Amlstill atrisk?

-
Despite treatment with adjuvant ET, patients with stage II/1ll HR+/HER2- early breast
cancer remain at risk of recurrence with incurable metastatic disease—even if they have
no or low nodal involvement.™*

Use the checklist below for a detailed assessment of your patient’s individual
risk of recurrence that can help guide your treatment approach.

HR+/HER2- EARLY BREAST CANCERRISK FACTOR CHECKLIST®
Learn more about

Patient name the risk of recurrence
in early breast cancer

Clinical factors

ANATOMIC STAGE HISTOLOGICAL GRADE TUMORSIZE NODAL STATUS Ki-67 SCORE

Indications
KISQALI is indicated in combination with an
r Grade 1 [— <2cm [— NO (no nodes) aromatase inhibitor for the adjuvant treatment

of adults with hormone receptor (HR)-positive,
r Stage Il [— N1 (1-3 nodes) [— <20% human epidermal growth factor receptor 2
r Grade 2 [— 2-<5cm ‘ (HER2)-negative stage Il and lll early breast

[_ Stage I ) [— N2 (4-9 nodes) [— ~20% cancer (eBC) at high risk of recurrence.

[— Grade 3 [— >5¢cm SELECT IMPORTANT SAFETY INFORMATION
’ ' [— N3 (10+ nodes) Warnings and precautions for KISQALI include
interstitial lung disease/pneumonitis, severe
cutaneous adverse reactions, QT interval
prolongation, increased QT prolongation with
concomitant use of tamoxifen, hepatotoxicity,

r Oncotype DX® [— Prosigna® PAM50 [— MammaPrint® [— EndoPredict® neutropenia, and embryo-fetal toxicity.
Please see additional Important Safety
Information throughout and for

r Low/intermediate risk [— High risk full Prescribing Information for KISQALI.

ET, endocrine therapy; HER2-, human epidermal growth
factor receptor 2-negative; HR+, hormone receptor-positive;

Consider using a tool such as iPredict™ or RSCIlin® to help assess these factors in the aggregate. N nodal status.

Genomic profile score from an appropriate test

Genomic risk score

Patient age and menopausal status may also impact selection and interpretation of genomic profile assessment.®

In the NATALEE trial, eligible stages and nodal status included anatomic stage group IIB-lll, or anatomic stage group IIA that is either node ®
positive, or node negative with histologic grade 3, or histologic grade 2 with Ki-67 220% and/or high risk by gene signature testing.® K I S QA L I

This information is intended for reference only. Novartis does not endorse the use of any specific test or tool to help determine risk of . . . 200 mg
recurrence, and there may be additional tests or tools available. Il b OCIC U tablets
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Indications

KISQALI is indicated in combination with an aromatase inhibitor for the adjuvant treatment of adults with hormone receptor (HR)-positive, human epidermal
growth factor receptor 2 (HER2)-negative stage Il and Ill early breast cancer (eBC) at high risk of recurrence.

IMPORTANT SAFETY INFORMATION

Interstitial lung disease/pneumonitis. Severe, life-threatening, or fatal interstitial lung disease (ILD) and/or pneumonitis can occur in patients treated with
KISQALI and other CDK4/6 inhibitors.
In patients with eBC (NATALEE) who received 400 mg KISQALI plus a nonsteroidal aromatase inhibitor (NSAI), 1.5% of patients had ILD/pneumonitis
(grade 1/2).
Monitor patients for pulmonary symptoms indicative of ILD/pneumonitis, which may include hypoxia, cough, and dyspnea. In patients who have new or
worsening respiratory symptoms suspected to be due to ILD or pneumonitis, interrupt KISQALI immediately and evaluate the patient. Permanently discontinue
KISQALI in patients with severe ILD/pneumonitis or any recurrent symptomatic ILD/pneumonitis.
Severe cutaneous adverse reactions. Severe cutaneous adverse reactions (SCARs), including Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis
(TEN), and drug-induced hypersensitivity syndrome (DiHS)/drug reaction with eosinophilia and systemic symptoms (DRESS) can occur in patients treated with
KISQALI.
If signs or symptoms of SCARs occur, interrupt KISQALI until the etiology of the reaction has been determined. Early consultation with a dermatologist is
recommended to ensure greater diagnostic accuracy and appropriate management.
If SJS, TEN, or DiHS/DRESS is confirmed, permanently discontinue KISQALI. Do not reintroduce KISQALI in patients who have experienced SCARs or other
life-threatening cutaneous reactions during KISQALI treatment.
QT interval prolongation. KISQALI has been shown to prolong the QT interval in a concentration-dependent manner.
Avoid KISQALI in patients who are at significant risk of developing torsades de pointes (TdP), including those with:
» congenital long QT syndrome;
+ uncontrolled or significant cardiac disease, recent myocardial infarction, heart failure, unstable angina, bradyarrhythmias, uncontrolled hypertension,

high degree atrioventricular block, severe aortic stenosis, or uncontrolled hypothyroidism;
+ electrolyte abnormalities;
» taking drugs known to prolong QT interval and/or strong CYP3A inhibitors as this may lead to prolongation of the QTcF interval.
Based on the observed QT prolongation during treatment, KISQALI may require dose interruption, reduction, or discontinuation.

In patients with eBC (NATALEE) who received 400 mg KISQALI plus NSAI, 8 out of 2494 patients (0.3%) had > 500 ms post-baseline QTcF interval value and 50 out of
2494 patients (2%) had > 60 ms QTcF increase from baseline. QTcF prolongation was reversible with dose interruption. The majority of QTcF prolongation occurred
within the first 4 weeks of KISQALI. There were no reported cases of torsades de pointes.

Perform electrocardiogram (ECG) in all patients prior to starting KISQALLI. Initiate treatment with KISQALI only in patients with QTcF values <450 ms. Repeat ECG at
approximately Day 14 of the first cycle and as clinically indicated.

Monitor serum electrolytes (including potassium, calcium, phosphorus and magnesium) prior to the initiation of KISQALI, at the beginning of the first 6 cycles, and as
clinically indicated. Correct any abnormality before starting KISQALI.

Please see additional Important Safety Information throughout and for full Prescribing Information for KISQALI.
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IMPORTANT SAFETY INFORMATION (continued)

Increased QT prolongation with concomitant use of tamoxifen. KISQALI is not indicated for concomitant use with tamoxifen. Avoid use of tamoxifen with KISQALL. In

MONALEESA-7, the observed mean QTcF increase from baseline was >10 ms higher in the tamoxifen + placebo subgroup compared with the nonsteroidal aromatase

inhibitor (NSAI) + placebo subgroup. In the placebo arm, an increase of >60 ms from baseline occurred in 6/90 (7%) of patients receiving tamoxifen, and in no patients
receiving an NSAI. An increase of >60 ms from baseline in the QTcF interval was observed in 14/87 (16%) of patients in the KISQALI and tamoxifen combination and in
18/245 (7%) of patients receiving KISQALI plus an NSAI.

Hepatotoxicity. In patients with eBC, drug-induced liver injury and increases in transaminases occurred with KISQALI.

In patients with eBC (NATALEE) treated with KISQALI, drug-induced liver injury was reported in 9 patients (0.4%), of which 5 were grade =3 and 8 had resolved as of the
data cutoff. There were 8 (0.3%) clinically confirmed Hy's Law cases (including 4 out of 9 drug-induced liver injury mentioned above), 6 of which had resolved within
303 days and 2 were resolving, all after discontinuation of KISQALI. Grade 3/4 increases in alanine aminotransferase (ALT) and aspartate aminotransferase (AST)
occurred in 8% and 4.7%, respectively, and grade 4 increases in ALT (1.5%) and AST (0.8%).

Perform liver function tests (LFTs) before initiating KISQALI. Monitor LFTs every 2 weeks for the first 2 cycles, at the beginning of each of the subsequent 4 cycles, and
as clinically indicated. Based on the severity of the transaminase elevations, KISQALI may require dose interruption, reduction, or discontinuation.

Neutropenia. KISQALI causes concentration-dependent neutropenia. In patients with eBC (NATALEE) who received KISQALI plus NSAI, 94%, including 45% of grade
3/4, had a decrease in neutrophil counts (based on laboratory findings), 63% had an adverse drug reaction of neutropenia, and 0.3% had febrile neutropenia. The
median time to grade =2 neutropenia was 18 days. The median time to resolution of grade =3 neutropenia to grade <3 was 10 days. Treatment discontinuation due to
neutropenia was required in 1.1% of patients.

Perform complete blood count (CBC) before initiating therapy with KISQALI. Monitor CBC every 2 weeks for the first 2 cycles, at the beginning of each of the
subsequent 4 cycles, and as clinically indicated. Based on the severity of the neutropenia, KISQALI may require dose interruption, reduction, or discontinuation.

Embryo-fetal toxicity. Based on findings from animal studies and the mechanism of action, KISQALI can cause fetal harm when administered to a pregnant woman.
Advise pregnant women of the potential risk to a fetus. Advise women of reproductive potential to use effective contraception during therapy with KISQALI and for at
least 3 weeks after the last dose.

Adverse reactions. Most common (incidence 220%) adverse reactions include infections, nausea, headache, and fatigue.

Laboratory abnormalities. In a clinical trial of patients with early breast cancer, the most common laboratory abnormalities reported in the KISQALI arm (all grades,
pooled incidence >20%) were lymphocytes decreased, leukocyte decreased, neutrophil decreased, hemoglobin decreased, alanine aminotransferase increased,
aspartate aminotransferase increased, creatinine increased, and platelets decreased.

References: 1. Slamon DJ, Fasching PA, Hurvitz S, et al. Rationale and trial design of NATALEE: a phase lll trial of adjuvant ribociclib + endocrine therapy versus endocrine therapy alone in patients with
HR+/HER2- early breast cancer. Ther Adv Med Oncol. 2023;15:1-16. doi:10.1177/17588359231178125 2. Mayer EL, Dueck AC, Martin M, et al. Palbociclib with adjuvant endocrine therapy in early breast
cancer (PALLAS): interim analysis of a multicentre, open-label, randomised, phase 3 study. Lancet Oncol. 2021;22(2):212-222. doi:10.1016/S1470-2045(20)30642-2 3. Johnston SRD, Toi M, O’Shaughnessy J,
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therapy at 5 years. N Engl J Med. 2017;377(19)(suppl):1836-1846. doi:10.1056/NEJMoa1701830 5. Amin MB, Edge SB, Greene FL, et al, eds; American Joint Committee on Cancer. AJCC Cancer Staging
Manual. 8th ed. Springer International Publishing; 2017. 6. Kisqali. Prescribing information. Novartis Pharmaceuticals Corp.

Please see additional Important Safety Information throughout and for full Prescribing Information for KISQALI.
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