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Hepatic Toxicity
Dose interruption or discontinuation may be
required as described in Table 3.

Hepatic impairment

Patients with hepatic impairment may receive
the recommended starting dose. Caution is
recommended when administering Iclusig to
patients with severe hepatic impairment (see
sections 4.4 and 5.2).

D»P NY

Hepatic impairment

Patients with hepatic impairment may
receive the recommended starting dose.
Caution is recommended when
administering Iclusig to patients with
severe hepatic impairment (see section
5.2).

4.2  Posology
and method of
administration

Vascular occlusion

Arterial and venous thrombosis and
occlusions, including fatal myocardial
infarction, stroke, retinal vascular occlusions
associated in some cases with permanent visual
impairment or vision loss, stenosis of large
arterial vessels of the brain, severe peripheral
vascular disease, renal artery stenosis
(associated with worsening, labile or
treatment-resistant hypertension),and the need
for urgent revascularization procedures have
occurred in Iclusig-treated patients. Patients
with and without cardiovascular risk factors,
including patients age 50 years or younger,
experienced these events. Vascular occlusion
adverse events were more frequent with
increasing age and in patients with prior
history of ischaemia, hypertension, diabetes, or
hyperlipidaemia.

Hypertension

Vascular occlusion

Arterial and venous thrombosis and
occlusions, including fatal myocardial
infarction, stroke, retinal vascular
occlusions associated in some cases with
permanent visual impairment or vision
loss, stenosis of large arterial vessels of
the brain, severe peripheral vascular
disease, and the need for urgent
revascularization procedures have
occurred in Iclusig-treated patients.
Patients with and without cardiovascular
risk factors, including patients age 50
years or younger, experienced these
events. Vascular occlusion adverse
events were more frequent with
increasing age and in patients with prior
history of ischaemia, hypertension,
diabetes, or hyperlipidaemia.

Hypertension

4.4 Special
warnings and
precautions for
use




Hypertension may contribute to risk of arterial
thrombotic events, including renal artery
stenosis.

During Iclusig treatment, blood pressure
should be monitored and managed at each
clinic visit and hypertension should be treated
to normal. Iclusig treatment should be
temporarily interrupted if hypertension is not
medically controlled (see section 4.2).

In the event of significant worsening, labile or
treatment-resistant hypertension, interrupt
treatment and consider evaluating for renal
artery stenosis.

Treatment-emergent hypertension (including
hypertensive crisis) occurred in Iclusig-treated
patients. Patients may require urgent clinical
intervention for hypertension associated with
confusion, headache, chest pain, or shortness
of breath.

Hepatitis B reactivation

Reactivation of hepatitis B in patients who
are chronic carriers of this virus has occurred
after these patients received BCR-ABL
tyrosine kinase inhibitors. Some cases
resulted in acute hepatic failure or fulminant
hepatitis leading to liver transplantation or a
fatal outcome.

Patients should be tested for HBV infection
before initiating treatment with Iclusig.
Experts in liver disease and in the treatment
of hepatitis B should be consulted before
treatment is initiated in patients with positive

hepatitis B serology (including those with
active disease) and for patients who test
positive for HBV infection during treatment.
Carriers of HBV who require treatment with
Iclusig should be closely monitored for signs
and symptoms of active HBV infection
throughout therapy and for several months
following termination of therapy (see section

4.8).

Special populations

Hepatic impairment

Patients with hepatic impairment may receive
the recommended starting dose. Caution is
recommended when administering Iclusig to
patients with severe hepatic impairment (see
sections 4.2 and 5.2).

Hypertension may contribute to risk of
arterial thrombotic events. During
Iclusig treatment, blood pressure should
be monitored and managed at each clinic
visit and hypertension should be treated
to normal. Iclusig treatment should be
temporarily interrupted if hypertension
is not medically controlled (see section
4.2).

Treatment-emergent hypertension
(including hypertensive crisis) occurred
in Iclusig-treated patients. Patients may
require urgent clinical intervention for
hypertension associated with confusion,
headache, chest pain, or shortness of
breath.

DYPNY

Special populations

Hepatic impairment

Patients with hepatic impairment may
receive the recommended starting dose.
Caution is recommended when
administering Iclusig to patients with
severe hepatic impairment (see section
5.2).




Fertility
Fhe-effectof-lclusig-on-male-andfemale
cortilin i I '

No human data on the effect of ponatinib on
fertility are available. In rats, treatment with
ponatinib has shown effects on female fertility
and male fertility was not affected (see section
5.3). The clinical relevance of these findings to
human fertility is unknown.

Fertility
The effect of Iclusig on male and female
fertility is unknown.

4.6 Fertility,
pregnancy
and lactation

153V 2781 1730 2780 4.8 Undesirable
effects

Hepatitis B reactivation has been reported in O»P N Description of
association with BCR-ABL TKIs. Some cases selected adverse
resulted in acute hepatic failure or fulminant reactions
hepatitis leading to liver transplantation or a
fatal outcome (see section 4.4).
Caution is recommended when administering D»P N 5.2Pharmacokin

Iclusig to patients with hepatic impairment
(see sections 4.2 and 4.4).

Iclusig has not been studied at doses above
30 mg in patients with hepatic impairment
(Childs-Pugh Classes A, B & C).

etic properties

Iclusig has been evaluated in safety
pharmacology, repeat-dose toxicity,
genotoxicity, reproductive toxicity, and
phototoxicity and carcinogenicity studies.

In a fertility study in male and female rats,
female fertility parameters were reduced at
dose levels corresponding to human clinical
exposures. Evidence for pre- and post-
implantation loss of embryos was reported in
female rats and ponatinib may therefore impair
female fertility. There were no effects on male
rat fertility parameters. The clinical relevance
of these findings on human fertility is
unknown.

In a two-year carcinogenicity study in male
and female rats, oral administration of
ponatinib at 0.05, 0.1 and 0.2 mg/kg/day in
males and at 0.2 and 0.4 mg/kg/day in females
did not result in any tumorigenic effects. The
0.8 mg/kg/day dose in females resulted in a
plasma exposure level generally lower or
equivalent to the human exposure at the range
of dose from 15 mg to 45 mg daily. A
statistically significant increased incidence of
squamous cell carcinoma of the clitoral gland
was observed at that dose. The clinical
relevance of this finding for humans is not
known.

Iclusig has been evaluated in safety
pharmacology, repeat-dose toxicity,
genotoxicity, reproductive toxicity, and
phototoxicity studies.

DYPNY
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5.3 Preclinical
safety data




Table 3

Recommended dose modifications for hepatic toxicity

Elevation of liver transaminase >3x
ULN*

Persistent grade 2 (longer
than 7 days)

Grade 3 or higher

Occurrence at 45 mg:

¢ Interrupt Iclusig and monitor hepatic function

e Resume Iclusig at 30 mg after recovery to <
Grade 1 (< 3 x ULN), or has returned to pre-
treatment grade

Occurrence at 30 mg:

e Interrupt Iclusig and resume at 15 mg after
recovery to < Grade 1, or has returned to pre-
treatment grade

Occurrence at 15 mg:
e Discontinue Iclusig

Elevation of AST or ALT >3x ULN

Discontinue Iclusig

concurrent with an elevation of
bilirubin >2x ULN and alkaline
phosphatase <2x ULN

*ULN = Upper Limit of Normal for the lab

Current:

Table 4

Adverse reactions observed in CML and Ph+ ALL patients — frequency

reported by incidence of treatment emergent events

System organ class Frequency Adverse reactions
Infections and infestations Very common upper respiratory tract infection
Common pneumonia, sepsis, folliculitis

Blood and lymphatic

. Very common
system disorders y

anaemia, platelet count decreased,
neutrophil count decreased

Common

pancytopenia, febrile neutropenia, white
blood cell count decreased

Metabolism and nutrition

. Very common
disorders y

decreased appetite

dehydration, fluid retention,
hypocalcaemia, hyperglycaemia,

Common hyperuricaemia, hypophosphataemia,
hypertriglyceridaemia, hypokalaemia,
weight decreased
Uncommon tumour lysis syndrome

Psychiatric disorders Very common

insomnia

Nervous system disorders \ery common

headache, dizziness

cerebrovascular accident, cerebral
infarction, neuropathy peripheral,

Common lethargy, migraine, hyperaesthesia,
hypoaesthesia, paraesthesia, transient
ischaemic attack
Uncommon cerebral artery stenosis
Eye disorders Common vision blurred, dry_eye, periorbital
oedema, eyelid oedema
retinal vein thrombosis, retinal vein
Uncommon occlusion, retinal artery occlusion, visual

impairment




cardiac failure, myocardial infarction,
cardiac failure congestive, coronary

Cardiac disorders Common artery disease, angina pectoris,
pericardial effusion, atrial fibrillation,
ejection fraction decreased
myocardial ischemia, acute coronary
syndrome, cardiac discomfort, ischemic
Uncommon

cardiomyopathy, arteriospasm coronary,
left ventricular dysfunction, atrial flutter

Vascular Disorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep
vein thrombosis, hot flush, flushing
poor peripheral circulation, splenic

Uncommon infarction, embolism venous, venous

thrombosis, hypertensive crisis

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased

pancreatitis, blood amylase increased,
gastrooesophageal reflux disease,

Common stomatitis, dyspepsia, abdominal
distension, abdominal discomfort, dry
mouth
Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased,
aspartate aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous
tissue disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia,
ecchymosis, pain of skin, dermatitis
exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site
conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema

Updated:




Table 4

Adverse reactions observed in CML and Ph+ ALL patients — frequency

reported by incidence of treatment emergent events

System organ class Frequency Adverse reactions
Infections and infestations | Very common upper respiratory tract infection
Common pneumonia, sepsis, folliculitis

Blood and lymphatic
system disorders

Very common

anaemia, platelet count decreased,
neutrophil count decreased

Common

pancytopenia, febrile neutropenia, white
blood cell count decreased

Endocrine disorders

Common

hypothyroidism

Metabolism and nutrition
disorders

Very common

decreased appetite

dehydration, fluid retention,
hypocalcaemia, hyperglycaemia,

Common hyperuricaemia, hypophosphataemia,
hypertriglyceridaemia, hypokalaemia,
weight decreased

Uncommon tumour lysis syndrome

Psychiatric disorders

Very common

insomnia

Nervous system disorders

Very common

headache, dizziness

Common

cerebrovascular accident, cerebral
infarction, neuropathy peripheral,
lethargy, migraine, hyperaesthesia,
hypoaesthesia, paraesthesia, transient
ischaemic attack

Uncommon

cerebral artery stenosis

Eye disorders

Common

vision blurred, dry eye, periorbital
oedema, eyelid oedema

Uncommon

retinal vein thrombosis, retinal vein
occlusion, retinal artery occlusion, visual
impairment

Cardiac disorders

Common

cardiac failure, myocardial infarction,
cardiac failure congestive, coronary
artery disease, angina pectoris,
pericardial effusion, atrial fibrillation,
ejection fraction decreased

Uncommon

myocardial ischemia, acute coronary

syndrome, cardiac discomfort, ischemic
cardiomyopathy, arteriospasm coronary,
left ventricular dysfunction, atrial flutter

Vascular dDisorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep
vein thrombosis, hot flush, flushing
poor peripheral circulation, splenic
infarction, embolism venous, venous

Uncommon

thrombosis, hypertensive crisis, renal
artery stenosis.

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased




pancreatitis, blood amylase increased,
gastrooesophageal reflux disease,

Common stomatitis, dyspepsia, abdominal
distension, abdominal discomfort, dry
mouth

Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased,
aspartate aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous
tissue disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia,
ecchymosis, pain of skin, dermatitis
exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site
conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema

System organ class

Frequency

Adverse reactions

Infections and infestations

Very common

upper respiratory tract infection

Common

pneumonia, sepsis, folliculitis

Blood and lymphatic
system disorders

Very common

anaemia, platelet count decreased,
neutrophil count decreased

Common

pancytopenia, febrile neutropenia, white
blood cell count decreased

Metabolism and nutrition
disorders

Very common

decreased appetite

dehydration, fluid retention,
hypocalcaemia, hyperglycaemia,

Common hyperuricaemia, hypophosphataemia,
hypertriglyceridaemia, hypokalaemia,
weight decreased

Uncommon tumour lysis syndrome

Psychiatric disorders

Very common

insomnia

Nervous system disorders

Very common

headache, dizziness

cerebrovascular accident, cerebral
infarction, neuropathy peripheral,

Common lethargy, migraine, hyperaesthesia,
hypoaesthesia, paraesthesia, transient
ischaemic attack

Uncommon cerebral artery stenosis




Eye disorders

Common

vision blurred, dry eye, periorbital
oedema, eyelid oedema

Uncommon

retinal vein thrombosis, retinal vein
occlusion, retinal artery occlusion, visual
impairment

Cardiac disorders

Common

cardiac failure, myocardial infarction,
cardiac failure congestive, coronary
artery disease, angina pectoris,
pericardial effusion, atrial fibrillation,
ejection fraction decreased

Uncommon

myocardial ischemia, acute coronary

syndrome, cardiac discomfort, ischemic
cardiomyopathy, arteriospasm coronary,
left ventricular dysfunction, atrial flutter

Vascular Disorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep
vein thrombosis, hot flush, flushing
poor peripheral circulation, splenic

Uncommon infarction, embolism venous, venous

thrombosis, hypertensive crisis

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased

pancreatitis, blood amylase increased,
gastrooesophageal reflux disease,

Common stomatitis, dyspepsia, abdominal
distension, abdominal discomfort, dry
mouth

Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased,
aspartate aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous
tissue disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia,
ecchymosis, pain of skin, dermatitis
exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site
conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema
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