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Revolade is indicated for the treatment of patients aged 6 year and above with primary immune
thrombocytopenia (ITP) lasting 6 months or longer from diagnosis and who are refractory to other treatments
(e.g. corticosteroids, immunoglobulins).

Revolade is indicated for the treatment of adult patients with severe aplastic anaemia who have had an
insufficient response to immunosuppressive therapy.

Revolade is indicated for the treatment of thrombocytopenia in adult patients with chronic hepatitis C to allow
the initiation and maintenance of interferon-based therapy.

Revolade is indicated in combination with standard immunosuppressive therapy for the first-line treatment of
adult and pediatric patients 6 years and older with severe aplastic anemia.
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1. NAME OF THE MEDICINAL PRODUCT

Revolade® 25-mg-film-coated tablets
Revolade® 25 mg
Revolade® 50 mg;-film-ceoated tablets

4.4  Special warnings and precautions for use

Thrombotic/thromboembolic complications

In controlled studies in thrombocytopenic patients with HCV receiving interferon-based therapy (n = 1,439), 38
out of 955 patients (4%) treated with eltrombopag and 6 out of 484 patients (1%) in the placebo group
experienced thrombeembelic-events{TEES).. Reported thrombotic/thromboembolic complications included both
venous and arterial events. The majority of TEEs were non-serious and resolved by the end of the study. Portal
vein thrombosis was the most common TEE in both treatment groups (2% in patients treated with eltrombopag
versus <1% for placebo). No specific temporal relationship between start of treatment and event of TEE were
observed. Patients with low albumin levels (< 35g/l) or MELD >10 had a 2-fold greater risk of TEEs than those
with higher albumin levels; ......

Progression of existing myelodysplastic syndrome (MDS)

There is a theoretical concern that TPO-R agonists may stimulate the progression of existing haematological
malignancies such as MDS. TPO-R agonists are growth factors that lead to thrombopoietic progenitor cell
expansion, differentiation and platelet productlon The TPO-R is predommantly expressed on the surface of cells
of the myel0|d Imeage sy

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mq) per film-coated tablet, that is to say
essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Ciclosporin

A decrease in eltrombopag exposure was observed with co-administration of 200 mg and 600 mg ciclosporin (a
BCRP inhibitor). The co-administration of 200 mg ciclosporin decreased the Cmax and the AUC;:AUC,., of
eltrombopag by 25% and 18%, respectively. The co-administration of 600 mg ciclosporin decreased the Cmax and
the AUC;:AUC,... of eltrombopag by 39% and 24%, respectively. 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.

Lopinavir/ritonavir

Co-administration of eltrombopag with lopinavir/ritonavir may cause a decrease in the concentration of
eltrombopag. A study in 40 healthy volunteers showed that the co-administration of a single 100 mg dose of
eltrombopag with repeat dose lopinavir/ritonavir 400/100 mg twice daily resulted in a reduction in eltrombopag
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plasma AUC;byAUCo-. by 17 % (90 % CI: 6.6 %, 26.6 %). Therefore, caution should be used when co-
administration of eltrombopag with lopinavir/ritonavir takes place. Platelet count should be closely monitored in
order to ensure appropriate medical management of the dose of eltrombopag when lopinavir/ritonavir therapy is
initiated or discontinued.

4.8 Undesirable effects

Summary of the safety profile

Immune thrombocytopenia in adult and paediatric patients

The safety of Revolade was assessed in adult patients (N=763) using the pooled double-blind, placebo-controlled
studies TRA100773A and B, TRA102537 (RAISE) and TRA113765, in which 403 patients were exposed to
Revolade and 179 to placebo, in addition to data from the completed open-label studies (N=360) TRA108057;
(REPEAT), TRA105325 (EXTEND) and TRA112940- (see section 5.1). Patients received study medication for
up to 8 years (in EXTEND). The most important serious adverse reactions were hepatotoxicity and
thrombotic/thromboembolic events. The most common adverse reactions occurring in at least 10% of patients
included: nausea, diarrhoea-and, increased alanine aminotransferase and back pain.

The safety of Revolade in paediatric patients (aged 1 to 17 years) with previously treated ITP has been
demonstrated in two studies- (N=171) (see section 5.1). PETIT2 (TRA115450) was a 2two-part, double-blind
and open-label, randomised, placebo-controlled study. Patients were randomised 2:1 and received Revolade
(n=63) or placebo (n=29) for up to 13 weeks in the randomised period of the study. PETIT (TRA108062) was a
3three-part, staggered-cohort, open-label and double-blind, randomised, placebo-controlled study. Patients were
randomised 2:1 and received Revolade (n=44) or placebo (n=21), for up to 7 weeks. The profile of adverse
reactions was comparable to that seen in adults with some additional adverse reactions, marked ¢ in the table
below. The most common adverse reactions in paediatric ITP patients 1 year and older (>3% and greater than
placebo) were upper respiratory tract infection, nasopharyngitis, cough, -pyrexia, abdominal pain, oropharyngeal
pain, toothache and rhinorrhoea.

Thrombocytopenia with HCV infection in adult patients

ENABLE 1 (TPL103922 n=716), 715 treated with eltrombopag)) and ENABLE 2 (TPL108390 n=805) were
randomised, double-blind, placebo-controlled, multicentre studies to assess the efficacy and safety of Revolade
in thrombocytopenic patients with HCV infection who were otherwise eligible to initiate antiviral therapy. In the
HCYV studies the safety population consisted of all randomised patients who received double-blind study
medicinal product during Part 2 of ENABLE 1 (Revolade treatment n=450, placebo treatment n=232) and
ENABLE 2 (Revolade treatment n=506, placebo treatment n=253252). Patients are analysed according to the
treatment received (total safety double-blind population, Revolade n=955 and placebo n=484). The most
important serious adverse reactions identified were hepatotoxicity and thrombotic/thromboembolic events. The
most common adverse reactions occurring in at least 10% of patients included headache, anaemia, decreased
appetite,cough, nausea, diarrhoea, hyperbilirubinaemia, alopecia, pruritus, myalgia, pyrexia, fatigue, influenza-
like illness, asthenia, chills and oedema.

Refractory severe aplastic anaemia

The safety of eltrombopag in refractory severe aplastic anaemia was assessed in a single-arm, open-label
study(N=43) in which 11patients (26%) were treated for >6 months and 7 patients (16 %) were treated for

>1 year- (see section 5.1). The most important serious adverse reactions were febrile neutropenia and
sepsis/infection. The most common adverse reactions occurring in at least 10% of patients included headache,
dizziness, cough, oropharyngeal pain, rhinorrhoea ,nausea, diarrhoea, abdominal pain, transaminases increased,
arthralgia, pain in extremity, muscle spasms ,fatigue and pyrexia.
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List of adverse reactions

ITP study population

System organ class Frequency | Adverse reaction
Gastrointestinal disorders Very Nausea, diarrhoea*
common
Musculoskeletal and Very Back pain
connective tissue disorders common
Common Myalgia, muscle spasm, musculoskeletal pain, bone pain, back-pain

¢ Additional adverse reactions observed in paediatric studies (aged 1 to 17 years).

5.1 Pharmacodynamic properties

Refractory Severe aplastic anaemia

Eltrombopag was studied in a single-arm, single-center, open-label stueytrial (Study ETB115AUS28T, referred
to as Study US28T [NCT00922883]) in 43 patients with severe aplastic anaemia who had an insufficient
response to at least one prior immunosuppressive therapy and who had a platelet count <less than or equal

to 30,000/u) x 10%/L. Eltrombopag was administered at an initial dose of 50 mg once daily for 2 weeks and
increased over 2 week periods up to a maximum dose of 150 mg once daily. The efficacy of eltrombopag in the
study was evaluated by the hematologic response assessed after 12 weeks of treatment. Haematologic response
was defined as meeting 1 or more of the following criteria: 1) platelet count increases to 20,000/p x 10%/L above
baseline, or stable platelet counts with transfusion independence for a minimum of 8 weeks; 2) haemoglobin
increase by greater than 1.5 g/dL, or a reduction in greater than or equal to 4 units of red blood cell (RBC
)transfusions for 8 consecutive weeks; 3) ANC increase of 100% or an ANC increase greater than 0.5 x 10%/L.
Eltrombopag was discontinued after 16 weeks if no hematologic response was observed. Patients who responded
continued therapy in an extension phase of the trial.

The treated population had median age of 45 years (range 17 to 77 years) and 56% were male. At baseline, the
median platelet count was 20,000/ x10°%/L, hemoglobin was 8.4 g/dL, ANC was 0.58 x 10%L and absolute
reticulocyte count was 24.3 x10%/L. 86%Eighty-six percent of patients were red blood cell (RBC) transfusion
dependent and 91% were platelet transfusion dependent. The majority of patients (84%) received at least 2 prior
immunosuppressive therapies. Three patients had cytogenetic abnormalities at baseline.

8. Registration holder : REGISTRATION HOLDER AND IMPORTER AND ITS ADDRESS

Novartis Israel Ltd., 36-Shacham-StPetach-FikvaP.0.B. 7126, Tel Aviv.
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