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Glivec is indicated for the treatment of adult patients and children 3 years of age and above with Ph+
chronic myeloid leukaemia (Ph+ -CML) in chronic phase accelerated phase or blast crisis.

Glivec is also indicated for the treatment of adult patients with Kit (CD117) positive unresectable and/or
metastatic malignant gastrointestinal stromal tumours (GIST).

Glivec is also indicated for the treatment of :

Adult patients with newly diagnosed Philadelphia chromosome positive acute lymphoblastic leukemia (Ph+
ALL) integrated with chemotherapy.

Adult patients with relapsed or refractory Ph + ALL as monotherapy.

Adult patients with unresectable dermatofibrosarcoma protuberans (DFSP) and adult patients with
recurrent and/or metastatic DFSP who are not eligible for surgery.

Adult patients with myelodyspiastic/myeloproliferative diseases (MDS/MPD) associated with PDGFR
(platelet derived growth factor receptor ) gene re- arrangements.

Adult patients with hypereosinophilic syndrome (HES) and/or chronic eosinophilic leukaemia (CEL) who
have the FIP1L1- PDGFRalfa fusion kinase (mutational analysis or FISH demonstration for CHIC2 allele
deletion) and for patients with HES and/or CEL who are FIP1L1-PDGFR alfa fusion kinase negative .
Adult patients with aggressive systemic mastocytosis (ASM) without the D816V c-kit mutation .
Adjuvant treatment of adult patients following complete gross resection of Kit (CD117) positive GIST.
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1. NAME OF THE MEDICINAL PRODUCT
Film-coated-tabletsGLIVEC® 100 mg, GLIVEC® ; ©.400 mg
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

GLIVEC® 100 mg
Each film-coated tablet contains 100 ermg imatinib (as mesylate).

GLIVEC® 400 mg

Each film-coated tablet contains 400 mg imatinib (as mesylate).

3. Pharmaceytical-formPHARMACEUTICAL FORM
Film-coated tabletstablet.

GLIVEC® 100 mg film-coated tablets, divisible

Very dark yellow to brownish orange fiim-ceated-tablets-, round, biconvex, film-coated tablet with
wnprint-bevelled edges. Debossed with “NVR” on one side and “SA” and-(score between the letters) on
the other side.

GLIVEC® 400 mg film-coated tablets, not divisible

Very dark yellow to brownish orange, ovaloid, biconvex,film-coated tablet, with beveledbevelled
edges. De-bossed with “NVR” on one side and “SL” on the other side.

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the treatment of patients with
hematelogicathaematological malignancies and malignant sarcomas, as appropriate.

For doses other than 400 mg and 800 mq (see dosage recommendation below) a 100 mq divisible tablet
is available.

For doses of 400 mg and above (see dosage recommendation below) a 400 mq tablet (not divisible) is
available.
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Posology for CML in children

Dosing for children should be on the basis of body surface area (mg/m2). The dose of 340 mg/m? daily
is recommended for children with chronic phase CML and advanced phase CML (not to exceed the
total dose of 600 mg). Treatment can be given as a once daily dose or alternatively the daily dose may
be split into two administrations — one in the morning and one in the evening. The dose
recommendation is currently based on a small number of paediatric patients (see sections 5.1 and 5.2).

FhereGlivec is ne-experience-with-the-treatment-efnot indicated for children belew-2under 3 years of

age.

Posology for SMASM

The recommended dose of Glivec is 400 mg/day for adult patients with SMASM without the D816V
KIT mutation. or mutational status unknown or not responding satisfactorily to other therapies.

For patients with SMASM associated with eosinophilia, a clonal hematelegicalthaematological disease
related to the fusion kinase FIP1L1-PBGFR-alphaPDGFROo, a starting dose of 100 mg/day is
recommended. A-deseDose increase from 100 mg to 400 mg for these patients may be considered in
the absence of adverse drug reactions if assessments demonstrate an insufficient response to therapy.

Posology for HES/CEL
The recommended dose of Glivec is 400 mg/day for adult patients with HES/CEL.

For HES/CEL patients with demonstrated FIP1L1-PDGFR-alpha fusion kinase, a starting dose of

100 mg/day is recommended. A-deseDose increase from 100 mg to 400 mg-fer-these-patients may be
considered in the absence of adverse drug reactions if assessments demonstrate an insufficient response
to therapy.

Dose adjustment for adverse drug-reactions

Dose adjustments for neutropenia and thrombocytopenia:

ASM-associated-with ANGC <10 1—Stop-Glivec unti ANG > 1.5 x10%/L
eesinophilia *H0% and-platelets = 75 x10%/L.
(starting dose 100mg) andfor Resume-treatment with-Glivee-at previous
X10%/L reaction):
ASM associated with ANC<1.0 1. Stop Glivec until ANC > 1.5 x10%/L|
eosinophilia HES/CEL x10%/L| and platelets > 75 x10%/L].
(starting dose 100mg) and/or 2. Resume treatment with Glivec at
platelets < 50 previous dose (i.e. before severe
x10%/L| adverse reaction).
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Chronic phase CML, ANC<1.0 . Stop Glivec until ANC > 1.5 x10%L|
MDS/MPD, ASM; x10%/k| and platelets > 75 x10%/L.
HES/CEL and GIST and/or . Resume treatment with Glivec at
(starting dose 400 mg) platelets < 50 previous dose (i.e. before severe
HES/CEL (at dose 400mq) x10%/%| adverse reaction)

. In the event of recurrence of ANC <
1.0 x10%/L1 and/or platelets < 50
x10%/L, repeat step 1 and resume
Glivec at reduced dose of 300 mg

Paediatric chronic phase ANC<1.0 . Stop Glivec until ANC > 1.5
CML X107kl %10°%L-x10° and platelets > 75 x10%/LI.
(startingat dose 340 mg/m?) | and/or Resume treatment with Glivec at
platelets < 50 previous dose (i.e. before severe
x10%/L| adverse reaction).
In the event of recurrence of ANC <
1.0 x10%/L1 and/or platelets < 50
x10%L, repeat step 1 and resume
Glivec at reduced dose of 260 mg/m?.
Ph+CML.:Accelerated Phase | 2ANC < 0.5 . Check whether- cytopenia is related to
and blast crisis{starting-dose | x10%/L| leukaemia (marrow aspirate or biopsy).
660-mg) and and/or . If cytopenia is unrelated to leukaemia,
Ph+ ALL platelets < 10 reduce dose of Glivec to 400 mg.
(starting dose 600 mg) x10%/k| . If cytopenia persists for 2 weeks,
reduce further to 300 mg.

. If cytopenia persists for 4 weeks and is
still unrelated to leukaemia, stop Glivec
until ANC > 1 x10%L| and platelets >
20 x10%/L1, then resume treatment at
300 mg.

Paediatric use

—'Fhe#e Gllvec is n&e*peﬁene&mnot indicated for children Wlth CML belew—Z—under 3 years of age

For all other indications, Glivec is not indicated for children and adolescents under 18 years old.

The safety and efficacy of imatinib in chlldren Wlth MDS/MPD DFSP, GIST and HES/CEL aged less
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Phototoxicity
Exposure to direct sunlight should be avoided or minimised due to the risk of phototoxicity associated

with imatinib treatment. Patients should be instructed to use measures such as protective clothing and
sunscreen with high sun protection factor (SPF).

Thrombotic microangiopathy
BCR-ABL tyrosine kinase inhibitors (TKIs) have been associated with thrombotic microangiopathy
(TMA), including individual case reports for Glivec (see section 4.8). If laboratory or clinical findings

associated with TMA occur in a patient receiving Glivec, treatment should be discontinued and
thorough evaluation for TMA, including ADAMTS13 activity and anti-ADAMTS13-antibody
determination, should be completed. If anti-ADAMTS13-antibody is elevated in conjunction with low
ADAMTS13 activity, treatment with Glivec should not be resumed.

Paediatric population

There have been case reports of growth retardation occurrlng in chlldren and pre adolescents receiving
imatinib.
unknewn#herefe#e—eleseln an observatlonal studv in the CML paedlatrlc populatlon a statlstlcallv
significant decrease (but of uncertain clinical relevance) in median height standard deviation scores
after 12 and 24 months of treatment was reported in two small subsets irrespective of pubertal status or

gender.

Close monitoring of growth in children under imatinib treatment is recommended (see section 4.8).

4.6—.Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential must be advised to use effective contraception during treatment-- and
for at least 15 days after stopping treatment with Glivec.

Pregnancy

There are limited data on the use of imatinib in pregnant women. There have been post-marketing
reports of spontaneous abortions and infant congenital anomalies from women who have taken Glivec.
Studies in animals have however have-shown reproductive toxicity (see section 5.3) and the potential
risk for the fetusfoetus is unknown.-\ Glivec should not be used during pregnancy unless clearly
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necessary . If it is used during pregnancy, the patient must be informed of the potential risk to the
fetusfoetus.

Breast-feeding

There is limited information on imatinib distribution on human milk.- Studies in two breast-feeding
women revealed that both imatinib and its active metabolite can be distributed into human milk. The
milk plasma ratio studied in a single patient was determined to be 0.5 for imatinib and 0.9 for the
metabolite, suggesting greater distribution of the metabolite into the milk. Considering the combined
concentration of imatinib and ef the metabolite and the maximum daily milk intake by infants the total
exposure would be expected to be low (~10% of a therapeutic dose). However, since the effects of low-
dose exposure of the infant to imatinib are unknown, women taking-tmatintb-should not breast--feed
during treatment and for at least 15 days after stopping treatment with Glivec.

Fertility

In non-clinical studies, the fertility of male and female rats was not affected,although effects on
reproductive parameters were observed (see section 5.3). Studies on patients receiving Glivec and its
effect on fertility and gametogenesis have not been performed. Patients concerned about their fertility
on Glivec treatment should consult with their physician.

When imatinib was combined with high dose chemotherapy in Ph+ ALL patients, transient liver
toxicity in the form of transaminase elevation and hyperbilirubinaemia were observed. Censidering-the

niaran a\ ala aYa iy alkda¥a NOAN

Adverse reactions and their frequencies are reported in Table 1.

Table 1 Tabulated summary of adverse reactions
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Blood and lymphatic system disorders

Rare: Hemolytic-anemiaHaemolytic anaemia, thrombotic
microangiopathy

Not known: Palmoplantar erythrodysesthesia syndrome*, lichenoid keratosis*,
lichen planus*, toxic epidermal necrolysis*, drug rash with
eosinophilia and systemic symptoms (DRESS}*)*,
pseudoporphyria*

Very common: Muscle spasm and cramps, musculoskeletal pain including
myalgiamyalgia®, arthralgia, bone pain-°pain*®

9  Musculoskeletal pain during treatment with imatinib or after discontinuation has been observed in
post-marketing.

Aggressive Systemic Mastocytosis

All aggressive systemic mastocytosis (ASM) patients experienced at least one adverse reaction at some
time. The most frequently reported adverse reactions were diarrhea, nausea, ascites, muscle cramps,
dyspnea, fatigue, peripheral edema, anemia, pruritus, rash, and lower respiratory tract infection. None
of the 5 patients in the Phase 2 study with ASM discontinued Glivec due to drug-related adverse
reactions or abnormal laboratory values.

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
Regulation by using an online form
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https://sideeffects.health.gov.il

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

An observational registry (study L2401) was conducted to collect long-term safety and efficacy data in
patients suffering from myeloproliferative neoplasms with PDGFR- [ rearrangement and who
were treated with Glivec. The 23 patients enrolled in this registry received Glivec at a median
daily dose of 264 mq (range: 100 to 400 mg) for a median duration of 7.2 years (range 0.1 to

12.7 years). Due to the observational nature of this reqgistry, haematologic, cytogenetic and
molecular assessment data were available for 22, 9 and 17 of the 23 enrolled patients,
respectively. When assuming conservatively that patients with missing data were non-responders,
CHR was observed in 20/23 (87%) patients, CCyR in 9/23 (39.1%) patients, and MR in 11/23
(47.8%) patients, respectively. When the response rate is calculated from patients with at least
one valid assessment, the response rate for CHR, CCyR and MR was 20/22 (90.9%), 9/9 (100%)
and 11/17 (64.7%), respectively.

Clinical studies in SMASM

One open-label, multicenter, phase-H-chnicattrial(Phase 2 study-B2225) was conducted testing Glivec
in diverse populations of patients suffering-fromwith life-threatening diseases associated with Abl, Kit

or PDGFR protein tyrosine kinases. This study mcluded 5 patlents with SMreu%e#artetaLe#

185patients-ASM treated;4 W
IheéM—paHemswe#eJeFea%edMﬂ%hQJ-wee with 100 mg to 400 mg of Gllvec dally ilih&agesrei

theseThese 5 patients ranged from 49 to 74 years—A-further-25-patients-with-SM-aged-26-t0-85-years
werereperted-in of age. In addition to these 5 patients. 10 published case reports and case series—Fhese

patients- describe the use of Glivec in 23 additional patients with ASM aged 26 to 85 years who also
recelved Ghveeapdesesreﬁloo mg to 400 mg dm+y—9ﬁhe4et&kpe—p&laﬁe#ef%@paﬂems4reated—ﬁer

wspense{é%%eve#&l#espens&rate)—of Gllvec dally
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Cytogenetic abnormalities were evaluated in 2220 of the 36-28 ASM patients treated +awith Glivec
from the published reports and in the Phase 2 study-B2225.-Eight-eut. Seven of these 2120 patients had
the FIP1L1-PBGFR-alpha-fusienPDGFERafusion kinase- (or CHIC2 deletion). Patients with this
cytogenetic abnormality are-mest-Hkelhy-te-bewere predominantly males and te-havehad eosinophilia
associated with their systemic mast cell disease. Two patients shewedhad a Kit mutation in the juxta
memb#&nemxtamembrane region (one Phe5220ys and one K509I) Sixteen and four patients had

A . 3 akity- g wed-a D816V cKit Kit mutatlon (the

Hterat&rewﬁh%he@%/—%m&aﬂ%&r&not con5|dered sensmve to Gllvec ) one with concomitant
CML

Of the 28 patients treated for ASM, 8 (29%) achieved a complete hematologic response and 9 (32%) a
partial haematologic response (PHR) (61% overall response rate).Median duration of Glivec therapy
for the 5 ASM patients in the Phase 2 study was 13 months (range, 1.4 to 22.3 months) in-the 5-patients
treated-within-study-B2225-and-ranged- and between 1 month and more than 30 months in the
responding patients described in the published medical literature. Resulisare A summary of the
response rates to Glivec in ASM is provided in Table 5. Response durations of literature patients
ranged from 1+ to 30+ months.

Table 5 Response in SMASM
Cytogenetic Number of Complete Partial
abnermalityAbnormality pobosePalle boeseislocieol bosololocient
nts responseHema respoenseHema
N tologic tologic
Response N Response N
% %
FIP1L1-PDGFR-alphafusion 87 87 (100) 0
kinasea Fusion Kinase (or CHIC2
deletionDeletion)
Juxta membrane mutationMutation 2 0 2(100)
Unknown or re-eytogenetic 1615 10 7(44)
abhormahity-detectedNo Cytogenetic
Abnormality Detected
D816V mutatienMutation 4 1%*(25) 0
OveraltotalsTotal 3028 10-(33%)8 (29) 9 (36%)32)

*Patient had concomitant chronic myeloid leukemia (CML) and SM aggressive systemic
mastocytosis ( ASM)

Novartis Israel Ltd. 1732 YN DIV
6 Totzeret Ha'arets St. 6 NIND NININ NI
P.O.B 7126, Tel Aviv, Israel AN 5N 7126 1.0
Tel: 972-3-9201123 Fax: 972-3-9229331 03-9229331 : ops 03-9201123 : padv




U, NOVARTIS

Glivec has not been shown to be effective in patients with less aggressive forms of systemic
mastocytosis (SM). Glivec is therefore not recommended for use in patients with cutaneous
mastocytosis, indolent systemic mastocytosis (smoldering SM or isolated bone marrow mastocytosis),
SM with an associated clonal hematological non-mast cell lineage disease, mast cell leukemia, mast
cell sarcoma or extracutaneous mastocytoma. Patients that harbor the D816V mutation of c-Kit are not
sensitive to Glivec and should not receive Glivec.

Clinical studies in HES/CEL

6. PHARMACEUTICAL PARTICULARS
6.1 _List of excipients

Tablet content:fill: Cellulose microcrystalline, Crospovidone, Hypromellose, Magnesium stearate,
Silica colloidal anhydrous.

Coeating-content:Tablet coating : Hypromellose , Iron oxide, red (E 172), Iron oxide, yellow (E 172),
Macrogol 4000, tale- HypromeHese-Talc,.

6.2 Incompatibilities
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Not applicable
6.3__Shelf life

The expiry date of the product is indicated on the packaging materials.

6.4 Special precautions for storage

Do not store above 30°C. Protect from moisture. Store in the original package.
i bel : | siaht of children.

6.4 5 Nature and contents of container

PVC/PE/PVDC-ALY- or PVC-ALUY blisters

Glivec 100mg film-coated tablets: Packs containing 20 or 60 film-coated tablets

Glivec 400mg film-coated tablets: Packs containing 10 or 30 film-coated tablets
Not all pack sizes may be marketed.

6.56 Special precautions for disposal
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. REGISTRATION HOLDER AND IMPORTER AND ITS ADDRESS

Novartis Israel Ltd., 36-Shacham-St—Petach-TFikvaP.0.B 7126, Tel Aviv.

8. REGISTRATION NUMBER(S)
Glivec 100 mg: 129-91-30789

Glivec 400 mg: 129-92-30790

Revised in May 2021 according to MOHSs quidelines
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