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Risk of hepatotoxicity

Eltrombopag administration can cause
abnormal liver function and severe
hepatotoxicity, which might be life-
threatening. In the controlled clinical studies
in chronic ITP with eltrombopag, increases in
serum alanine aminotransferase (ALT),
aspartate aminotransferase (AST) and bilirubin
were observed (see section 4.8).

Serum ALT, AST and bilirubin should be
measured prior to initiation of eltrombopag,
every 2 weeks during the dose adjustment
phase and monthly following establishment of
a stable dose. Eltrombopag inhibits UGT1A1
and OATP1B1, which may lead to indirect
hyperbilirubinaemia. If bilirubin is elevated
perform-fractionation should be —performed.
Abnormal serum liver tests should be
evaluated with repeat testing within 3 to

5 days. If the abnormalities are confirmed,
serum liver tests should be monitored until the
abnormalities resolve, stabilise, or return to
baseline levels. Eltrombopag should be
discontinued if ALT levels increase (= 3%-3x
ULN in patients with normal liver function, or
> 3X%-3x baseline_or > 5 x ULN, whichever is
the lower, in patients with pre-treatment
elevations in transaminases)

Cytogenetic abnormalities and progression to
MDS/AML in patients with SAA:

Cytogenetic abnormalities are known to occur
in SAA patients. It is not known whether
eltrombopag increases the risk of cytogenetic
abnormalities in patients with SAA. In the
phase Il SAA clinical study with eltrombopag,
the incidence of new cytogenetic abnormalities

was observed in 19% of patients [8/43 (where
5 of them had changes in chromosome 7)].
The median time on study to a cytogenetic
abnormality was 2.9 months.

In clinical trials with eltrombopag in SAA, 4%
of patients (5/133) were diagnosed with MDS.
The median time to diagnosis was 3 months

Risk of hepatotoxicity

Eltrombopag administration can cause abnormal
liver function. In the controlled clinical studies in
chronic ITP with eltrombopag, increases in serum
alanine aminotransferase (ALT), aspartate
aminotransferase (AST) and bilirubin were observed
(see section 4.8).

Serum ALT, AST and bilirubin should be measured
prior to initiation of eltrombopag, every 2 weeks
during the dose adjustment phase and monthly
following establishment of a stable dose.
Eltrombopag inhibits UGT1Al and OATP1B1,
which may lead to indirect hyperbilirubinaemia. If
bilirubin is elevated perform fractionation.
Abnormal serum liver tests should be evaluated with
repeat testing within 3 to 5 days. If the abnormalities
are confirmed, serum liver tests should be monitored
until the abnormalities resolve, stabilise, or return to
baseline levels. Eltrombopag should be
discontinued if ALT levels increase (> 3X ULN in
patients with normal liver function or > 3X baseline
in patients with pre-treatment elevations in
transaminases)
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from the start of eltrombopag treatment.

For SAA patients refractory to or heavily
pretreated with prior immunosuppressive
therapy, bone marrow examination with
aspirations for cytogenetics is recommended
prior to initiation of eltrombopag, at 3 months
of treatment and 6 months thereafter. If new
cytogenetic abnormalities are detected, it must
be evaluated whether continuation of
eltrombopag is appropriate.

Ciclosporin

In vitro studies demonstrated that eltrombopag

is a breast cancer resistance protein (BCRP)
substrate and inhibitor. A decrease in
eltrombopag exposure was observed with co-
administration of 200 mg and 600 mg
ciclosporin (a BCRP inhibitor) (see

section 5.2). Eltrombopag dose adjustment is
permitted during the course of the treatment
based on the patient’s platelet count (see
section 4.2). Platelet count should be
monitored at least weekly for 2 to 3 weeks
when eltrombopag is co-administered with
ciclosporin. Eltrombopag dose may need to be
increased based on these platelet counts.
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ITP study population
Infections and infestations

Uncommon Pharyngitis,
Urinary tract infection, Influenza, Oral herpes,
Pneumonia, Sinusitis, Tonsillitis, Respiratory
tract infection, Gingivitis, Skin infection

Gastrointestinal disorders

Common Nausea,
Diarrhoea, mouth ulceration

Hepatobiliary disorders

Uncommon Cholestasis,

Hepatic lesion, Hepatitis, Drug-induced liver
injury

HCV study population (in combination with
anti-viral interferon and ribavirin therapy)

Hepatobiliary disorders

Common Hyperbilirubinaemia,
Jaundice, Portal vein thrombosis, Hepatic
failure, Drug-induced liver injury

SAA study population

Blood and lymphatic system disorders

Common
Splenic infarction

Neutropenia,

Metabolism and nutrition disorders

Common Iron overload,
Decreased appetite, Hypoglycaemia, Increased
appetite

Psychiatric disorders

Very common Insomnia
Common Anxiety,
Depression

Nervous system disorders

ITP study population
Infections and infestations

Uncommon Pharyngitis,
Urinary tract infection, Influenza, Oral herpes,
Pneumonia, Sinusitis, Tonsillitis, Respiratory tract
infection.

Gastrointestinal disorders

Common Nausea, Diarrhoea

Hepatobiliary disorders

Uncommon Cholestasis,

Hepatic lesion, Hepatitis

HCV study population (in combination with
viral interferon and ribavirin therapy)

Hepatobiliary disorders
Common Hyperbilirubinaemia,
Jaundice, Portal vein thrombosis, Hepatic failure

SAA study population

Table 4 Adverse Reactions (>10%) from
One Open-label Trial in Adults with

Severe Aplastic Anaemia

4.8Undesirable
effects




Very common Headache, Dizziness
Common Syncope

Eye disorders

Common Dry eye, Eye
pruritus, Cataract, Ocular icterus, Vision
blurred, Visual impairment, Vitreous floaters

Respiratory, thoracic and mediastinal
disorders

Very common Cough. Dyspnoea,
Oropharyngeal Pain, Rhinorrhoea

Common Epistaxis

Gastrointestinal disorders

Very common Abdominal pain,
Diarrhoea, Nausea

Common Gingival
bleeding, Oral mucosal blistering, Oral pain,
VVomiting, Abdominal discomfort, Abdominal
pain, Constipation, Abdominal distension,
Dysphagia, Faeces discoloured, Swollen
tongue, Gastrointestinal motility disorder,
Flatulence

Hepatobiliary disorders

Very common Transaminases
increased
Common Blood

bilirubin increased (hyperbilirubinemia),
Jaundice

Not known Drug-induced
liver injury*

* Cases of Drug-induced liver injury have
been reported in patients with ITP and HCV

Skin and subcutaneous tissue disorders

Very common Ecchymosis

Adverse Reaction

Eltrombopag
(n =43) (%0)

Nausea 33
Fatigue 28
Cough 23
Diarrhea 21
Headache 21
Pain in extremity 19
Dyspnea 14
Pyrexia 14
Dizziness 14
Oropharyngeal pain 14
Febrile neutropenia 14
Abdominal pain 12
Ecchymosis 12
Muscle spasms 12
Transaminases increased 12
Arthralgia 12
Rhinorrhea 12




Common Petechiae,
Rash, Pruritus, Urticaria, Skin lesion, Rash
Macular

Musculosketal and connective tissue disorders

Very common Arthralgia, Muscle
spasms, Pain in extremity

Common Back pain, Myalgia, Bone
pain

Renal and urinary disorders

Common Chromaturia

General disorders and administration site
conditions

Very common Fatigue, Febrile
neutropenia, Pyrexia

Common Asthenia, Oedema peripheral,
Chills, Malaise

Investigations

Common Blood creatine phosphokinase
increased

Description of selected adverse reactions

Increased bone marrow reticulin

Across the programme, no patients had
evidence of clinically relevant bone marrow
abnormalities or clinical findings that would
indicate bone marrow dysfunction. In ere a
small number of ITP patients, eltrombopag
treatment was discontinued due to bone
marrow reticulin (see section 4.4).

Cytogenetic abnormalities

In the single-arm, open-label trial in SAA,
patients had bone marrow aspirates evaluated
for cytogenetic abnormalities. Eight (19%)
patients had a new cytogenetic abnormality
reported, including 5 patients who had
changes in chromosome 7. In the two ongoing

Description of selected adverse reactions

Increased bone marrow reticulin

Across the programme, no patients had evidence of
clinically relevant bone marrow abnormalities or
clinical findings that would indicate bone marrow
dysfunction. In one ITP patient, eltrombopag
treatment was discontinued due to bone marrow
reticulin (see section 4.4).




studies (ELT116826 and ELT116643),
cytogenetic abnormalities have been detected
in 4/28 (14%) and 4/62 (6%) subjects in each
study.

Haematologic malignhancies

In the single-arm, open label trial in SAA,
three (7%) patients were diagnosed with MDS
following treatment with eltrombopag, in the
two ongoing studies (ELT116826 and
ELT116643), 1/28 (4%) and 1/62 (2%) subject
has been diagnosed with MDS or AML in
each study.
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