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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Xtandi 40 mg soft capsules
Each soft capsule contains 40 mg of enzalutamide.

[...]
4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Xtandi is indicated for:
e the treatment of adult men with high-risk non-metastatic castration-resistant prostate cancer
(CRPC) (see section 5.1).
e the treatment of adult men with metastatic eastration-resistant-prostate-cancer{CRPC) who are
asymptomatic or mildly symptomatic after failure of androgen deprivation therapy in whom
chemotherapy is not yet clinically indicated (see section 5.1)

e the treatment of adult men with metastatic eastration-resistant-prostate-cancer{CRPC} whose

disease has progressed on or after docetaxel therapy.

4.2 Posology and method of administration
[...]

Posology
The recommended dose is 160 mg enzalutamide (four 40 mg 80t capsules) as a single oral daily dose

[...]

Elderly
No dose adjustment is necessary for elderly (see sectiong 5.1 and 5.2).

Hepatic impairment

No dose adjustment is necessary for patients with mild, moderate, or severe hepatic impairment
(Child-Pugh Class A, B, or C, respectively). An increased drug half-life has however been observed in
patients with severe hepatic impairment. (see sectiong§ 4.4 and 5.2).



[...]
Paediatric population

There is no relevant use of enzalutamide in the paediatric population in the indication of treatment of
adult men with metastatie-CRPC.

[...]

4.3 Contraindications

Hypersensitivity to the active substancef§) or to any of the excipients listed in section 6.1.
Women who are or may become pregnant (see sectiong 4.6 and 6.6).

4.4  Special warnings and precautions for use

Risk of seizure

develop seizure should be taken case by case.

[..]

Hypersensitivity reactions

Hypersensitivity reactions manifested by symptoms including, but not limited to, rash, or face, tongue
oedema, lip| eedema-and@r pharyngeal oedemaj have been observed with enzalutamide (see section
4.8).

4.5 Interaction with other medicinal products and other forms of interaction

[...]

Groups of medicinal products that can be affected include, but are not limited to:

e Analgesics (e.g. fentanyl, tramadol)

e Antibiotics (e.g. clarithromycin, doxycycline)

e Anticancer agents (e.g. cabazitaxel)

Antiepileptics (e.g. carbamazepine, clonazepam, phenytoin, primidone, valproic acid)
e Antipsychotics (e.g. haloperidol)

Antithrombotics|(e.g. acenocoumarol, warfarin, clopidogrel)

Betablockers (e.g. bisoprolol, propranolol)

Calcium channel blockers (e.g. diltiazem, felodipine, nicardipine, nifedipine, verapamil)
Cardiac glycosides (e.g. digoxin)

Corticosteroids (e.g. dexamethasone, prednisolone)

HIV antivirals (e.g. indinavir, ritonavir)

e Hypnotics (e.g. diazepam, midazolam, zolpidem)

Immunosuppressant (e.g. tacrolimus)

Proton pump inhibitor (e.g. omeprazole)

Statins metabolized by CYP3A4 (e.g. atorvastatin, simvastatin)

Thyroid agents (e.g. levothyroxine)




4.6  Fertility, pregnancy and lactation

Women of childbearing potential

There are no human data on the use of Xtandi in pregnancy and this medicinal product is not for use in
women of childbearing potential. This medicine may cause harm to the unborn child or potential loss
of pregnancy if taken by women who are pregnant (see section§ 4.3, 5.3;and 6.6).

[...]

Pregnancy
Enzalutamide is not for use in women. Enzalutamide is contraindicated in women who are or may

become pregnant (see sections 4.3] ane-5.3,and 6.6).

[...]
4.7 Effects on ability to drive and use machines

Xtandi has Enzalutamide-may-have-a-moderate influence on the ability to drive and use machines as
psychiatric and neurologic events including seizure have been reported (see section 4.8). Patients with
a-history-of seizures-or-otherpredisposing-factors{see-section-4-4)-should be advised of the potential
risk of experiencing a psychiatric or neurological event while driving or operating machines. No
studies to gvaluate establish-the effects of enzalutamide on the ability to drive and use machines have
been conducted.

4.8 Undesirable effects

Summary of the safety profile

The most common adverse reactions are asthenia/fatigue, hot flush, fracturesheadache, and
hypertension. Other important adverse reactions include falls, nenpathelogicfractures, cognitive
disorder, and neutropenia.

Seizure occurred in 0.54% of enzalutamide-treated patients, 0.1% of placebo-treated patients, and
0.3% in bicalutamide-treated patients.

[...]

Table 1: Adverse reactions identified in controlled clinical trials and post-marketing

MedDRA System organ class | Frequency

Blood and lymphatic system wheemmenUncommon: leucopenia, neutropenia
disorders nroet-Not known*: thrombocytopenia
Immune system disorders netNot known*: face oedema, tongue oedema, lip oedema,

pharyngeal oedema




Psychiatric disorders cemmenCommon: anxiety
wreammenUncommon: visual hallucinations
Nervous system disorders ;
commonCommon: iéadache] memory impairment, amnesia,
disturbance in attention, restless legs syndrome
wheemmenUncommon: cognitive disorder, seizurel
netNot known*: posterior reversible encephalopathy syndrome
Cardiac disorders Common: ischemic heart disease’
netNot known*: QT-prolongation (see sections 4.4 and 4.5)
Vascular disorders very-Very common: hot flush, hypertension
Gastrointestinal disorders netNot known*: nausea, vomiting, diarrhoea
Skin and subcutaneous tissue eemmenCommon: dry skin, pruritus
disorders rot-Not known*: rash
Musculoskeletal and connective | Very common: fractures**
tissue disorders net-Not known*: myalgia, muscle spasms, muscular weakness,
back pain
Reproductive system and breast | eemmenCommon: gynaecomastia
disorder
General disorders and very-Very common: asthenial, fatigue
administration site conditions
Injury, poisoning and eemmenCommon: falls
procedural complications

* Spontaneous reports from post-marketing experience

¥ As evaluated by narrow SMQs of ‘Convulsions’ including convulsion, grand mal convulsion, complex partial seizures,
partial seizures, and status epilepticus. This includes rare cases of seizure with complications leading to death.

T As evaluated by narrow SMQs of ‘Myocardial Infarction’ and ‘Other Ischemic Heart Disease’ including the following
preferred terms observed in at least two patients in randomized placebo-controlled phase 3 studies: angina pectoris,
coronary artery disease, myocardial infarctions, acute myocardial infarction, acute coronary syndrome, angina unstable,
myocardial ischaemia, and arteriosclerosis coronary artery.

1 Includes all preferred terms with the word ‘fracture’ in bones.
b ‘ Keti ;

Description of selected adverse reactions

Seizure

In controlled clinical studies, 2318 patients (0.-54%) experienced a seizure out of 20518478 patients
treated with a daily dose of 160 mg enzalutamide, whereas one patient (8-0.1%) receiving placebo and
one patient (0.3%) receiving bicalutamide, experienced a seizure. Dose appears to be an important
predictor of the risk of seizure, as reflected by preclinical data, and data from a dose-escalation study.
In the controlled clinical studies, patients with prior seizure or risk factors for seizure were excluded.

In (HE'9785-CIL=0408 (UPWARD) a single-arm trial to assess incidence of seizure in patients with

predisposing factors for seizure (whereof 1.6% had a history of seizures), 8 of 366 (2.2%) patients
treated with enzalutamide experienced a seizure. The median duration of treatment was 9.3 months.
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The mechanism by which enzalutamide may lower the seizure threshold is not known, but could be
related to data from in vitro studies showing that enzalutamide and its active metabolite bind to and
can inhibit the activity of the GABA-gated chloride channel.

Ischemic Heart Disease
In randomized placebo-controlled clinical studies, ischemic heart disease occurred in 2.5% of patients
treated with enzalutamide plus ADT compared to 1.3 % patients treated with placebo plus ADT.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the National

Reﬁulation b‘ usinﬁ an online form

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

—

2

Mechanism of action

Prostate cancer is known to be androgen sensitive and responds to inhibition of androgen receptor
signalling. Despite low or even undetectable levels of serum androgen, androgen receptor signalling
continues to promote disease progression. Stimulation of tumour cell growth via the androgen receptor
requires nuclear localization and DNA binding. Enzalutamide is a potent androgen receptor signalling
inhibitor that blocks several steps in the androgen receptor signalling pathway. Enzalutamide
competitively inhibits ibinding of-androgens-to androgen receptors,

inhibits nuclear translocation of activated receptors and inhibits the association of the activated
androgen receptor with DNA even in the setting of androgen receptor overexpression and in prostate
cancer cells resistant to anti-androgens. Enzalutamide treatment decreases the growth of prostate
cancer cells and can induce cancer cell death and tumour regression. In preclinical studies
enzalutamide lacks androgen receptor agonist activity.

—

2

In a single arm [fidl stuedy-(9785-CL-0410) of patients previously treated with at least 24 weeks of
abiraterone (plus prednisone), 22.4% had a > 50% decrease from baseline in PSA levels. According to
prior chemotherapy history, the results proportion of patients with a > 50% decrease in PSA levels were
22.1% and 23.2%, for the no prior chemotherapy and prior chemotherapy patient groups, respectively.



https://eur04.safelinks.protection.outlook.com/?url=https%3A%2F%2Fsideeffects.health.gov.il%2F&data=01%7C01%7Cbioplan2%40lapidot.com%7C545165a1eace4e2bb12f08d70aa6b9bc%7C9e60300a72024f6b9a8a719550771bcf%7C0&sdata=V5qGLozuYAEAOf%2BZ2sDykClNQyx0w0TwzVJsourdTP0%3D&reserved=0

Clinical efficacy and safety

Efficacy of enzalutamide was established in twe-randomiSed randomized-placebo-controlled

multicentre phase 3 clinical studies CRPC2 (AFFIRM), MDV3100-03

(PREVAIL)] of patients with progressive metastatic-prostate cancer who had failed androgen

deprivation therapy [(LHRH) analogue or after bilateral orchiectomy]. The PREVAIL study enrolled
chemotherapy-nallive patients; whereas the AFFIRM study enrolled

atients who had received prior docetaxel
_. Al patients continued on a LHRH analogue or had prior bilateral orchiectomy. In

the active treatment arm, Xtandi was administered orally at a dose of 160 mg daily. In (REtHEEE both
clinical trials, patients received placebo in the control arm and patients were allowed, but not required,
to take prednisone (maximum daily dose allowed was 10 mg prednisone or equivalent).

Changes in PSA serum concentration independently do not always predict clinical benefit. Therefore,
in beth-studies it was recommended that patients be maintained on their study treatments
until discontinuation criteria were met as specified below for each study.




Metastasis-Free Survival (%)
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Antineoplastic Therapy (%)
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Progression-Free Survival (%)

10: Enzalutamide (N = 198) Median 19.4 months Hazard ratio = 0.24
04 - Bicalutamide (N =198) Median 5.7 months ~ 95% Cl (0.18,0.32),p<0Q0001 L
rr 11 r 111111111 11111 1.1 1. 1T 11T 1©T 1T 1T T 11
0 3 6 9 12 15 18 21 24 27 30
Patients at risk Months
Enzalutamide 198 171 150 131 101 66 43 24 16 5 0
Bicalutamide 198 138 80 51 29 17 9 5 3 1 0

MDV3100-03 (PREVAIL) study (chemotherapy-nalive patients With hetastatic CRPC)

A total of 1717 asymptomatic or mildly symptomatic chemotherapy-naliive patients were randomized
1:1 to receive either enzalutamide orally at a dose of 160 mg once daily (N = 872) or placebo orally
once daily (N = 845). Patients with visceral disease, patients with a history of mild to moderate heart
failure (NYHA Class |2 or [I2), and patients taking medicinal products associated with lowering the
seizure threshold were allowed. Patients with a previous history of seizure or a condition that might
predispose to seizure and patients with moderate or severe pain from prostate cancer were excluded.
Study treatment continued until disease progression (evidence of radiographic progression, a skeletal-
related event, or clinical progression) and the initiation of either a cytotoxic chemotherapy or an
investigational agent, or until unacceptable toxicity.

Patient demographics and baseline disease characteristics were balanced between the treatment arms.
The median age was 71 years (range 42_- 93) and the racial distribution was 77% Caucasian, 10%
Asian, 2% Black and 11% other or unknown races. Sixty-eight percent (68%) of patients had an
ECOG performance status score of 0 and 32% patients had @il ECOG performance status Bf 1.
Baseline pain assessment was 0 - 1 (asymptomatic) in 67% of patients and 2 - 3 (mildly symptomatic)
in 32% of patients as defined by the Brief Pain Inventory Short Form (worst pain over past 24 hours
on a scale of 0 to 10). Approximately 45% of patients had measurable soft tissue disease at study
entry, and 12% of patients had visceral (lung and/or liver) metastases.

Co-primary efficacy endpoints were overall survival and radiographic progression-free survival
(rPFS). In addition to the co-primary endpoints, benefit was also assessed using time to initiation of
cytotoxic chemotherapy, best overall soft tissue response, time to first skeletal-related event, PSA



response (>50% decrease from baseline), time to PSA progression, and time to FACT-P total score
degradation.

Radiographic progression was assessed with the use of sequential imaging studies as defined by
Prostate Cancer Clinical Trials Working Group 2 (PCWG2) criteria (for bone lesions) and/or Response
Evaluation Criteria in Solid Tumors (RECIST v 1.1) criteria (for soft tissue lesions). Analysis of rPFS
utilized centrally-reviewed radiographic assessment of progression.

At the pre-specified interim analysis for overall survival when 540 deaths were observed, treatment
with enzalutamide demonstrated a statistically significant improvement in overall survival compared
to treatment with placebo with a 29.4% reduction in risk of death [Hazard-Ratio-HR = 0.706; (95% CI:
0.59680; 0.83784), p < 0.0001].. An updated survival analysis was conducted when 784 deaths were
observed. Results from this analysis were consistent with those from the interim analysis (Table 28,
Figure 24). At the updated analysis 52% of enzalutamide-treated and 81% of placebo-treated patients
had received subsequent therapies for metastatic CRPC that may prolong overall survival.

Table 28: Overall survival of patients treated with either enzalutamide or placebo in the
PREVAIL study (intent-to-treat analysis)

Enzalutamide Placebo
(N =872) (N = 845)
Pre-specified interim analysis
Number of deaths (%) 241 (27.6%) 299 (35.4%)
Median survival, months (95% CI) 32.4 (30.1, NR) | 30.2(28.0, NR)
P-valuelF B < 0.0001
Hazard ratio (95% CI)I" 0.71 (0.60, 0.84)
Updated survival analysis
Number of deaths (%) 368 (42.2%) 416 (49.2%)
Median survival, months (95% CI) 35.3(32.2, NR) | 31.3(28.8,34.2)
P-valuel® p=0.0002
Hazard ratio (95% CI)|9 0.77 (0.67, 0.88)
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At the pre-specified rPFS analysis, a statistically significant improvement was demonstrated between
the treatment groups with an 81.4% reduction in risk of radiographic progression or death [HR = 0.186
8 (95% CI: 0.24918, 0.231), p < 0.0001]. One hundred and eighteen (14%) enzalutamide-treated
patients and 321 (40%) of placebo-treated patients had an event. The median rPFS was not reached
(95% ClI: 13.8, not reached) in the enzalutamide-treated group and was 3.9 months (95% CI: 3.7, 5.4)
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in the placebo-treated group (Figure 36). Consistent rPFS benefit was observed across all pre-specified
patient subgroups (e.g.; age, baseline ECOG performance, baseline PSA and LDH, Gleason score at
diagnosis, and visceral disease at screening). A pre-specified follow-up rPFS analysis based on the
investigator assessment of radiographic progression demonstrated a statistically significant
improvement between the treatment groups with a 69.3% reduction in risk of radiographic progression
or death [HR = 0.36731 (95% CI: 0.2642%, 0.353), p < 0.0001]. The median rPFS was 19.7 months in
the enzalutamide group and 5.4 months in the placebo group.

1
2 00 - \
S o0 F
> :
3 80 4 '
w N
w -
2 70 'v,. . ..“
& 'y
c 60 A .
(=] 1
& 50 N
-1 4
= .
D) 40 A 1
8 -un.-ll..,~
Q. 304 :
L %
: 'Illlllllllli
o 20 '
E ‘Illlllllllllllllllllllllllllllllllllllll
g 104 Enzalutamide (N = 832) Median NYR Hazard ratio = 0.186
g Gl mmmmams Placebo (N = 801) Median 3.9 months 95% CI (0.149, 0.231), P < 0.0001
o T T T T T T T T
0 3 6 9 12 15 18 21
Months
Patients at risk
Enzalutamide 832 514 256 128 34 5 1 0
Placebo 801 305 79 20 ) 0 0 0

At the time of the primary analysis there were 1,633 patients randomised.

Figure 6: Kaplan-Meier curves of radiographic progression-free survival in the PREVAIL study
(intent-to-treat analysis)

In addition to the co-primary efficacy endpoints, statistically significant improvements were also
demonstrated in the following prospectively defined endpoints.

[...]

The median time to PSA progression per PCWG2 criteria was 11.2 months for patients treated with
enzalutamide and 2.8 months for patients who received placebo [HR=0.26911%, (95% CI: 0.247185,
0.19520), p<0.0001].

Treatment with enzalutamide decreased the risk of FACT-P degradation by 37.5% compared with

placebo (p<0.08001). The median time to degradation in FACT-P was 11.3 months in the enzalutamide
group and 5.6 months in the placebo group.

[...]

CRPC2 (AFFIRM) study (patients with metastatic CRPC who previously received chemotherapy)

[...]
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Caucasian, 4% Black, 1% Asian, and 2% Other. The ECOG performance score was 0-1 in 91.5% of
patients and 2 in 8.5% of patients; 28% had a mean Brief Pain Inventory score of >4 (mean of
patient’s reported worst pain over the previous 24 hours calculated for seven days prior to
randomiSationrandemization). Most (91%) patients had metastases in bone and 23% had visceral
lung and/or liver involvement. At study entry, 41% of randomized patients had PSA progression only,
whereas 59% of patients had radiographic progression. Fifty-one percent (51%) of patients were on
bisphosphonates at baseline.

The AFFIRM study excluded patients with medical conditions that may predispose them to seizures
(see section 4.8) and medicinal products known to decrease the seizure threshold, as well as clinically
significant cardiovascular disease such as uncontrolled hypertension, recent history of myocardial
infarction or unstable angina, New York Heart Association class 111 or IV heart failure (unless ejection
fraction was > 45%), clinically significant ventricular arrhythmias or AV block (without permanent
pacemaker).

The protocol pre-specified interim analysis after 520 deaths showed a statistically significant
superiority in overall survival in patients treated with enzalutamide compared to placebo (Table 34
and Figures 4 and 58).

Table 34: Overall survival of patients treated with either enzalutamide or placebo in the
AFFIRM study (intent-to-treat analysis)

Enzalutamide (N = 800) Placebo (N = 399)
Deaths (%) 308 (38.5%) 212 (53.1%)
Median survival (months) (95% CI) 18.4 (17.3,NR) 13.6 (11.3,15.8)
p-P-value!® p < 0.0001
Hazard ratio (95% CI)g® 0.63% (0.52958, 0.752)

NR = Not Reached.
1. P-value is derived from a log rank test stratified by ECOG performance status score (0-1 vs. 2) and mean pain score
(<4 vs.>4).

2. Hazard Ratio is derived from a stratified proportional hazards model. Hazard ratio < 1 favours enzalutamide.
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ECOG: Eastern Cooperative Oncology Group; BPI-SF: Brief Pain Inventory-Short Form;
PSA: Prostate Specific Antigen

—
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In addition to the observed improvement in overall survival, key secondary endpoints (PSA
progression, radiographic progression-free survival, and time to first skeletal-related event) favoured
enzalutamide and were statistically significant after adjusting for multiple testing.

Radiographic progression-free survival as assessed by the investigator using RECIST v 1.1 for soft
tissue and appearance of 2 or more bone lesions in bone scan was 8.3 months for patients treated with
enzalutamide and 2.9 months for patients who received placebo {[HR = 0.404, (95% ClI: {0.358,
0.46647}-), p < 0.0001)-]. The analysis involved 216 deaths without documented progression and
645 documented progression events, of which 303 (47%) were due to soft tissue progression,

268 (42%) were due to bone lesion progression and 74 (11%) were due to both soft tissue and bone
lesions.

Confirmed PSA decline of 50% or 90% were 54.0% and 24.8%, respectively, for patients treated with
enzalutamide and 1.5% and 0.9%, respectively, for patients who received placebo (p < 0.0001). The
median time to PSA progression was 8.3 months for patients treated with enzalutamide and

3.0 months for patients who received placebo {{HR = 0.24825, (95% ClI: {0.204, 0.303}-),

p < 0.0001}].

The median time to first skeletal-related event was 16.7 months for patients treated with enzalutamide
and 13.3 months for patients who received placebo {[HR = 0.68889, (95% ClI: {0.5665¢, 0.835841}:-),
p < 0.0001)-]. A skeletal-related event was defined as radiation therapy or surgery to bone, pathologic
bone fracture, spinal cord compression, or change of antineoplastic therapy to treat bone pain. The
analysis involved 448 skeletal-related events, of which 277 events (62%) were radiation to bone,

95 events (21%) were spinal cord compression, 47 events (10%) were pathologic bone fracture,

36 events (8%) were change in antineoplastic therapy to treat bone pain and 7 events (2%) were
surgery to bone.

9785-CL-0410 study (enzalutamide post abiraterone in patients with metastatic CRPC)

The study was a single-arm study in 214 patients with progressing metastatic CRPC who received
enzalutamide (160 mg once daily) after at least 24 weeks of treatment with abiraterone acetate plus
prednisone. Median rPFS (radiologic progression free survival, the study’s primary endpoint) was 8.1
months (95% CI: 6.1, 8.3). Median OS was not reached. PSA Response (defined as > 50% decrease
from baseline) was 22.4% (95% ClI: 17.0, 28.6).

For the 24569 patients who previously received chemotherapy, median rPFS was 7.9 months (95%
Cl: 5.5, 10.8). PSA Response was 23.2% (95% ClI: 13.9, 34.9).

For the 69-145 patients who had no previous chemotherapy, median rPFS was 8.1 months (95% ClI:
5.7, 8.3). PSA Response was 22.1% (95% CI: 15.6, 29.7).

Although there was a limited response in some patients from treatment with enzalutamide after
abiraterone, the reason for this finding is currently unknown. The study design could neither identify
the patients who are likely to benefit, nor the order in which enzalutamide and abiraterone should be
optimally sequenced.

ElderlyOlderpeople

Of the 31791671 patients in the controlled clinicalphase-3 trials who received enzalutamide,
25181261 patients (#579%) were 65 years and over and 516-1162 patients (3137%) were 75 years and
over. No overall differences in safety or effectiveness were observed between these older patients and
younger patients.
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[...]

5.2 Pharmacokinetic properties

[...]

Race

Most patients in the GonttOlEd clinical trials (> #484%) were Caucasian. Based on pharmacokinetic
data from a-studi€8y in Japanese atients with prostate cancer, there were no clinically
relevant differences in exposure tans. There are
insufficient data to evaluate potential differences in the pharmacokinetics of enzalutamide in other
races.

[...]

5.3 Preclinical safety data

[.]
6.6  Special precautions for disposal 2hd 0ther handling
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