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Kisgali is indicated in combination with:

a non-steroidal aromatase inhibitor for the treatment of pre/perimenopausal or

postmenopausal women, with hormone receptor (HR)-positive, human epidermal
growth factor receptor 2 (HER2)-negative locally advanced or metastatic breast
cancer, as initial endocrine-based therapy; or

fulvestrant for the treatment of men and postmenopausal women with HR-

posmve HER2-negative advanced or metastatic breast cancer, as initial endocrine-
based therapy or following disease progression on endocrine therapy.
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Ribociclib 200 mg (as Ribociclib succinate 254.40 mg)
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4. CLINICAL PARTICULARS

Therapeutic indications 4.1

Kisqali is indicated in combination with;

a non-steroidal aromatase inhibitor is—indicated for the treatment of pre/perimenopausal or

postmenopausal women, with hormone receptor (HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative locally advanced or metastatic breast cancer, as initial endocrine-based
therapy; or

fulvestrant for the treatment of men and postmenopausal women with HR-positive, HER2-negative

advanced or metastatic breast cancer, as initial endocrine-based therapy or following disease

progression on endocrine therapy.
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4.2 Posology and method of administration

Kisqgali should be used together with 2.5 mg letrozole or another non-steroidal aromatase inhibitor or
with 500 mg fulvestrant.

When Kisqali is used in combination with a non-steroidal aromatase inhibitor, the non steroidal
aromatase inhibitor should be taken orally once daily continuously throughout the 28-day cycle. Please
refer to the Prescribing information of the non-steroidal aromatase inhibitor for additional details.

When Kisqali is used in combination with fulvestrant, fulvestrant is administered intramuscularly on
days 1, 15 and 29, and once monthly thereafter. Please refer to the Prescribing information of
fulvestrant for additional details.

Treatment of pre- and perimenopausal women with the approved Kisgali combinations should also
include an LHRH agonist in accordance with local clinical practice.

QT interval prolongation

In study E2301 (MONALEESA-7), a QTcF interval increase >60 msec from baseline was observed in
14/87 (16.1%) patients receiving Kisqali plus tamoxifen and in 18/245 (7.3%) patients receiving
Kisgali plus a non-steroidal aromatase inhibitor (NSAI). Kisqali is not recommended to be used in
combination with tamoxifen (see sections 4.8 and 5.1).

Appropriate monitoring of serum electrolytes (including potassium, calcium, phosphorus and
magnesium) should be performed before initiating treatment, at the beginning of the first 6 cycles and
then as clinically indicated. Any abnormality should be corrected before initiating treatment with
Kisqgali and during treatment with Kisgali.

Women of childbearing potential

Women of childbearing potential should be advised to use an effective method of contraception while
taking Kisgali and for at least 21 days after the last dose (see section 4.6).
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45 Interaction with other medicinal products and other forms of interaction

| Patients should be instructed to avoid pemegranates-er-pomegranate-juice-and-grapefruit or grapefruit

juice. These are known to inhibit cytochrome CYP3A4 enzymes and may increase the exposure to
ribociclib.

Substances that may have plasma concentrations altered by Kisgali

Drug-drug interaction between ribociclib and anastrozole

Data from a clinical study in patients with breast cancer indicated no clinically relevant drug
interaction between ribociclib and anastrozole following co-administration of these medicinal

products.

Drug-drug interaction between ribociclib and fulvestrant

Data from a clinical study in patients with breast cancer indicated no clinically relevant effects of
fulvestrant on ribociclib exposure following co-administration of these medicinal products.

Drug-drug interaction between ribociclib and tamoxifen

Data from a clinical study in patients with breast cancer indicated that tamoxifen exposure was
increased approximately 2-fold following co-administration of ribociclib and tamoxifen.

Drug-drug interactions between ribociclib and oral contraceptives

Drug-drug interaction studies between ribociclib and oral contraceptives have not been conducted (see

section 4.6).

Kisgali is also not recommended to be used in combination with tamoxifen (see sections 4.1, 4.4 and

5.1).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Pregnancy status should be verified prior to starting treatment with Kisqali.

Women of childbearing potential who are receiving Kisgali should use effective contraception (e.g.

Novartis Israel Ltd. FILI TR e ——
36 Shaham St., Kiryat Matalon, Petach-Tikva
P.O.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

MPN-nns v N°p 36 anw '
49250 mpn-nns 7759 7.0
03-9229230 :0p2 03-9201111 11970
Page 3 of 16



) NOVARTIS

double-barrier contraception) during therapy and for at least 21 days after stopping treatment with
Kisgali.

Pregnancy

There are no adequate and well-controlled studies in pregnant women. Based on findings in animals,
ribociclib can cause foetal harm when administered to a pregnant woman (see section 5.3). Kisqali is
not recommended during pregnancy and in women of childbearing potential not using contraception.

Breast-feeding

It is not known if ribociclib is present in human milk. There are no data on the effects of ribociclib on
the breast-fed infant or the effects of ribociclib on milk production. Ribociclib and its metabolites
readily passed into the milk of lactating rats. Patients receiving Kisgali should not breast-feed for at
least 21 days after the last dose.

Fertility

There are no clinical data available regarding effects of ribociclib on fertility. Based on animal studies,

ribociclib may |mpa|r fertility i in males of reproductlve potential (see section 5 3).

4.7  Effects on ability to drive and use machines

Kisgali may have minor influence on the ability to drive and use machines. Patients should be advised
| to be cautious when driving or using machines in case they experience fatigue, dizziness or vertigo
during treatment with Kisgali (see section 4.8).

4.8 Undesirable effects

The most common ADRs and the most common grade 3/4 ADRs (reported at a frequency >20% and

>2%, respectively) in the pooled dataset for which the frequency for Kisgali plus letrezele-any

combination exceeds the frequency for placebo plus any combinationletrezele were infections

neutropenia, leukopenia, headache, cough, backpain;-nausea, fatigue, diarrhoea, vomiting,
constipation, alopecia and rash, and infections, neutropenia, leukopenia, anaemia, abnormal liver

function tests, lymphopenia, hypophosphataemia; and vomiting;-rausea;-fatigue-and-back-pain;
respectively.
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Table 6 Adverse drug reactions observed in the three phase 111 clinical stuehystudies

Adverse drug reaction Frequency
Infections and infestations

- —
Infections?® Very common

Blood and lymphatic system disorders

Neutropenia, leukopenia, anaemia;-hmphopenia
Lymphopenia, Fthrombocytopenia, febrile neutropenia

Very common
Common

Metabolism and nutrition disorders

Decreased appetite
Hypocalcaemia, hypokalaemia, hypophosphataemia

Very common
Common

Nervous system disorders

Headache, insemniadizziness

Very common

Vertigo Common

Eye disorders

Lacrimation increased, dry eye | Common
Cardiac disorders

Syncope | Common
Respiratory, thoracic and mediastinal disorders

Dyspnoea, cough Very common
moants Cosnnes

Gastrointestinal disorders

Nausea, diarrhoea, vomiting, constipation, stomatitis, abdominal pain2

Very common

Dysgeusia, dyspepsia Common
Hepatobiliary disorders
Hepatotoxicity*Hepatotoxicity® | Common

Skin and subcutaneous tissue disorders

Alopecia, rash?rash?, pruritus
Erythema, dry skin, vitiligo

Very common
Common

Musculoskeletal and connective tissue disorders

Back pain

| Very common

Novartis Israel Ltd.
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General disorders and administration site conditions

Fatigue, peripheral oedema, asthenia, pyrexia Very common
Dry mouth, oropharyngeal pain Common
Investigations
Abnormal liver function teststests® Very common
Blood creatinine increased, weight-decreased-electrocardiogram QT

Common
prolonged

Infections: urinary tract infections, respiratory tract infections, gastroenteritis, sepsis (<1%).

2 Abdominal pain: abdominal pain, abdominal pain upper.

% Hepatotoxicity: hepatocellular injury, drug-induced liver injury (<1%), hepatotoxicity, hepatic failure
{single-nen-fatal-case)-autoimmune hepatitis (single case).

*Rash: rash, rash maculopapular, rash pruritic.

°> Abnormal liver function tests: ALT increased, AST increased, blood bilirubin increased.

Hepatobiliary toxicity

In the phase 11 clinical studystudies, hepatobiliary toxicity events occurred in a higher proportion of
patients in the riboeiehb-Kisgali plus fetrozele-any combination arms compared with the placebo plus
any combinationtetrozele arms (24-023.2% versus 4£3-616.5%, respectively), with more grade 3/4
adverse events reported in the patients treated with riboeiclib-Kisgali plus any combinationletrozele
(11.4% versus 3-65.4%, respectively). Increases in transaminases were observed. Grade 3 or 4
increases in ALT (£0-29.7% versus 4:21.5%) and AST (6:96.7% versus +:52.1%) were reported in the
riboeichib-Kisgali and placebo arms, respectively. Concurrent elevations in ALT or AST greater than
three times the upper limit of normal and total bilirubin greater than two times the upper limit of
normal, with normal alkaline phosphatase, in the absence of cholestasis occurred in 6 patients

(4 patients in Study A2301 [MONALEESA-2], whose levels recovered to normal within 154 days and
2 patients in Study F2301 [MONALEESA-3], whose levels recovered to normal in 121 and 532 days,

respectively, after dlscontlnuatlon of Kisgali). There Were no such cases reported in Studv E2301
(MONALEESA 7) 4-{1-2% A

Dose interruptions and/or adjustments due to hepatotebiliary toxicity events were reported in 810.4%
of ribeeichib-Kisqali plus letrozele-any combination treated patients, primarily due to ALT increased
(5-#6.9%) and/or AST increased (4-56.1%). Discontinuation of treatment with Kisgali plus letrozele
any combination due to abnormal liver function tests or hepatotoxicity occurred in 3-82.3% and 0.64%
of patients respectively (see sections 4.2 and 4.4).

In the phase 11 clinical stugy-studiesand-a-phase-tb-study-with-ribociclib-plusletrozole-treatment;
83.82% (3189/37107) of grade 3 or 4 ALT or AST elevation events occurred within the first 6 months

of treatment. Among the patients who had grade 3 or 4 ALT/AST elevation, the median time to onset
was 5785 days for the ribeeielib-Kisqgali plus letrezeleany combination treatment-grouparms. The
median time to resolution (to normalisation or grade <2) was 24-22 days in the riboeiehb-Kisqali plus
letrezele-any combination armsgreup.

QT prolongation

In study E2301 (MONALEESA-7), the observed mean QTcF increase from baseline was
approximately 10 msec higher in the tamoxifen plus placebo subgroup compared with the NSAI plus
placebo subgroup, suggesting that tamoxifen alone had a QTcF prolongation effect which can
contribute to the QTcF values observed in the Kisqali plus tamoxifen group. In the placebo arm, a
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QTcF interval increase of >60 msec from baseline occurred in 6/90 (6.7%) patients receiving
tamoxifen and in no patients receiving a NSAI (see section 5.2). A QTcF interval increase of

>60 msec from baseline was observed in 14/87 (16.1%) patients receiving Kisgali plus tamoxifen and
in 18/245 (7.3%) patients receiving Kisqali plus a NSAI. Kisgali is not recommended to be used in
combination with tamoxifen (see section 5.1).

In the phase I11 clinical stuehy-studies 758.4% of patients in the ribeeiehb-Kisgali plus aromatase
inhibitor or fulvestrantletrezele arms and 2-43.2% in the placebo plus aromatase inhibitor or
fulvestrantletrezele arms had at least one event of QT interval prolongation (including ECG QT
prolonged and syncope). Review of ECG data{average-of-triphicate} showed 14 patients (61.3%) had
>500 msec post-baseline QTcF value, and 59 patients (2+#5.6%) had a >60 msec increase from
baseline in QTcF intervals. There were no reported cases of torsade de pointes. Dose
interruptions/adjustments were reported in 8-:92.3% of ribeeiclib-Kisgali plus non-steroidal aromatase
inhibitor or fulvestrantletrozele treated patients due to electrocardiogram QT prolonged and syncope.

A-The eentral-analysis of ECG data-{average-oftriphicate)} showed 11-52 patients (3:-34.9%) and

11 patients (6-31.4%) with at least one >480 msec post-baseline QTcF for the ribeeiekib-Kisgali plus
non-steroidal aromatase inhibitor or fulvestrantietrezele arms and the placebo plus non-steroidal
aromatase inhibitor or fulvestrantletrozele arms, respectively. Amongst the patients who had QTcF
prolongation >480 msec, the median time to onset was 15 days regardless of the combination and
these changes were reversible with dose interruption and/or dose reduction (see sections 4.2, 4.4 and
5.2).

4.9 Overdose

There is only limited experience with are-ro-known-reported cases of overdosage with Kisqali. In the
event of an overdose, symptoms such as nausea and vomiting may occur. In addition, haematological
(e.g. neutropenia, thrombocytopenia) toxicity and possible QTc prolongation may occur. General
supportive care should be initiated in all cases of overdosage as necessary.

5.1 Pharmacodynamic properties

In vivo studies using patient-derived oestrogen_receptor-positive breast cancer xenograft model
combinations of ribociclib and antioestrogens (i.e. letrozole) resulted in superior tumour growth
inhibition with sustained tumour regression and delayed tumour regrowth after stopping dosing
compared to each substance alone. Additionally, in vivo antitumour activity of ribociclib in
combination with fulvestrant was assessed in immune-deficient mice bearing the ZR751 ER+ human
breast cancer xenografts and the combination with fulvestrant resulted in complete tumour growth
inhibition.

Study CLEEO11E2301 (MONALEESA-7)

Kisgali was evaluated in a randomised, double-blind, placebo-controlled, multicentre phase 11 clinical
study in the treatment of pre- and perimenopausal women with hormone receptor-positive,
HERZ2-negative advanced breast cancer in combination with a NSAI or tamoxifen plus goserelin
versus placebo in combination with a NSAI or tamoxifen plus goserelin. Patients in MONALEESA-7
had not received prior endocrine treatment in the advanced breast cancer setting.
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A total of 672 patients were randomised in a 1:1 ratio to receive either Kisgali 600 mg plus
NSAl/tamoxifen plus goserelin (n=335) or placebo plus NSAl/tamoxifen plus goserelin (n=337),
stratified according to: the presence of liver and/or lung metastases (Yes [n=344 (51.2%)] versus No
[n=328 (48.8%)]), prior chemotherapy for advanced disease (Yes [n=120 (17.9%)] versus No [n=552
(82.1%)]), and endocrine combination partner (NSAI and goserelin [n=493 (73.4%)] versus tamoxifen
and goserelin [n=179 (26.6%)]). Demographics and baseline disease characteristics were balanced and
comparable between study arms. Kisqali was given orally at a dose of 600 mg daily for 21 consecutive
days followed by 7 days off treatment in combination with NSAI (letrozole 2.5 mg or anastrozole

1 mq) or tamoxifen (20 mg) orally once daily for 28 days, and goserelin (3.6 mg) subcutaneously
every 28 days, until disease progression or unacceptable toxicity. Patients were not allowed to cross
over from placebo to Kisgali during the study or after disease progression. Switching the endocrine
combination partners was also not permitted.

Patients enrolled in this study had a median age of 44 years (range 25 to 58) and 27.7% of patients
were younger than 40 years old. The majority of patients included were Caucasian (57.7%), Asian
(29.5%) or Black (2.8%) and nearly all patients (99.0%) had a baseline ECOG performance status of 0
or 1. Prior to study entry, of these 672 patients, 14% of patients had received prior chemotherapy for
metastatic disease, 32.6% of patients had received chemotherapy in the adjuvant and 18.0% in the
neoadjuvant setting; 39.6% had received endocrine therapy in the adjuvant setting and 0.7% in the
neoadjuvant setting. In study E2301 40.2% of patients had de novo metastatic disease, 23.7% had
bone-only disease, and 56.7% had visceral disease.

The study met the primary endpoint at the primary analysis conducted after 318 progression-free
survival (PFS) events based on the investigator assessment using RECIST v1.1 criteria in the full
analysis set (all randomised patients). The primary efficacy results were supported by PFS results
based on blinded independent central radiological assessment. The median follow-up time at the time
of primary PFS analysis was 19.2 months.

In the overall study population, the efficacy results demonstrated a statistically significant
improvement in PFS in patients receiving Kisgali plus NSAl/tamoxifen plus goserelin compared to
patients receiving placebo plus NSAl/tamoxifen plus goserelin (hazard ratio of 0.553, 95% CI: 0.441,
0.694, one-sided stratified log-rank test p-value 9.83x10®) with clinically meaningful treatment effect.
Median PFS was 23.8 months (95% CI: 19.2, NE) for Kisgali plus NSAl/tamoxifen plus goserelin
treated patients and 13.0 months (95% ClI: 11.0, 16.4) for patients receiving placebo plus
NSAIl/tamoxifen plus goserelin.

Distribution of PFS is summarised in the Kaplan-Meier curve for PFS in Figure 2.
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Figure 2 MONALEESA-7 - Kaplan-Meier plot of PES in overall population
based on investigator assessment
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The results for PES based on the blinded independent central radiological assessment of a randomly
selected subset of approximately 40% of randomised patients were supportive of the primary efficacy
results based on the investigator’s assessment (hazard ratio of 0.427; 95% CI: 0.288. 0.633).

At the time of the primary PFS analysis overall survival data were not mature with 89 (13%) of deaths
(HR 0. 916 [95% CI: 0.601, 1.396]).

Overall response rate (ORR) per investigator assessment based on RECIST v1.1 was higher in the
Kisgali arm (40.9%; 95% CI: 35.6, 46.2) compared to the placebo arm (29.7%; 95% CI: 24.8, 34.6,
p=0.00098). The observed clinical benefit rate (CBR) was higher in Kisgali arm (79.1%; 95% CI:
74.8:83.5) compared to placebo arm (69.7%; 95% Cl: 64.8:74.6, p=0.002).

In the pre-specified subgroup analysis of 495 patients who had received Kisgali or placebo in
combination with NSAI plus goserelin, the median PFS was 27.5 months (95% CI: 19.1, NE) in the
Kisgali plus NSAI subgroup and 13.8 months (95% CI: 12.6, 17.4) in the placebo plus NSAI subgroup
[HR: 0.569; 95% CI: 0.436, 0.743]. Efficacy results are summarised in Table 9 and the Kaplan-Meier
curves for PFS are provided in Figure 3.
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Table 9 MONALEESA-7 - Efficacy results (PES) in patients who received NSAI

Kisgali plus NSAI Placebo plus NSAI
plus goserelin plus goserelin
N=248 N=247
Progression free survival®
Median PFS [months] (95% CI) 27.5(19.1, NE) 13.8 (12.6 — 17.4)
Hazard ratio (95% CI) 0.569 (0.436, 0.743)
Cl=confidence interval; N=number of patients; NE = Not estimable.
@ _ PFS based on investigator radiological assessment

Figure3 MONALEESA-7 — Kaplan-Meier plot of PES based on investigator assessment in

patients who received NSAI
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Efficacy results for overall response rate (ORR) and clinical benefit rate (CBR) per investigator

assessment based on RECIST v1.1 are provided in Table 10.
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Table 10 MONALEESA-7 - Efficacy results (ORR, CBR) based on investigator assessment in

patients who received NSAI

Analysis Kisqgali plus NSAI plus Placebo plus NSAI plus
goserelin goserelin
(%, 95% CI) (%, 95% CI)
Full analysis set N=248 N=247

Overall response rate (ORR)?

39.1 (33.0, 45.2)

29.1 (23.5, 34.8)

Clinical benefit rate (CBR)

80.2 (75.3, 85.2)

67.2 (61.4, 73.1)

Patients with

measurable

disease

N=192

N=199

Overall response rate?

50.5 (43.4, 57.6)

36.2 (29.5, 42.9)

Clinical benefit rate®

81.8 (76.3, 87.2)

63.8 (57.1, 70.5)

Novartis Israel Ltd.
36 Shaham St., Kiryat Matalon, Petach-Tikva
P.O.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

20ORR: proportion of patients with complete response + partial response
PCBR: proportion of patients with complete response + partial response + (stable disease or
non-complete response/Non-progressive disease >24 weeks)

Results in the Kisgali plus NSAI subgroup were consistent across subgroups of age, race, prior
adjuvant/ neoadjuvant chemotherapy or hormonal therapies, liver and/or lung involvement and
bone-only metastatic disease.

Study CLEE011F2301 (MONALEESA-3)

Kisgali was evaluated in a randomised double-blind, placebo-controlled, multicentre phase 11l clinical
study in the treatment of men and postmenopausal women with hormone receptor-positive,
HER2-negative advanced breast cancer who had received no or only one line of prior endocrine
treatment, in combination with fulvestrant versus fulvestrant alone.

A total of 726 female patients were randomised in a 2:1 ratio to receive either Kisgali 600 mg and
fulvestrant (n=484) or placebo and fulvestrant (n=242), stratified according to the presence of liver
and/or lung metastases (Yes [n= 351 (48.3%)] versus No [n=375 (51.7%)]) and according to prior
endocrine therapy (A [n=354 (48.8%)] versus B [n=372 (51.2%)]). Demographics and baseline disease
characteristics were balanced and comparable between study arms. Kisgali 600 mg or placebo were
given orally daily for 21 consecutive days followed by 7 days off treatment in combination with
fulvestrant 500 mg intramuscularly once daily on Days 1 and 15 in Cycle 1 and Day 1 of each
subseguent 28-day cycle. Patients were not allowed to cross over from placebo to Kisgali during the
study or after disease progression.

Patients enrolled in this study had a median age of 63 years (range 31 to 89). 46.7% of patients were of
age 65 years and older, including 13.8% patients of age 75 years and older. The patients included were
Caucasian (85.3%), Asian (8.7%) or Black (0.7%) and nearly all patients (99.7%) had an ECOG
performance status of 0 or 1. First and second line patients were enrolled in this study (of whom
19.1% had de novo metastatic disease). Prior to study entry 42.7% of patients had received
chemotherapy in the adjuvant and 13.1% in the neoadjuvant setting, while 58.5% had received
endocrine therapy in the adjuvant and 1.4% in the neoadjuvant setting and 21% had received prior
endocrine therapy in the advanced breast cancer setting. In study F2301 21.2% had bone-only disease
and 60.5% had visceral disease.

The study met the primary endpoint at the primary analysis conducted after 361 progression-free
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survival (PES) events based on the investigator assessment and using RECIST v1.1 criteria in the full
analysis set (all randomised patients). The primary efficacy results were supported by PFS results
based on blinded independent central radiological assessment. The median follow-up time at the time
of primary PFS analysis was 20.4 months.

The primary efficacy results demonstrated a statistically significant improvement in PFS in patients
receiving Kisgali plus fulvestrant compared to patients receiving placebo plus fulvestrant in the full
analysis set (hazard ratio of 0.593, 95% CI: 0.480, 0.732, one-sided stratified log-rank test p-value
4.1x107"), with an estimated 41% reduction in relative risk of progression or death in favour of the
Kisgali plus fulvestrant arm.

Median PFS was 20.5 months (95% CI: 18.5, 23.5) for Kisgali plus fulvestrant treated patients and
12.8 months (95% CI: 10.9, 16.3) for patients receiving placebo plus fulvestrant.

Distribution of PES is summarised in Table 11 and in the Kaplan-Meier curve for PES in Figure 4.

Table 11  MONALEESA-3 - Efficacy results (PES) based on investigator radiological

assessment
Kisgali plus fulvestrant Placebo plus fulvestrant
N=484 N=242
Progression free survival
Median PFS [months] (95% CI) | 20.5 (18.5 — 23.5) | 12.8 (10.9 — 16.3)
Hazard ratio (95% CI) 0.593 (0.480 to0 0.732)
p-value? 0.0000410

Cl=confidence interval; N=number of patients; NE = Not estimable.
2 p-value is obtained from the one-sided stratified log-rank test.
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Figure4 MONALEESA-3 — Kaplan-Meier plot of PES based on investigator assessment

1004
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a0 Placebo+Fulvestrant (N=242)

B0

40 No of events
Ribociclib+Fulvestrant: 210, Placebo+Fulvestrant: 151
Hazard Ratio = 0.593
95% CI [0.480, 0.732]

207 Kaplan-Meier median
Ribociclib: 20.5 months
Placebo: 12.8 months

04 Log rank p-value = 4.10*107(-7)

Event-free probability (%)

T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26

. . i Time (Months)
Number of patients still at risk

Time (months) 0 2 4 6 8 10 12 14 16 18 20 22 24 26
Ribociclib+ Fulvestrant 484 403 365 347 324 305 282 259 235 155 78 52 13 0
Placebo+Fulvestrant 242 185 168 156 144 134 1186 1086 95 53 27 14 4 0

The results for PES based on the blinded independent central radiological assessment of a randomly
selected subset of approximately 40% of randomised patients were supportive of the primary efficacy
results based on the investigator’s assessment (hazard ratio of 0.492: 95% CI: 0.345, 0.703).

At the time of the primary PFES analysis, overall survival data were not mature with 120 (16.5%)
deaths (HR 0.670; [95%CI: 0.465, 0.964)].

Efficacy results for overall response rate (ORR) and clinical benefit rate (CBR) per investigator
assessment based on RECIST v1.1 are provided in Table 12.

Table 12 MONALEESA-3 - Efficacy results (ORR, CBR) based on investigator assessment

Analysis Kisgali plus fulvestrant Placebo plus fulvestrant
(%, 95% CI) (%, 95% CI)

Full analysis set N=484 N=242

Overall response rate (ORR)? 32.4 (28.3, 36.6) 21.5(16.3, 26.7)

Clinical benefit rate (CBR)® 70.2 (66.2, 74.3) 62.8 (56.7, 68.9)

Patients with measurable | N=379 N=181

disease

Overall response rate? 40.9 (35.9, 45.8) 28.7 (22.1, 35.3)

Clinical benefit rate? 69.4 (64.8, 74.0). 59.7 (52.5, 66.8)

20ORR: proportion of patients with complete response + partial response

®CBR: proportion of patients with complete response + partial response + (stable disease or

non-complete response/Non-progressive disease >24 weeks)

Novartis Israel Ltd.
36 Shaham St., Kiryat Matalon, Petach-Tikva - |
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In the subgroup of patients who were treatment-naive in the metastatic/advanced disease setting, the
hazard ratio was of 0.577 (95% CI: 0.415, 0.802), with a median PFS not reached in the Kisgali arm
and 18.3 months (95% Cl: 14.8, 23.1) in the placebo arm.

In the subgroup of patients who had received up to one line of treatment for metastatic/advanced
disease, the hazard ratio was of 0.565 (95% CI: 0.428, 0.744), with a median PFS of 14.6 months
(95% CI: 12.5, 18.5) and 9.1 months (95% CI: 6.1, 11.1) in the Kisgali and placebo arms, respectively.
Within this subgroup, the hazard ratio for the second line patients who had received prior endocrine
therapy in the advanced breast cancer setting was 0.539 (95% CI: 0.333, 0.873), with a median PFS of
18.8 months (95% CI: 12.5, NE) and 11.4 months (95% CI: 3.7, 16.3) in the Kisgali and placebo arms,

respectively.

Hazard ratios based on pre-specified subgroup analysis of the patients treated with Kisgali plus
fulvestrant showed consistent benefit across different subgroups including age, prior treatment (early
or advanced), prior adjuvant/neoadjuvant chemotherapy or hormonal therapies, liver and/or lung
involvement and bone-only metastatic disease.

Elderly patients
Of all patients who received Kisgali in studies MONALEESA-2 and MONALEESA-3, representative

proportions of patients were >65 years and >75 years of age (see section 5.1). No overall differences in
safety or effectiveness of Kisqgali were observed between these patients and younger patients (see

section 4.2).

5.3 Preclinical safety data

Reproductive toxicity/Fertility

Ribociclib showed foetotoxicity and teratogenicity at doses which did not show maternal toxicity in
the rats or rabbits. Following prenatal exposure, increased incidences of post-implantation loss and
reduced foetal weights were observed in rats and ribociclib was teratogenic in rabbits at exposures
lower than or 1.5 times the exposure in humans, respectively, at the highest recommended dose of
600 mg/day based on AUC.

Ribeciclib-has-not-been-evaluated-infertility-studies. In a fertility study in female rats, ribociclib did

not affect reproductive function, fertility or early embryonic development at any dose up to
300 mg/kg/day (which is likely at an exposure lower than or equal to patients’ clinical exposure at the
highest recommended dose of 600 mg/day based on AUC).

Ribociclib has not been evaluated in male fertility studies. However, atrophic changes in testes were
reported ehronic-toxicity-studies-in rats and dogs toxicity studies at exposures that were less than or
equal to human exposure at the highest recommended dallv dose of 600 mg/day based on AUC
ation. These effects can be linked to
a dlrect anti- prollferatlve effects on the testicular germ ceIIs resultmg in atrophy of the seminiferous
tubules.

A"pa bRWS ooYNaN
MPN-nns v N°p 36 anw '
49250 mpn-nns 7759 7.0

03-9229230 :0p5 03-9201111 950

Page 14 of 16



Novartis Israel Ltd.
36 Shaham St., Kiryat Matalon, Petach-Tikva
P.0.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

) NOVARTIS

X7 17y

‘TN 172 NINION — NOOIN
AR — VOPL NP'NN
AINX2 WATIN VOV — NINNNN

109990 NN Y .1

: DY POWA NVY B NTYVN YoPDIP
DY ,72Y¥9N D7) INND IN 1IYNN 2212 ,72YNN 92) 19Y DIV SINVS M PNITVD NI INUMIN YN @
2o OPINESYE-BY-3Ywa HER2-Y nyoowy  HR-5 nyarnn o077 N DTPn0n »mIpn TV )00
INYRTIMIPITIN NPV, 35PNHVS
095w, HR-Y 021010 N7 IN DTPNN TV VID OY 12¥101 D2 INND DXYHA) D22 VIIVDONNY e
IPIPITIN D190 DY NYNNN MNTPNN INNI INONYNIIPIPITIN 91905 HER2-5

NN VIOV 19D .2

295301 02199 !
.18 975 NNNN D NANMY DYTDY2 D1VY YD 1IN IR LRFLUAT PR

NYNNIN P2 MANH/NVEPRIVIN !

DON BN IN NMINRY NNPY BN ,HNPIY HAR OX TOVU NPV IN RDNIY 2990 ,29P 0P DIVIY ADNNN HNNY 2aY
NYOVNT 19IN DY WAWND MDY 11 INKRND ,NNTN 2901 BWND XYY MM Y515 MINN MNIN NNPY ANYY
SANPIIY NN ON ThPHNA SOPDIP HY

JTUN VIV DIDVY NADIN NN L IDOPINL e

L2SDPIZNIDNN L PI¥NINI,PSNDPITDOPN ,PYINIINIHY ,PIIMININID NI, MPOVPDOVIN e
MR PNDPIINAT

STNPNI . MINK MNIN DY DT MNIN DR NN IR MOYND NOVY HPOP
TYN 1VID2 DI19VY NWHYNT NADN NN DRIV

191) NN VIOV !
DYDY NON OUPDIPA NDVN TONNI-BIHIEIN MPDITUN 21 NNV IN-BHIIN NPDIDUN DIOND PN
SOV DTN DI OOPDIP DY MNIN NN MOYND TN OPDIP HY PIAN 1IN NN NIYY

APIM PN !
e e e

RRaTani PiRlARRPIPAVAIP) DMIVOND DINDN IV TN NPT IOV NN

W0

M2YY THO9Y NPNN 92 DYOIN DN DN .92y YD 1919y 10NN T9NNAOYPDIPI WRNWND PN
SYNNN : 9) £°958 NYIN IYNNPNI WHNWND-LS 79DV OHPDIP DY 190N 99 1YYV PN NPT
NOYIN DN OIRY .ONINNRD NINND INND D3> 21 NN YIPDP 3 (M9)79NTY DYTNP 1N 2190 NY1IN

.95 NYIN IYNNND NMIWIN DY

DIPOIPAAVA-RTARAINI-IIIUPIA-RPTIVPAT PI-TIU-NIR

A"pa bRWS ooYNaN
mPN-nns Pun NP 36 anw 'nn
49250 mpn-nnd 7759 7.0

03-9229230 :0p5 03-9201111 950

Page 15 of 16



) NOVARTIS

PN
DNINND DIND INKY D 21 NN OPOIP 2207 PN

1903 YINIYI 1NN ¢
| IN PN JITA AP NPND FHEYY 129 . nwvinn NNNIND ,MMYD DN DDY YHPDIPA NIV
WPOIPA DIPVLN TONNI MNINI VIV

MNNY MY .4

seeee

020 NPNY BMIVY NIN) MINIHN) DIN NN NIIWI IR W INIP 71200 2D I8P OY 9N DINdT - @
9)9) MNYOV 1PN (DN 12DN NPNY 717 IWN DTN NN DI - DT NN DY

seeee

MODI NPIYAN INND MYIN

GRE9MB 0 VIN 10 TIN0 1 -0 13722 7129010) 1IN TNV
(DOWIN 95772 DN DNPD) DIN NI NV IND e
(YNYN 771 HESFOINY DNINI0) NMOM NANID MNYN e

N NNNINDSFPANS e

WY e

2SRRI VIN 10 TIND 1 7Y 17112919) SINOY

DN NIV, oV DD | DIVWIV) NINPD 122N NV IAND e
PARDVIA)

ANABDIPT e

IURIAPY e

o

(»VIY) DNWVIND e

VDY e

[APYP2I02))) WD YANYTIN @

vDNe e

WPIIN) PV IAND @

7292 DOW)
.D"ND>MY D1'NY D'901 D'I'Y 07710 DI7VN L,7'W7 0II9NT7 qona

D727 [N"1, NIXNAN TIWN TNRAY NISINNN 1ARN DI0ND7 IN7W1 [DX71 X9N7 DIVN
.DIYMN 7u27 N9 'T-7V D09 TIN

,N>N1]
[*70"2 MY
nimn nnpN

Novartis Israel Ltd. FILI TR e ——
36 Shaham St., Kiryat Matalon, Petach-Tikva
P.O.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

MpPN-nns 112un NP 36 anw '
49250 mpn-nno 7759 1.0
03-9229230 :0p2 03-9201111 11970
Page 16 of 16



