seen in postmenopausal women with advanced breast cancer taking the
clinically recommended dose of the drug. Overall, there was no evidence to suggest that
anastrozole has any clinically relevant effects on the pharmacokinetics or anti-coagulant activity
of warfarin.

Bisphosphonates

A review of the innovator’s global clinical trial safety database showed that there are no
clinically significant interactions with bisphosphonates. Results from the SABRE trial
demonstrate that anastrozole in combination with the bisphosphonate, risedronate, was well
tolerated.

Tamoxifen

The effect of anastrozole on tamoxifen (20 mg daily) pharmacokinetics has been studied in
postmenopausal women with early breast cancer, who were already receiving tamoxifen as
adjuvant therapy. There was no evidence of anastrozole having any significant effect on blood
levels of tamoxifen compared to placebo (p=0.919).

Co-administration of anastrozole and tamoxifen did not affect tamoxifen or N-
desmethyltamoxifen plasma concentrations, however, anastrozole plasma concentrations were
reduced by 27% compared to those achieved with anastrozole alone. Combination treatment of
anastrozole with tamoxifen has shown that anastrozole does not have a significant effect on
blood levels of tamoxifen; estradiol suppression is consistent with that seen in patients treated
with anastrozole alone.
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Results from the ATAC trial (median follow-up of 33 months) suggest that tamoxifen should not
be co-administered with anastrozole. The combination did not demonstrate any efficacy or safety
benefit when compared to anastrozole or tamoxifen treatment alone, subsequently resulting in
the discontinuation of the combination arm from the ATAC trial.

Table 8 Established or potential drug-drug interactions

Anastrozole | Ref | Effect Clinical comment
Tamoxifen and metabolite N- ATAC results indicate that the
desmethyltamoxifen anastrozole-tamoxifen combination
Tamoxifen | CT | concentrations not affected. does not demonstrate any efficacy
Anastrozole concentrations are or safety benefits compared to
decreased. tamoxifen monotherapy.

Legend: C = Case Study; CT = Clinical Trial; T = Theoretical

Drug-Food Interactions
Interactions with particular food has not been established.

Drug-Herb Interactions

Interactions with herbal products have not been established. Estrogen-containing herb therapies
should not be used with anastrozole as they may counteract the goal of achieving estrogen
suppression.

Drug-Laboratory Interactions
Anastrozole has not been observed to interfere with routine clinical laboratory tests results.

DOSAGE AND ADMINISTRATION

Dosing considerations

Age: Patients should be postmenopausal.

Recommended Dose and Dosage Adjustment
Apo-Anastrozole (anastrozole) should be administered 1 mg orally, once a day.

In the adjuvant setting, it is currently recommended that treatment be given for 5 years.
Elderly: No changes in dose are necessary for elderly patients.

Hepatic Impairment: Although the apparent oral clearance of anastrozole was decreased in
subjects with cirrhosis due to alcohol abuse, plasma anastrozole concentrations remained within
the range seen across all clinical trials in subjects without liver disease. Therefore, no changes in
dose are recommended for patients with mild-to-moderate hepatic impairment, although patients
should be monitored for side effects. Anastrozole has not been studied in patients with severe
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hepatic impairment. The potential risk/benefit to such patients should be carefully considered
before administration of Anastrozole.

Renal Impairment: No changes in dose are necessary for patients with renal impairment. The
potential risk/benefit to patients with severe renal impairment should still be considered prior to
the administration of anastrozole in these patients.

Missed Dose
A missed dose should be taken as soon as possible, as long as it is taken at least 12 hours before
the next dose is due. A missed dose should not be taken within 12 hours of the next dose.

Administration
Patients should swallow APO-ANASTROZOLE with fluids.

Patients should try to take APO-ANASTROZOLE at the same time each day.

OVERDOSAGE

For management of suspected drug overdose, contact your regional Poison Control Centre.

There is limited clinical experience of accidental overdosage. Acute toxicity was seen in animals
at a dose greater than 45 mg/kg (equivalent to 2.7 g). Clinical trials have been conducted with
various dosages of anastrozole, up to 60 mg in a single dose given to healthy male volunteers and
up to 10 mg daily given to postmenopausal women with advanced breast cancer; these dosages
were well tolerated. A single dose of anastrozole that results in life-threatening symptoms has
not been established.

There is no specific antidote to overdosage and treatment must be symptomatic. In the
management of an overdose, consideration should be given to the possibility that multiple agents
may have been taken. Vomiting may be induced if the patient is alert. Dialysis may be helpful
because anastrozole is not highly protein bound. General supportive care, including frequent
monitoring of vital signs and close observation of the patient, is indicated. For management of
suspected drug overdose, contact your regional Poison Control Centre.

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Many breast cancers have estrogen receptors and growth of these tumours can be stimulated by
estrogens. In postmenopausal women, the principal source of circulating estrogen (primarily
estrone) is conversion of adrenally-generated androstenedione to estrone by aromatase in
peripheral tissues, such as adipose tissue, with further conversion of estrone to estradiol. Many
breast cancers also contain aromatase; the importance of tumour-generated estrogens is
uncertain.
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Treatment of breast cancer has included efforts to decrease estrogen levels by ovariectomy pre-
menopausally and by use of anti-estrogens and progestational agents both pre- and
postmenopausally, and these interventions lead to decreased tumour mass or delayed progression
of tumour growth in some women.

Anastrozole is a potent and selective non-steroidal aromatase inhibitor. It significantly lowers
serum estradiol concentrations and has no detectable effect on formation of adrenal
corticosteroids or aldosterone.

Pharmacodynamics
Inhibition of aromatase activity is primarily due to anastrozole, the parent drug.

The relationship between dose and response, measured as suppression of serum estradiol, was
studied in postmenopausal women. Daily doses of anastrozole at 1 mg for 14 days produced
estradiol suppression of greater than 80%. Suppression of serum estradiol was maintained for up
to 6 days after cessation of daily dosing with 1 mg anastrozole.

In a study of 14 postmenopausal women diagnosed with locally advanced (Stage T3-T4) breast
cancer with non-inflammatory, estrogen-receptor positive tumours, anastrozole was shown to be
a potent suppressor of intra-tumoural estrogen levels. Following use as a 15- week primary
systemic treatment (prior to any local surgery and/or radiotherapy), anastrozole suppressed intra-
tumoural concentrations of estradiol (E;), estrone (E;) and estrone sulfate (E;S) to mean values
of 11.1%, 16.7% and 26.6%, respectively, of baseline levels. Three patients had intra-tumoural
levels of E,, E; and E;S suppressed below assay detection limits.

The selectivity of anastrozole to the aromatase enzyme, rather than other cytochrome Pysg
enzymes controlling glucocorticoid and mineralocorticoid synthesis in the adrenal gland, has
been established. Furthermore, provocative stimulation of the adrenal glands by ACTH in
subjects under treatment with anastrozole up to 10 mg, produced a normal response in terms of
cortisol and aldosterone secretion. Therefore, patients treated with anastrozole do not require
glucocorticoid or mineralocorticoid replacement therapy.

Anastrozole does not possess direct progestogenic, androgenic or estrogenic activity and does
not interfere with secretion of thyroid stimulating hormone (TSH).

Because of its pharmacological action, patients with estrogen and/or progesterone
receptorpositive disease are the most appropriate population for anastrozole therapy.

Pharmacokinetics

Absorption: Absorption of anastrozole is rapid and maximum plasma concentrations typically
occur within 2 hours of dosing under fasted conditions. Studies with radiolabeled drug have
demonstrated that orally administered anastrozole is well absorbed into the systemic circulation.
Food reduces the rate, but not the overall extent of anastrozole absorption.
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Distribution: The pharmacokinetics of anastrozole are linear over the dose range of 1 to 20 mg
and do not change with repeated dosing. Consistent with the 50-hour plasma elimination half-
life, plasma concentrations of anastrozole approach steady-state concentrations after 7 days of
once daily dosing and are approximately three- to four-fold higher than the concentrations
observed after a single dose of anastrozole. The protein binding of anastrozole to plasma proteins
is about 40% and independent of concentration over a range, which includes therapeutic
concentrations.

Metabolism: Metabolism of anastrozole occurs by N-dealkylation, hydroxylation and
glucuronidation. Three metabolites of anastrozole (triazole, a glucuronide conjugate of hydroxy-
anastrozole, and a glucuronide conjugate of anastrozole itself) have been identified in human
plasma or urine. Several minor (less than 5% of the radioactive dose) metabolites excreted in the
urine have not been identified. The major metabolite of anastrozole in the circulation, triazole,
lacks pharmacologic activity.

Excretion: Studies in postmenopausal women with radiolabeled anastrozole demonstrated that
elimination occurs primarily via metabolism (approximately 85%) and to a lesser extent renal
excretion of unchanged anastrozole (approximately 11%). Anastrozole is eliminated slowly with
a plasma elimination half-life of approximately 50 hours in postmenopausal women.

Special Populations and Conditions

Geriatrics: Anastrozole pharmacokinetics have been investigated in postmenopausal female
volunteers and patients with breast cancer. The pharmacokinetics were similar in volunteers and
in patients and no age related effects were seen.

Race: Anastrozole pharmacodynamics and pharmacokinetics have been studied in healthy,
postmenopausal women in Japan, dosed for 16 days. The pharmacodynamic effect and
pharmacokinetics of anastrozole 1 mg daily were similar in Japanese and Caucasian volunteers,
and there was no indication that there would be any clinically significant differences in
therapeutic responses to anastrozole between Japanese and Caucasian patients with breast cancer.

Hepatic Insufficiency: Anastrozole pharmacokinetics have been investigated in subjects with
stable hepatic cirrhosis related to alcohol abuse. The apparent oral clearance of anastrozole was
approximately 30% lower in subjects with hepatic cirrhosis than in control subjects with normal
liver function. However, plasma anastrozole concentrations in the subjects with hepatic cirrhosis
are within the range of concentrations seen in normal subjects across all clinical trials. Dosage
adjustment in patients with mild to moderate hepatic impairment is not necessary. Anastrozole
has not been studied in patients with severe hepatic impairment. The potential risk/benefit to
such patients should be carefully considered before administration of anastrozole.

Renal Insufficiency: Anastrozole pharmacokinetics have been investigated in subjects with
renal insufficiency. Anastrozole renal clearance decreased proportionately with creatinine
clearance and was approximately 50% lower in volunteers with severe renal impairment
(creatinine clearance less than 30 mL/min/1.73m? or 0.5 mL/sec/1.73m?) compared to controls.
Because renal clearance is not a significant pathway of elimination, the apparent oral clearance
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of anastrozole is unchanged even in severe renal impairment. Dosage adjustment in patients with
renal dysfunction is not necessary. The potential risk/benefit to patients with severe renal
impairment should still be considered prior to the administration of anastrozole in these patients.

STORAGE AND STABILITY
APO-ANASTROZOLE should be stored at room temperature (15°C to 30°C).

SPECIAL HANDLING INSTRUCTIONS
No special instructions for handling are required.

DOSAGE FORMS, COMPOSITION AND PACKAGING

APO-ANASTROZOLE 1 mg Tablets: Each white, biconvex, film-coated tablet, engraved
“APO” on one side and “AN” over “1” on the other side, contains 1 mg of anastozole. Available
in bottles of 100 and blisters of 30.

In addition to the active ingredient, anastrozole, each tablet contains the following inactive
ingredients: anhydrous lactose, croscarmellose sodium, hydroxypropyl cellulose, hydroxypropyl
methylcellulose, magnesium stearate, microcrystalline cellulose, polyethylene glycol and
titanium dioxide.
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PART Il: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION

Drug Substance
Proper Name:

Chemical Name:

Molecular formula and molecular weight:

Structural Formula:

Physicochemical properties:

Anastrozole

IUPAC: 2,2°-[5-(1H-1,2,4-triazol-1-
ylmethyl)benzene-1,3-diyl]bis(2-
methylpropanenitrile)

USP: 1,3-Benzenediacetonitrile, a, o, o, a’, o’-
tetramethyl-5-(1H-1,2,4-triazol-1-ylmethyl)

Other: a, a, a, a’, a’-Tetramehtyl-5-(1H-1,2,4-
triazol-1-ylmethyl)-1,3-benzenediacetonitrile

C17H19N5; 293.37 g/mOl

NC CN

Physical Description: White to off-white powder
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Solubility:

pKa Values:
pH:

Melting Point:

Partition Coeffficient:

Freely soluble in methanol, acetone, ethanol, and tetrahydrofuran
and very soluble in acetonitrile. Anastrozole has moderate aqueous

solubility (0.53 mg/ml at 25°C)

Anastrozole solubility profile determined at 37°C is shown below:

Solvent Final pH S(?:]%?;;'Igy
0.IN HCI, pH 1.2 1.3 0.9
0.05M phosphate buffer (pH 2.5) 2.7 0.8
0.05M phosphate buffer (pH 4.5) 5.1 0.8
0.05M phosphate buffer (pH 6.8) 6.9 0.7
0.05M phosphate buffer (pH 7.5) 7.6 0.8

1.4

9.2 (0.12% wl/v solution in water at 37°C)

81 -82°C

Log P = 1.58 (octanol/water)
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CLINICAL TRIALS

Comparative Bioavailability Studies

A randomized, single-dose, double-blinded, 2-way crossover comparative bioavailability study
was conducted under fasting conditions in healthy postmenopausal female volunteers. The
bioavailability of anastrozole was measured and compared following a single oral dose (1 X 1
mg tablet) of Arimidex® (anastrozole, AstraZeneca Canada Inc.) and Apo-Anastrozole
(anastrozole, Apotex Inc.) in 13 volunteers. The results from measured data are summarized in

the following table.

Table 9: Summary Table of the Comparative Bioavailability Data

Anastrozole
(A single 1 mg dose: 1 x 1 mg)
From Measured Data/Fasting Conditions
Geometric Mean
Arithmetic Mean (CV%)

Ratio of 90%
Parameter Apo-Anastrozole* Arimidex®* Geometric Confidence
Means (%) Interval (%)

(ngeh/mL) 720.809 (24.6%) 725.245 (18.0%) 107.47%
AUC, 1130.858 1202.934 95.0 83.90 —
(ngeh/mL) 1195.935 (33.8%) 1235.682 (25.1%) 107.59%
Crnax 21.018 20756 101.7 94.92 -
(ng/mL) 21.634 (24.6%) 21.035 (17.2%) 108.87%
Tmac (h) 1.333 (0.750 — 4.000) | 2.000 (1.000 — 4.000)
T () 52.442 (33.6%) 54.916 (33.5%)

S Expressed as median (range) only.
€ Expressed as arithmetic means (CV%) only.

* Apo-Anastrozole is manufactured by Apotex Inc., Canada.
" Arimidex® is manufactured by AstraZeneca Canada Inc. and was purchased in Canada.

Adjuvant treatment of breast cancer in postmenopausal women

Study demographics and trial design

A multicentre phase 11 trial entitled "A Randomized, Double-Blind Trial Comparing

Anastrozole Alone with Tamoxifen Alone, with Anastrozole and Tamoxifen in Combination, as
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Adjuvant Treatment in Postmenopausal Women with Breast Cancer” (ATAC) was conducted in
9,366 postmenopausal patients with operable breast cancer. The patients were randomized to
receive anastrozole 1 mg daily, tamoxifen 20 mg daily, or a combination of the two treatments
for five years or until recurrence of the disease. However, at the time of the primary analysis (at a
median of 33 months follow-up), the combination of anastrozole and tamoxifen did not
demonstrate any efficacy benefit when compared with tamoxifen, and this treatment arm was
subsequently discontinued from the trial, leaving the 6,241 patients who had been randomized to
the anastrozole and tamoxifen monotherapy arms of the study. These patients will be followed to
10 years post-randomization.

The primary endpoints were disease-free survival and safety. Disease-free survival includes loco-
regional (including new primary ipsilateral breast cancer) and distant recurrences, new
contralateral primaries and death from any cause as a first event. The secondary endpoints were
distant disease-free survival (time to a first event of distant recurrence or death from any cause),
the incidence of new contralateral breast primaries and overall survival. The primary analysis for
disease-free survival was to be carried out after 352 events per treatment arm and occurred after
a median of 33 months of follow-up; the major analysis for survival was to be carried out after a
total of 352 events per treatment arm and occurred after a median follow-up of 68 months.

Demographics and other baseline characteristics were similar between the two treatment groups
and are summarized in Table 9.

Table 10 Summary of demographic and baseline characteristics for the ATAC trial

Demographic Characteristic Anezslﬁr:z?,ollgsl) mg Tan(}i)lx:lfgri 122) mg
Mean age (yrs) 64.1 64.1
Age Range (yrs) 38.1-92.8 32.8-94.9
<45 yrs 0.7 0.4
45-60 yrs 34.6 35.1
>60<70 yrs 38.0 37.1
>70 yrs 26.7 27.4
Mean Weight (kg) 70.8 71.1
Receptor Status (%)
Positive * 83.8 83.4
Negative 7.5 8.0
Other 8.8 8.6
Other treatment prior to randomization (%)
Mastectomy 47.8 47.3
Breast conservation * 52.2 52.7
Axillary surgery 95.5 95.7
Radiotherapy 63.4 62.5
Chemotherapy 22.3 20.8
Neoadjuvant Tamoxifen 1.6 1.6
Primary tumour size (%)
T1 (22 cm) 63.9 62.9
T2 (>2 cm and <5 cm) 325 34.2
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Demographic Characteristic Anastrozole 1 mg Tamoxifen 20 mg

(N = 3125) (N = 3116)
T3 (>5cm) 2.7 2.2

Nodal status (%)

Node positive 34.9 33.6
1-3 (# of nodes) 245 245
4-9 7.5 6.4
>9 2.9 2.7

Tumour grade (%)

Well-differentiated 20.8 20.5
Moderately differentiated 46.8 47.8
Poorly/undifferentiated 23.6 23.3
Not assessed/recorded 8.7 8.4

! includes patients who were estrogen receptor (ER) positive or progesterone receptor (PgR)
positive, or both positive.

2includes patients with both ER negative and PgR negative receptor status.

% includes all other combinations of ER and PgR receptor status unknown.

*among the patients who had breast conservation, radiotherapy was administered to 95.0% of
patients in the anastrozole arm and 94.1% in the tamoxifen arm.

N=Number of patients randomized to the treatment.

Study results

Patients in the ATAC trial have now been treated for a median of 60 months (5 years) and
followed for a median of 100 months. The primary analysis was carried out after a median
follow-up of 33 months; the most recent analyses were carried out after a median follow-up of 68
and 100 months.

In the assessment of disease-free survival, anastrozole was superior to tamoxifen in the intent-to-
treat population with a statistically significant 17% reduction in the risk of disease recurrence or
death from any cause (p=0.01) at the primary analysis (median follow-up of 33 months) and a
13% reduction in risk after a median follow-up of 68 months (p=0.01). At a median follow-up of
100 months, anastrozole maintained statistical superiority with a 10% reduction in the risk of
disease recurrence or death from any cause (p=0.0252). In the hormone receptor positive
subgroup (representing about 84% of trial patients), there was a significant 22% reduction in the
risk of disease recurrence or de