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Tasigna 150 mg and 200 mg are indicated for:
Treatment of adult patients with newly diagnosed Philadelphia chromosome positive chronic
myelogenous leukemia in chronic phase.

Tasigna 200 mg only is indicated for:

Treatment of Philadelphia chromosome positive chronic myeloid leukaemia (Ph+ CML) in chronic or
accelerated phase in patients resistant to or experiencing significant toxicity during treatment with
imatinib.
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pregnancy unless the clinical condition of the woman requires treatment with nilotinib. If it is used
during pregnancy, the patient must be informed of the potential risk to the foetus.

If a woman who is being treated with nilotinib is considering pregnancy, treatment discontinuation
may be considered based on the eligibility criteria for discontinuing treatment as described in
sections 4.2 and 4.4. There is a limited amount of data on pregnancies in patients while attempting
treatment-free remission (TFR). If pregnancy is planned during the TFR phase, the patient must be
informed of a potential need to re-initiate nilotinib treatment during pregnancy (see sections 4.2 and
4.4).

Breast-feeding

It is unknown whether nilotinib is excreted in human milk. Available toxicological data in animals
have shown excretion of nilotinib in milk (see section 5.3). Since a risk to the newborns/infants cannot
be excluded, women should not breast-feed during Tasigna treatment and for 2 weeks after the last
dose.

Fertility

Animal studies did not show an effect on fertility in male and female rats (see section 5.3).

4.7  Effects on ability to drive and use machines

Tasigna has no or negligible influence on the ability to drive and use machines. However, it is
recommended that patients experiencing dizziness, fatigue, visual impairment or other undesirable

effects with a potential impact on the ability to drive or use machines safely should refrain from these
activities as long as the undesirable effects persist (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety profile is based on pooled data from 3,422 patients treated with Tasigna in 13 clinical
studies in the approved indications: adults and-paediatriec patients with newly diagnosed Philadelphia
chromosome positive chronic myelogenous leukaemia (CML) in the chronic phase (5 clinical studies
with 2,414 patients), adult patients with chronic phase and accelerated phase Philadelphia
chromosome positive CML with resistance or intolerance to prior therapy including imatinib

(6 clinical studies with 939 patients). These pooled data represents 9,039.34 patient-years of exposure

The safety profile of nilotinib is consistent across indications.

The most common adverse reactions (incidence >15%) from the pooled safety data were: rash
26.4%). upper respiratory tract infection (including pharyngitis, nasopharyngitis, rhinitis) (24.8%

headache (21.9%), hyperbilirubinaemia (including blood bilirubin increased) (18.6%), arthralgia

(15.8%), fatigue (15.4%). nausea (16.8%), pruritus (16.7%) and thrombocytopenia (16.4%).
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Adverse reactions from clinical studies and post-marketing reports (Table 2) are listed by MedDRA
system organ class and frequency category. Frequency categories are defined using the following
convention: very common (>1/10); common (>1/100 to <1/10): uncommon (>1/1,000 to <1/100): rare|
(>1/10.000 to <1/1,000); very rare (<1/10.000): not known (cannot be estimated from the available
data).

Nausea Very 14 <+ | Very 20 <t <} <t
common contmon
Constipation Commen 10 0 Very 12 <t <} 0
COMMon
Diarrhoca Common 9 <t | Very 1+ 2 2 <t
T
Vomiting Common 6 9 Mery +o <t <t 9
S
Upper Very 10 + Common 5 =+ <t o
el
Abdominal pain | Common 6 9 Common 6 2 <t =t
e e E 9 e 3 9 9 &
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Rash A d 33 <t | Very 2% + 2 9
T common

S Very g =+ | Very 24 <t =} 0
common e

Alopecia Very 10 9 Common 9 [ 9 0
OO

B e gL 9 Common 5 4 0 o

Fevthema Common 3 9 Common 5 <t <} 0

Myalgia Very 10 <t [ Mery 10 <+ <t <t
i e

Muselespasts | Contmeon 9 9 Common 8 <t <t 9

Arthralgia Common 8 =1 | Comnmen 7 <t + 9

et Common 4 9 Common 6 =+ <t Y

Per-in Commen 5 =} | Commen 5 <t <} =}

Table 32  Adverse_drug reactions in-adultpatients-in-Fasigna-clinical studies (<5%-of-all

patients)
Infections and infestations
Very common upper respiratory tract infection (including pharyngitis, nasopharyngitis,
rhinitis)
Common: Folliculitis,

wpperrespirator-trachitechon-trcludine-phasneitis:
nasepharyngitis; rhinitis), bronchitis, candidiasis (including oral candidiasis)

pneumonia, gastroenteritis , Urinary tract infection,

Uncommon: I e e bl L T VTS
infection, candidiasis (candida infection)-{ineludingoral-candidiasis) anal

abscess, furuncle, sepsis, subcutaneous abscess, tinea pedis

Notknown:

L

Rare hepatitis B reactivation

Neoplasms benign, malignant and unspecified (including cysts and polyps)

CemmenUncommon: | Skin papilloma

Notknown:Rare: Oral papilloma, paraproteinaemia { Formatted: Left
7/
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Blood and lymphatic

system disorders

Very common:

Anaemia, thrombocytopenia,

Common: Leukopenia, leukocytosis, eesinophilia;-febrileneutropenia;paneytopenia;
}ymphepenia, thrombocythaemia

Uncommon: ThrembeeythaemialeukoeytosisEosinophilia, febrile neutropenia
lymphopenia, pancytopenia.

Immune system disorders

Not Hypersensitivity

knewn:Uncommon:

Endocrine disorders

Common: Hypothyroidism

Uncommon: Hyperthyroidism, hypethyreidism

Netknown:Rare: Hyperparathyroidism secondary, thyroiditis

Metabolism and nutrition disorders

Common: Electrolyte imbalance (1nc1ud1ng hypomagnesacmla hyperkalaemia, !
hypokalaemia, hyponatraemia, decreased-appetite;-hypocalcaemia, |
hypercalcaemia, hyperphosphataemia), diabetes mellitus, hyperglycaemia,
hypercholesterolaemia, hyperlipidaemia, hypertriglyceridaemia decreased
appetite, hypophosphataemia (including blood phosphorus decreased), gout,
Hyperuricaemia.

Uncommon: Dehydration, increased appetite, gout-dyslipidaemia, hypoglycaemia

Neotknown:Rare: Hyperuricaemiahypoglyeaemiaappetite disorder, tumour lysis syndrome

Psychiatric disorders

Common:

Depression, insomnia, anxiety

Uncommon

Amnesia, confusional state, disorientation

Notknown:Rare:

Disorientation. contusional state. amncesia. dysphoria

Nervous system disorders

Very common:

Headache

Common:

Dizziness, peripheralnenrepathy-hypoaesthesia, paraesthesia, migraine

Uncommon:

Cerebrovascular accident ., fintracranial/cerebral haemorrhage, ischaemic
stroke, transient ischaemic attack, cerebral infarction, migraine, loss of
consciousness (including syncope), tremor, disturbance in attention,
hyperaesthesia, dysaesthesia, lethargy, peripheral neuropathy. restless legs
syndrome, facial paralysis

Notknown:Rare:

Cerebrovaseular-aceident, brain-Brain oedema, optic neuritis, tethargy;
dysaesthesiarestlesslesssyndromebasilar artery stenosis

Eye disorders

Common:

B e o
conjunetivitisConjunctivitis, dry eye (including xerophthalmia), eye irritation
hyperaemia (scleral, conjunctival, ocular), vision blurred

Uncommon:

Visual impairment, vision-blurred;-conjunctival haemorrhage, visual acuity

reduced, eyelid oedema, blepharitis, photopsia, hyperaemia{seleral;
conjunetival-eenlary-eyeirritation conjunctivitis allergic, diplopia, eye

haemorrhage, eye pain, eye pruritus, eye swelling, ocular surface disease,
periorbital oedema, photophobia

Neotknown:Rare:

Papilloedema, chorioretinopathy, diplepia;-photophebia; eye-sweling

Ear and labyrinth disorders

Common: Vertigo, ear pain, tinnitus
Not Hearing impaired (hypoacusis); earpain;-tinnitas
knewn:Uncommon:
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Cardiac disorders

Common:

Angina pectoris, arrhythmia (including atroventricular block, cardiac flutter,
extrasystoles, tachycardia, atrial fibrillation, ventricular extrasystoles,
bradycardia), palpitations, electrocardiogram QT prolonged, eardiaefatture®,
myoecardiabinfaretion coronary artery disease

Uncommon: Myocardial infarction, cardiac failure, Cerenary-artery-disease; cardiac
murmur, pericardial effusion, diastolic dysfunction, left bundle branch block,
eyanesis pericarditis

Rare: Cyanosis, ejection fraction decreased

Not known: Ventrlcular dysfunction, ;

Vascular disorders

Common:

Hypertension, flushing, peripheral-artery-stenosis peripheral arterial occlusivel
disease

Uncommon: Hypertensive crisis, peripheral-arterial-ocelusive-disease; intermittent
claudication, peripheral artery stenosis, arterial-stenosistHmb;-haematoma,
arteriosclerosis, hypotension, thrombosis

Netknown:Rare: Shock haemorrhagic, hypetension-thrembesis_ arterial stenosis limb

Respiratory, thoracic

and mediastinal disorders

Very common: Cough

Common: Dyspnoea, dyspnoea exertional, epistaxis,-cough;-dysphenia oropharyngeal
pain

Uncommon: Pulmonary oedema, pleural effusion, interstitial lung disease, pleuritic pain,
pleurisy, pharyngoelaryngeal pain,-throat irritation, dysphonia, Pulmonary
hypertension wheezing

S e ]

Rare: Pharyngolaryngeal pain

Gastrointestinal disorders

Very common

Nausea, upper abdominal pain, constipation, diarrhoea, vomiting

Common:

Pancreatitis, abdominal discomfort, abdominal distension, dysgeusia;
flatulence, abdominal pain, dyspepsia, gastritis, gastroesophageal reflux
haemorrhoids, stomatitis

Uncommon:

Gastrointestinal haemorrhage, melaena, mouth ulceration, gastreesephageal
refhax;-stomatitis; oesophageal pain, dry mouth, gastritis;-sensitivity of teeth
(hyperaesthesia teeth), dysgeusia, enterocolitis, gastric ulcer, gingivitis, hiatug
hernia, rectal haemorrhage

Notknown:Rare:

Gastrointestinal ulcer perforation, retroperitoneal haemorrhage, haematemesig,
g&St—H%H—lG%POBSOphagItIS ulcerative, subileus, enterecelitis;- haemerrhoids;
hiatushernia; reetal-haemorrhage; sinsivitis

Hepatobiliary disorders

Very common:

Hyperbilirubinaemia (including blood bilirubin increased)

Common: Hepatic function abnormal
Uncommon: Hepatotoxicity, toxic hepatitis, jaundice, cholestasis, hepatomegaly

L)
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Skin and subcutaneous tissue disorders

Very common:

Rash, pruritus, alopecia I

Common:

Night sweats, eczema, urticaria, erythema, hyperhidrosis, contusion, acne,
dermatitis (including allergic, exfoliative and acneiform), dry skin

Uncommon:

Exfoliative rash, drug eruption, skin pain, ecchymosis, swelling face, blister,
dermal cysts, erythema nodosum, hyperkeratosis, petechiae, photosensitivity,
psoriasis, skin discolouration, skin exfoliation, skin hyperpigmentation, skin

hypertrophy, skin ulcer.

Notknown:Rare:

Erythema multiforme, erythema-nodesum;-skinuleer-palmar-plantar

erythrodysaesthesia syndrome, petechiaephotosensitivityblister-dermal
c—y—s&s—sebaceous hyperplas1a skln atrophy, skin-diseolouration—skin

Musculoskeletal and connective tissue disorders

Very common:

Myalgia, arthralgia, back pain, pain in extremity

Common: Musculoskeletal chest pain, musculoskeletal pain, back-pain;flank-pain;neck|
pain, muscular weakness, muscle spasms, bone pain
Uncommon: Musculoskeletal stiffness, joint swelling, arthritis, flank pain,

Renal and urinary disorders

Common: Pollakiuria, renal-failure® dysuria

Uncommon: Dysuria;-micturition-Micturition urgency, nocturia, chromaturia, haematuria,
renal failure, urinary incontinence

Not known: Hacmaturia, urinary incontinenee, chromaturia

Reproductive system

and breast disorders

Common

Erectile dysfunction, menorrhagia

Uncommon:

Breast pain, gynaeccomastia, ereetie-dystunetion nipple swelling

Notknown:Rare:

e
Breast induration, menorrhagia;

. .

General disorders and administration site conditions

Very common

Fatigue, pyrexia

Common: Chest pain (including non-cardiac chest pain), pain, pyrexia, chest discomfort
malaise, asthenia and oedema peripheral, chills, influenza-like illness

Uncommon: Face oedema, gravitational oedema, influenza-tike-ilness;ehills;-feeling body
temperature change (including feeling hot, feeling cold), localised oedema

Rare: Sudden death

Investigations

Very common:

Alanine aminotransferase increased, aspartate-aminotransterase-inereased;
llpase mcreased hpepm%e%ehelesterel—@ﬂelu&ﬂﬁeﬂ%deﬁ%aﬁd%agh

ShAs)

Common:

Haemoglobin decreased, blood amylase increased, aspartate aminotransferase
increased, blood alkaline phosphatase increased, gamma-glutamyltransferase
increased, blood creatlmne phosphoklnase 1ncreased welght decreased,
weight increased, ased elevated
creatinine, total cholesterol mcreased

Uncommon:

Blood lactate dehydrogenase increased, bloed-ghicose-deereased;-blood urea

increased. blood bilirubin unconjugated increased. blood parathyroid hormon¢
increased, blood triglycerides increased, globulins decreased. lipoprotein
cholesterol (including low density and high density) increased, troponin
increased

Notknown:Rare

> blood-bilirubinuneonjugated-inereased-Blood glucose

decreased, blood msulm decreased blood msulm increased, insulin C-peptide
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5.1 _Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, BCR-ABL tyrosine kinase inhibitors pretein
Kinase-inhibiters, ATC code: LO1EA(03L04XEQS
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