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Posology and
Children and adolescents Children and adolescents method of
Safety and efficacy in children and adolescents Clinical studies have not been conducted in administration
below the age of 18 has not been established. children and adolescents. Therefore its use in
Therefore its use in paediatric patients is not paediatric patients is not recommended due to a
recommended due to a lack of data on safety and lack of data on safety and efficacy.
efficacy.
In patients with newly diagnosed Ph+ CML- Newly diagnosed Ph+ CML-CP Undesirable effects
CP
Pleura.l and pericardial effusions, regardlqss of Pleural and pericardial effusions occurred in
causah‘Fy, occurre.d n 1% and <1% ofpatlents., 1% of patients receiving TASIGNA 300 mg
respectively, receiving TASIGNA 300 mg twice | twice daily. Gastrointestinal haemorrhage
daily. Gastromtestmal h.emorrhage, regardlf:.ss of | was reported in 2.5% of these patients.
causality, was reported in 2.5% of these patients.
QTCcF increase from baseline that exceeds 60 QTcF increase from baseline that exceeds 60
msec was observed in 4 patients while on study | msec was observed in 3 patients while on
(one in the 300 mg twice daily treatment group | study (one in the 300 mg twice daily
and three in the 400 mg twice daily treatment treatment group and two in the 400 mg twice
group). daily treatment group).
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In the nilotinib 300 mg twice daily group,
hematologic ADRs include myelosuppression:
thrombocytopenia (18%), neutropenia (15%), and
anemia (7%). See Table 3 for grade 3/4 laboratory
abnormalities.

Discontinuation due to adverse events regardless
of causality was observed in 10% of patients.

Most Frequently Reported Adverse Drug
Reactions

Table 2 Most Frequently Reported
Non-hematologic Adverse Drug Reactions

(>5% in any TASIGNA Group)
GNNNN 2 NADIA 2 NIV INT NIN

Kdditional Data from Clinical Trials

Infections and Infestations: Common:
folliculitis, upper respiratory tract infection
(including pharyngitis, nasopharyngitis, rhinitis).
Uncommon. pneumonia, bronchitis, urinary tract
infection, herpes virus infection, candidiasis
(including oral candidiasis), gastroenteritis.
Unknown frequency: sepsis, subcutaneous
abscess, anal abscess, furuncle, tinea pedis.

Neoplasms Benign, Malignant and
Unspecified: Common: skin papilloma.
Unknown frequency: oral papilloma,
paraproteinemia.

In the nilotinib 300 mg twice daily group,
haematologic ADRs include
myelosuppression: thrombocytopenia (17%),
neutropenia (15%), and anaemia (7%). See
Table 3 for grade 3/4 laboratory
abnormalities.

Discontinuation due to adverse events
regardless of causality was observed in 7% of
patients.

Most Frequently Reported Adverse Drug
Reactions

Table 2 Most Frequently Reported

Non-haematologic Adverse Drug

Reactions (=5% in any TASIGNA Group)
98NN 1 NavI 2 1YL N NIN

Kdditional Data from Clinical Trials

Infections and Infestations: Common:
folliculitis. Uncommon: pneumonia,
bronchitis, urinary tract infection, herpes
virus infection, candidiasis (including oral
candidiasis), gastroenteritis, upper respiratory
tract infection (including pharyngitis,
nasopharyngitis, rhinitis), Unknown
frequency: sepsis, subcutaneous abscess, anal
abscess, furuncle, tinea pedis.

Neoplasms Benign, Malignant and
Unspecified: Common: skin papilloma.
Unknown frequency: oral papilloma.
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Immune System Disorders: Unknown
[frequency: hypersensitivity.

Metabolism and Nutrition Disorders: Very
Common: hypophosphatemia (including blood
phosphorus decreased). Common: electrolyte
imbalance (including hypomagnesemia,
hyperkalemia, hypokalemia, hyponatremia,
hypocalcemia, hypercalcemia,
hyperphosphatemia), diabetes mellitus,
hyperglycemia, hypercholesterolemia,
hyperlipidemia. Uncommon: gout, dehydration,
increased appetite. Unknown frequency:
hyperuricemia, hypoglycemia, dyslipidemia.

Eye Disorders: Common: eye hemorrhage,
periorbital edema, eye pruritus, conjunctivitis,
dry eye (including xerophthalmia). Uncommon:
vision impairment, vision blurred, visual acuity
reduced, eyelid edema, photopsia, hypernemia
(scleral, conjuctival, ocular), eye irritation,
conjunctival hemorrhage. Unknown frequency:
papilloedema, diplopia, photophobia, eye
swelling, blepharitis, eye pain,
chorioretinopathy, conjunctivitis allergic, ocular
surface disease.

Vascular Disorders: Common: hypertension,
flushing. Uncommon: hypertensive crisis,
peripheral arterial occlusive disease, hematoma.
Unknown frequency: shock hemorrhagic,
hypotension, thrombosis, arteriosclerosis.
Respiratory, Thoracic and Mediastinal

Metabolism and Nutrition Disorders:
Common: electrolyte imbalance (including
hypomagnesaemia, hyperkalaemia,
hypokalaemia, hyponatraemia,
hypocalcaemia, hypophosphataemia,
hypercalcaemia, hyperphosphataemia),
diabetes mellitus, hyperglycaemia,
hypercholesterolaemia, hyperlipidaemia,
decreased appetite. Uncommon: dehydration,
increased appetite. Unknown frequency:
hyperuricemia, gout, hypoglycemia,
dyslipidemia.

Eye Disorders: Common: eye haemorrhage,
periorbital oedema, eye pruritus,
conjunctivitis, dry eye. Uncommon: vision
impairment, vision blurred, visual acuity
reduced, eyelid oedema, photopsia,
hyperanemia (scleral, conjuctival, ocular),
eye irritation. Unknown frequency:
papilloedema, diplopia, photophobia, eye
swelling, blepharitis, eye pain,
chorioretinopathy, conjunctival haemorrhage,
conjunctivitis allergic, ocular surface disease.

Vascular Disorders: Common:
hypertension, flushing. Uncommon:
hypertensive crisis, peripheral arterial
occlusive disease, haematoma. Unknown
frequency: shock haemorrhagic, hypotension,
thrombosis.
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Disorders: Common: dyspnea, dyspnea Respiratory, Thoracic and Mediastinal
exertional, epistaxis, cough, dysphonia. Disorders: Common. dyspnoea, dyspnoea
Uncommon: pulmonary edema, pleural effusion, | exertional, epistaxis, cough, dysphonia.
interstitial lung disease, pleuritic pain, pleurisy, | Uncommon: pulmonary oedema, pleural
pharyngolaryngeal pain, throat irritation. effusion, interstitial lung disease, pleuritic
Unknown frequency: pulmonary hypertension, pain, pleurisy, pharyngolaryngeal pain, throat
wheezing, oropharyngeal pain. irritation. Unknown frequency: pulmonary

hypertension, wheezing.

Gastrointestinal Disorders: Common: Gastrointestinal Disorders: Common:
pancreatitis, abdominal discomfort, abdominal pancreatitis, abdominal discomfort,
distension, dyspepsia, dysgeusia, flatulence. abdominal distension, dyspepsia, dysgeusia,
Uncommon: gastrointestinal hemorrhage, flatulence. Uncommon: gastrointestinal
melena, mouth ulceration, gastroesophageal haemorrhage, melaena, mouth ulceration,
reflux, stomatitis, esophageal pain, dry mouth, gastroesophageal reflux, stomatitis,
sensitivity of teeth,. Unknown frequency: oesophageal pain, dry mouth, dysgeusia,.
gastrointestinal ulcer perforation, retroperitoneal | Unknown frequency: gastrointestinal ulcer
hemorrhage, haematemesis, gastric ulcer, perforation, retroperitoneal haemorrhage,
esophagitis ulcerative, subileus, gastritis, haematemesis, gastric ulcer, oesophagitis
enterocolitis, hemorrhoids, hiatus hernia, rectal | ulcerative, subileus, gastritis, enterocolitis,
hemorrhage, gingivitis. haemorrhoids, hiatus hernia, rectal

haemorrhage, sensitivity of teeth, gingivitis.

Hepatobiliary Disorders: Very Common: Hepatobiliary Disorders: Common: hepatic
hyperbilirubinemia (including blood bilirubin function abnormal. Uncommon:

increased). Common: hepatic function abnormal. | hepatotoxicity, hepatitis, jaundice. Unknown
Uncommon: hepatotoxicity, toxic hepatitis, frequency: cholestasis, hepatomegaly.
jaundice. Unknown frequency: cholestasis,

hepatomegaly.

i ) . Skin and Subcutaneous Tissue Disorders:
Skin and Subcutaneous Tissue Disorders: Common: night sweats, eczema, urticaria
Common: night sweats, eczema, urticaria, erythema, hyperhidrosis, contusion, acne,
erythen.le‘l, h.yperhl.dros1s, contusion, acne, dermatitis (including allergic and acneiform),
dermatitis (including allergic, exfoliative and dry skin. Uncommon: exfoliative rash, drug
acneiform), dry §l<1n. U'ncomm'on: exfohatw.e eruption, pain of skin, ecchymosis, swelling
rash, drug eruption, pain of skin, ecchymosis, face. Unknown frequency: erythema

swelling face. Unknown frequency: psoriasis, moltiforme, erythema nodosum, skin ulcer,
TAS SPI APR12 MoH V6 4 02032012
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erythema moltiforme, erythema nodosum, skin
ulcer, palmar-plantar erythrodysesthesia
syndrome, petechiae, photosensitivity, blister,
dermal cyst, sebaceous hyperplasia, skin atrophy,
skin discoloration, skin exfoliation, skin
hyperpigmentation, skin hypertrophy,
hyperkeratosis.

Musculoskeletal and Connective Tissue
Disorders: Common: musculoskeletal chest
pain, musculoskeletal pain, back pain, neck pain,
flank pain. Uncommon: musculoskeletal
stiffness, muscular weakness, joint swelling.
Unknown frequency: arthritis.

Investigations: Very Common: alanine
aminotransferase increased, aspartate
aminotransferase increased, lipase increased.
Common: hemoglobin decreased, blood amylase
increased, gamma-glutamyltransferase increased,
blood creatinine phosphokinase increased, blood
alkaline phosphatase increased, weight
decreased, weight increased. Uncommon: blood
lactate dehydrogenase increased, blood urea
increased, globulins decreased. Unknown
frequency: troponin increased, blood bilirubin
unconjugated increased, blood insulin increased,
blood insulin decreased, insulin C-peptide
decreased, lipoprotein increased (including very
low density and high density), blood parathyroid
hormone increased.

Laboratories abnormalities

palmar-plantar erythrodysaesthesia
syndrome, petechiae, photosensitivity, blister,
dermal cyst, sebaceous hyperplasia, skin
atrophy, skin discolouration, skin exfoliation,
skin hyperpigmentation, skin hypertrophy.

Musculoskeletal and Connective Tissue
Disorders: Common: musculoskeletal chest
pain, musculoskeletal pain, flank pain.
Uncommon. musculoskeletal stiffness,
muscular weakness, joint swelling. Unknown
frequency: arthritis.

Investigations: Common: haemoglobin
decreased, blood amylase increased, gamma-
glutamyltransferase increased, blood
creatinine phosphokinase increased, blood
alkaline phosphatase increased, weight
decreased, weight increased. Uncommon:
blood lactate dehydrogenase increased, blood
urea increased. Unknown frequency: troponin
increased, blood bilirubin unconjugated
increased, blood insulin increased,
lipoprotein increased (including very low
density and high density), blood parathyroid
hormone increased.

Laboratories abnormalities

Table 3 Grade 3/4 Laboratory Table 3 Grade 3/4 Laboratory
Abnormalities Abnormalities
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Table 2

Most Frequently Reported Non-haematologic Adverse Drug Reactions (=5% in any TASIGNA Group)

Newly Diagnosed Ph+ CML-CP

Resistant or Intolerant Ph+ CML-CP and

TAS SPI APR12 MoH V6
TAS SPL APR12 MoH V5

CML-AP
TASIGNA  TASIGNA IMATINIB  TASIGNA  TASIGNA IMATINIB TASIGNA
300 mg 400 mg 400 mg 300 mg 400 mg 400 mg 400 mg twice daily
twice twice once twice twice once
daily daily daily daily daily daily
ALL GRADES (%) GRADE 3 or 4 (%) ALL GRADE CML-CP CML-AP
GRADES 3/4 (%) GRADE GRADE
(%) 3/4 (%) 3/4 (%)
System Organ Frequency Adver_se N=279 N=277 N=280 N=279 N=277 N=280 N=458 N=458 N=321 N=137
Class Reaction % % % % % %
% % % %
Metabolism and Common Anorexia 2 4 2 0 0 0 7 <1 <1 0
nutrition
disorders
Nervous system Very Headache 14 22 9 1 1 <1 15 1 2 <1
disorders common
Gastrointestinal  Very Nausea 14 21 34 <1 1 0 20 <1 <1 <1
disorders common
Very Constipation 9 6 2 0 <1 0 12 <1 <1 0
common
Very Diarrhoea 8 7 26 <1 0 1 11 2 2 <1
common
Very Vomiting 5 9 18 0 1 0 10 <1 <1 0
Common
Common Abdominal 9 7 6 <1 0 <1 5 <1 <1 0
pain upper
Common Abdominal 6 5 4 0 <1 0 6 <1 <1 <1
pain
Common Dyspepsia 5 5 5 0 0 0 3 0 0 0
Skin and Very Rash 32 37 13 <1 3 2 28 1 2 0
subcutaneous common
tissue disorders Very Pruritus 16 13 6 <1 <1 0 24 <1 <1 0
common
Very Alopecia 9 13 5 0 0 0 9 0 0 0
common
Common Dry Skin 8 10 5 0 0 0 5 0 0 0
Common Erythema 2 6 3 0 0 0 5 <1 <1 0
Musculoskeletal  Very Myalgia 10 1 10 <1 0 0 10 <1 <1 <1
and connective common
tissue disorders  ~ .00 Arthralgia 7 9 8 <1 0 <1 7 <1 | 0
Common Muscle 8 7 27 0 <1 <1 8 <1 <1 0
spasms
Common Bone pain 4 3 0 0 <1 6 <1 <1 0
Common Pain in 5 7 <1 <1 <1 5 <1 <1 <1
02032012
02032012
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Newly Diagnosed Ph+ CML-CP

Resistant or Intolerant Ph+ CML-CP and

CML-AP
TASIGNA  TASIGNA IMATINIB  TASIGNA  TASIGNA  IMATINIB TASIGNA
300 mg 400 mg 400 mg 300 mg 400 mg 400 mg 400 mg twice daily
twice twice once twice twice once
daily daily daily daily daily daily
ALL GRADES (%) GRADE 3 or 4 (%) ALL GRADE CML-CP CML-AP
GRADES 3/4 (%) GRADE GRADE
(%) 3/4 (%) 3/4 (%)
System Organ Frequency Adverse N=279 N=277 N=280 N=279 N=277 N=280 _ _ _ _
Clase Reaction " o " " " " N—;58 N—;58 N=321 N=137
o o % %
extremity
General Very Fatigue 1 9 10 0 <1 <1 17 1 1 <1
disorders and common
af:]ministr_a.tion Common Asthenia 9 5 8 <1 <1 0 6 0 0 0
site conditions
Common Oedema 5 6 15 0 0 0 6 0 0 0
peripheral
Table 3 Grade 3/4 Laboratory Abnormalities
Newly diagnosed Ph+ CML-CP Resistant or intolerant Ph+
TASIGNA 300 TASIGNA 400 IMATINIB CML-CP CML-AP
mg mg 400 mg N=321 N=137
twice daily twice daily once daily
N=279 N=277 N =280
Haematologic Parameters
Myelosuppression
-Neutropenia 12% 10% 21% 31% 42%
-Thrombocytopenia 10% 12% 9% 30% 42%
- 0 0 0
Anaemia - - e 1% 27%
Biochemistry Parameters
-Elevated creatinine 0% 0% <1% 1% <1%
-Elevated lipase 7% 8% 3% 18% 18%
-Elevated SGOT (AST) 1% 3% 1% 3% 2%
-Elevated SGPT (ALT) 4% 9% 3% 4% 4%
-Hypophosphataemia 5% 6% 8% 17% 15%
-Elevated Bilirubin (total) 4% 8% <1% 7% 9%
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Table 2 Most Frequently Reported Non-hematologic Adverse Drug Reactions (=5% in any TASIGNA Group)
Newly Diagnosed Ph+ CML-CP Resistant or Intolerant Ph+ CML-CP and CML-AP
36-month analysis 24-month analysis
TASIGNA | TASIGNA | IMATINIB | TASIGNA | TASIGNA | IMATINIB TASIGNA
300 mg 400 mg 400 mg 300 mg 400 mg 400 mg 400 mg twice daily
twice twice once twice twice once
daily daily daily daily daily daily
ALL GRADES (%) GRADE 3 or 4 (%) ALL GRADE 3/4 (%) CML-CP CML-AP
GRADES GRADE 3/4 GRADE 3/4
(%) (%) (%)
System Organ Frequency Adver.se N=279 N=277 N=280 N=279 N=277 N=280 N=458 N=458 N=321 N=137
Class Reaction % % % % % % " " ” v
Metabolism and | Common Decreased 4 4 3 0 0 0 8 <1 <1 0
nutrition apetite
disorders
Nervous system | Very Headache 15 22 9 1 1 <1 15 1 2 <1
disorders common
Gastrointestinal | Very Nausea 14 21 34 <1 1 0 20 <1 <1 <1
disorders common
Very Constipation 10 7 3 0 <1 0 12 <1 <1 0
common
Very Diarrhea 9 7 30 <1 0 2 11 2 2 <1
common
Very Vomiting 6 9 18 0 1 0 10 <1 <1 0
Common
Common Abdominal 10 8 8 1 0 <1 5 <1 <1 0
pain upper
Common Abdominal 6 5 4 0 <1 0 6 <1 <1 <1
pain
Common Dyspepsia 5 6 5 0 <1 0 3 0 0 0
Skin and Very Rash 33 37 14 <1 3 2 28 1 2 0
subcutaneous common
tissue disorders Very Pruritus 18 14 5 <1 <1 0 24 <1 <1 0
common
Very Alopecia 10 14 5 0 0 0 9 0 0 0
common
Very Dry Skin 9 10 5 0 0 0 5 0 0 0
Common
Common Erythema 2 6 3 0 0 0 5 <1 <1 0
Musculoskeletal | Very Myalgia 10 11 12 <1 <1 =l 10 <1 <1 <1
and connective | common
tissue disorders | ~onon Arthralgia 7 9 8 <1 0 <1 7 <1 1 0
Common Muscle 9 8 29 0 <1 1 8 <1 <1 0
spasms
Common Bone pain 4 5 3 0 <1 <1 6 <1 <1 0
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Newly Diagnosed Ph+ CML-CP Resistant or Intolerant Ph+ CML-CP and CML-AP
36-month analysis 24-month analysis
TASIGNA | TASIGNA | IMATINIB | TASIGNA | TASIGNA | IMATINIB TASIGNA
300 mg 400 mg 400 mg 300 mg 400 mg 400 mg 400 mg twice daily
twice twice once twice twice once
daily daily daily daily daily daily
ALL GRADES (%) GRADE 3 or 4 (%) ALL GRADE 3/4 (%) CML-CP CML-AP
GRADES GRADE 3/4 GRADE 3/4
(%) (%) (%)

System Organ Frequency Adver:se N=279 N=277 N=280 N=279 N=277 N=280 N=458 N=458 N=321 N=137
Class Reaction % % % % % % % % ”% ”%

Common Pain in 5 3 7 <1 <1 <1 5 <1 <1 <1

extremity

General Very Fatigue 1 10 10 0 <1 <1 17 1 1 <1
disorders and common
administration Common Asthenia 9 5 8 <1 <1 0 6 0 0 0
site conditions

Common Edema 5 6 17 <1 0 0 6 0 0 0

peripheral
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Table 3 Grade 3/4 Laboratory Abnormalities

Newly diagnosed Ph+ CML-CP

Resistant or intolerant Ph+

TASIGNA 300 mg TASIGNA 400 mg IMATINIB CML-CP CML-AP
twice daily twice daily 400 mg N=321 N=137
N=279 N=277 once daily
N =280
Haematologic Parameters
Myelosuppression
-Neutropenia 12% 11% 21% 31% 42%
-Thrombocytopenia 10% 12% 9% 30% 42%
-Anaemia 4% 3% 6% 11% 27%
Biochemistry Parameters
-Elevated creatinine 0% 0% <1% 1% <1%
-Elevated lipase 8% 8% 4% 18% 18%
-Elevated SGOT (AST) 1% 3% 1% 3% 2%
-Elevated SGPT (ALT) 4% 9% 3% 4% 4%
-Hypophosphataemia 6% 8% 9% 17% 15%
-Elevated Bilirubin (total) 4% 8% <1% 7% 9%
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