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The Risk Management Plan (RMP) is a comprehensive document submitted as part of the application dossier for
market approval of a medicine. The RMP summary contains information on the medicine's safety profile and
explains the measures that are taken in order to further investigate and follow the risks as well as to prevent or
minimise them.

The RMP summary of “Revolade” is a concise document and does not claim to be exhaustive.

As the RMP is an international document, the summary might differ from the “Arzneimittelinformation / Information
sur le médicament” approved and published in Switzerland, e.g. by mentioning risks occurring in populations or
indications not included in the Swiss authorization.

Please note that the reference document which is valid and relevant for the effective and safe use of “Revolade”
in Switzerland is the “Arzneimittelinformation/ Information sur le médicament” (see www.swissmedic.ch) approved
and authorized by Swissmedic. Novartis Pharma Schweiz AG is fully responsible for the accuracy and
correctness of the content of the published summary RMP of “Revolade”.
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This is a summary of the risk management plan (RMP) for eltrombopag. The RMP details
important risks of eltrombopag, how these risks can be minimized, and how more information
will be obtained about eltrombopag's risks and uncertainties (missing information).

Eltrombopag's summary of product characteristics (SmPC) and its package leaflet give essential
information to healthcare professionals and patients on how eltrombopag should be used.

This summary of the RMP for eltrombopag should be read in the context of all this information
including the assessment report of the evaluation and its plain-language summary, all which is
part of the European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be included in updates of
eltrombopag's RMP.
I. The medicine and what it is used for

Revolade® contains eltrombopag as the active substance and it is used for in the following
indications:

Immune thrombocytopenia:

Revolade is indicated for the treatment of adult patients with primary immune
thrombocytopenia (ITP) who are refractory to other treatments (e.g. corticosteroids,
immunoglobulins).

Revolade is indicated for the treatment of pediatric patients aged 1 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).

HCV-associated thrombocytopenia:

Revolade is indicated in adult patients with chronic hepatitis C virus (HCV) infection for the
treatment of thrombocytopenia, where the degree of thrombocytopenia is the main factor
preventing the initiation or limiting the ability to maintain optimal interferon-based therapy.

Severe aplastic anemia:

Revolade is indicated in adult patients with acquired severe aplastic anemia (SAA) who were
either refractory to prior immunosuppressive therapy or relapsing or heavily pretreated and are
unsuitable for haematopoietic stem cell transplantation.

Dosing requirements
- Immune (primary) thrombocytopenia

Adults and pediatric population aged 6 to 17 years: The recommended starting dose of
eltrombopag is 50 mg once daily. For patients of East-/Southeast-Asian ancestry (such as
Chinese, Japanese, Taiwanese, Korean or Thai), eltrombopag should be initiated at a reduced
dose of 25 mg once daily.

Pediatric population aged 1 to 5 years: The recommended starting dose of eltrombopag is 25
mg once daily.

- Chronic hepatitis C (HCV) associated thrombocytopenia:
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The recommended starting dose of eltrombopag is 25 mg once daily. No dosage adjustment is
necessary for HCV patients of East-/Southeast-Asian ancestry or patients with mild hepatic
impairment.

- Severe aplastic anemia:

The recommended starting dose of eltrombopag is 50 mg once daily. For patients of East-
/Southeast-Asian ancestry, eltrombopag should be initiated at a reduced dose of 25 mg once

daily. The treatment should not be initiated when the patient has existing cytogenetic
abnormalities of chromosome 7.

Further information about the evaluation of eltrombopag’ s benefits can be found in
eltrombopag’ s EPAR, including in its plain-language summary, available on the EMA
website, under the medicine’ s webpage: revolade-epar-risk-management-plan_en.pdf
(europa.eu)

Il. Risks associated with the medicine and activities to minimize or
further characterize the risks

Important risks of eltrombopag, together with measures to minimize such risks and the proposed
studies for learning more about eltrombopag's risks, are outlined below.

Measures to minimize the risks identified for medicinal products can be:

e Specific information, such as warnings, precautions, and advice on correct use, in the
package leaflet and SmPC addressed to patients and healthcare professionals;

e Important advice on the medicine” s packaging;

e The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the
medicine is used correctly;

e The medicine’ s legal status — the way a medicine is supplied to the patient (e.g., with or
without prescription) can help to minimize its risks.

Together, these measures constitute routine risk minimization measures.

In the case of eltrombopag, these measures are supplemented with additional risk minimization
measures mentioned under relevant important risks, below.

In addition to these measures, information about adverse reactions is collected continuously and
regularly analysed, including PSUR assessment so that immediate action can be taken as
necessary. These measures constitute routine pharmacovigilance activities.

If important information that may affect the safe use of eltrombopag is not yet available, it is
listed under ‘missing information’ below.
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IlLA: List of important risks and missing information

Important risks of eltrombopag are risks that need special risk management activities to further
investigate or minimize the risk, so that the medicinal product can be safely taken. Important
risks can be regarded as identified or potential. Identified risks are concerns for which there is
sufficient proof of a link with the use of eltrombopag. Potential risks are concerns for which an
association with the use of this medicine is possible based on available data, but this association
has not been established yet and needs further evaluation. Missing information refers to
information on the safety of the medicinal product that is currently missing and needs to be
collected (e.g., on the long-term use of the medicine).

Table 1 List of important risks and missing information

List of impeortant risks and missing information

Important identified risks | Adult ITP, Pediatric ITP, HCV-associated thrombocytopenia and
severe aplastic anemia

s Hepatotoxicity

s  Thromboembolic events
HCV-associated thrombocytopenia

s+ Hepatic decompensation

Important potential risks | Adult ITP, Pediatric ITP, and HCV-associated thrombocytopenia
and severe aplastic anemia

¢ Increased Bone Marrow Reticulin Formation
» Haematological malignancies
Severe aplastic anemia

* Cytogenetic abnormalities

Missing information Adult ITP, Pediatric ITP, and HCV-associated thrombocytopenia
and severe aplastic anemia

+ Patients with hepatic impairment
Severe aplastic anemia

* Usein pediatric population

Il B: Summary of important risks
Table 2 Important Identified Risk: Hepatotoxicity

Evidence for linking Adult and pediatric ITP

thie ”Sk to the The observed elevations of aminotransferases do not have a
medicine comprehensive explanation at this time.

Pharmacogenetic analyses have identified the UGT1A1"28 polymorphism
to be associated with increased bilirubin while receiving eltrombopag. This
same association has been described for other drugs. Patients with this
polymorphism are more likely to expenence hyperbilirubinemia, which is not
a clinically relevant safety risk, and thus no screening is necessary.
HCV-associated thrombocytopenia

Eltrombopag is known to inhibit UGT1A1, the enzyme responsible for
glucurcnidation of bilirubin in humans. Inhibition of UGT1A1 can cause
elevation of indirect bilirubin. In addition, elfrombopag is also an inhibitor of
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OATP1B1, which is one of the hepatic transporters for bilirubin. Therefore,
eltrombopag-mediated inhibition of OATP1B1 may additionally contribute to
an elevation of indirect bilirubin in subjects treated with the drug.
Furthermore, hyperbilirubinemia is also an expected finding in subjects
treated with ribavirin, which induces hemolytic anemia in up to 40% of HCV
patients receiving antiviral therapy. Of note, the exposure to ribavirin was
greater in eltrombopag-treated subjects than in placebo-treated subjects in
the ENABLE studies.

Severe aplastic anemia

The observed elevations of aminotransferases do not have a
comprehensive explanation at this time.

Pharmacogenetic analyses have identified the UGT1AT*28 polymorphism
to be associated with increased bilirubin while receiving eltrombopag. This
same association has been described for other drugs. Patients with this
polymorphism are more likely to expenence hyperbilirubinemia, which is not
a clinically relevant safety risk, and thus no screening is necessary.

Risk factors and risk
groups

Adult ITP

A trend was observed ftowards a higher frequency of elevated
aminotransferases/bilirubin in Asian subjects compared to Caucasians,
although it did not reach statistical significance In any study.
Pediatric ITP

The incidence of ALT and AST increases was reported in a higher proportion
of East Asian subjects. The HBLAs resolved either while still on treatment
or after discontinuation of study treatment.

HCV-associated thrombocytopenia

Owerall, there was no difference in aminotransferase levels between
eltrombopag and placebo freated subjects. With the exception of bilirubin
abnormalities (largely due to increases in indirect bilirubin, which is generally
considered benign) the distribution of all other combinations of laboratory
abnormalities and the pattern of liver chemistry abnormalities were similar
in the treatment groups, despite the longer observation period and the higher
doses of antiviral therapy with interferon and ribavirin.

Severe aplastic anemia:

There was no trend observed of elevated aminotransferases/ bilirubin in any
particular sub-group.

Risk Minimization
Measures

Routine risk communication
Section 4.4 and 4.8 of the SmPC

Routine risk minimization activities recommending specific clinical
measures to address the risk

Serum alanine aminotransferase (ALT), aspartate aminotransferase (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.

Other routine risk minimization measures beyond the Product
Information

None
Additional risk minimization measures
None
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Additional MNone
pharmacovigilance
activities

Table 3 Important Identified Risk: Thromboembolic events

Evidence for linking Adult ITP

the risk to the Based on the data in the literature, epidemiological findings, and comparison
medicine to pre-treatment history, the data seem to indicate that patients with ITF may
be pre-disposed to TEE. A relationship between TEE and platelet count has
not been established.

Pediatric ITP

Mo TEEs were reported.

Risk factors and nisk Adult ITP

groups Every subject who experienced a thromboembolic event had risk factors that
increased the risk of such complications, including: use of corticosteroids
(six subjects), hospitalization without prophylactic anticoagulation prior to
the event (four subjects), and treatment with 1VIg 5-8 days before the event
(three subjects). Thorough analysis of the available information has not
revealed a common factor that explains a majonty of the cases.

As of the cut-off date for this report, 12 of 20 subjects with TEE had platelet
counts below the normal range at the time of the event, and six out of the 11
had a count below 50 Gi/L. Platelet counts proximal to the event (the most
proximal count) ranged between 14 Gi/L and 482 GilL. Of 84 subjects
across the program who experienced platelet counts =400 Gi/L, six (8%)
experienced a thromboembolic event, but only two out of six had the event
at their maximum platelet count achieved on study. Data from the
eltrombopag frials show no evidence to support the hypothesis that
increased platelet counts consfitute a risk facter for thromboembolic events.
Pediatric ITP

Incidence of thrombosis in pediatrics is associated with a clinical
prothrombotic risk factor (e.g., venous catheters, exogenous estrogen,
decreased mobility, obesity, oral contraception use) and/or an underlying
hypercoagulable state (e.g., antiphospholipid antibodies, acquired or
congenital anticoagulant deficiencies, factor V' Leiden, or prothrombin
G20210A mutations) (Goldenberg and Bernard 2010, Goldenberg 2005). In
adolescents, patient characteristics associated with acute myocardial
infarction include substance abuse, tobacco use, and male sex
(Mahle et al 2007).

Chronic liver disease

Baseline and other potential predictors of TEEs in ELEVATE study

To further understand the patient population at risk of TEE in the ELEVATE
study, eltrombopag-treated subjects who experienced TE were compared to
those who did not.

The median age of eltrombopag-treated subjects who reported a TE
(60.5 years) was higher than the subjects who did not (51 years).

All of the eltrombopag treated subjects who reported a TEs were male (6/G).
Sixty-six percent of the non-TE populations were male.
Eltrombopag-treated subjects both with and without a TE were
predominantly White (TE: 59%; non TE: 75%).
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TE events occurred in Child Pugh A and B eltrombopag-treated subjects,
with no TE events observed in any Child Pugh C subject. The non-TE
eltrombopag-treated population had (11, 8%) Child Pugh C subjects.
Eltrombopag treated subjects with a TE had a lower median (range) MELD
score (10 [7-18]) than those with no TE (12 [6-23]).

There was a significant association between platelets counts = 200000/l
and the occurrence of TE.

Even though all subjects experiencing TEs had nisk factors for TEs, no
specific patient risk factor has been identified that allows a differentiation
between those subjects who experienced a TE and those who did not.
However, a significant association between maximum post-baseline platelet
count and TE was identified.

The TEE findings in the ELEVATE study are unlikely to be relevant to the
ITP patient population due to the rare overlap of the two diseases and the
distinct differences in the phenotype of TEEs observed in the two
populations. The data presented do not suggest that eltrombopag increases
the risk of TEEs associated with hemostatic challenges in patients with ITP.
However, it is recognized that a nsk may exist for a very small proportion of
patients with ITP that subsequently develop CLD.

Risk Minimization

Routine risk communication

pharmacovigilance
activities

Measures Section 4.2, Section 4.4 and Section 4.8 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
Dose of eltrombopag to be decreased or stopped according to platelet count
elevation. Patients should be closely monitored for signs and symptoms of
TEE.
Other routine risk minimization measures beyond the Product
Information
Mone
Additional risk minimization measures
None

Additional MNone

Table 4 Important Identified Risk: Hepatic decompensation (Chronic HCV associated
thrombocytopenia only)

Evidence for linking
the risk to the
medicine

Potential mechanism is unknown

Risk factors and risk
qroups

Patients with more advanced liver impairment are at higher risk for hepatic
decompensation during antiviral therapy with interferon/ribavirin.

The model for end-stage liver disease (MELD) score is a function of serum
bilirubin, serum creatinine, and the INR for prothrombin time. Patients with

a MELD score =10 have been shown fo have poorer outcomes
(Kamath et al 2001). Serum albumin is a measure of hepatic synthetic
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function and low albumin is known to be an independent predictor of hepatic
decompensation and death (Ghany et al 2009).

In the ENABLE studies, a baseline MELD score = 10 or albumin =35 g/L
were associated with a 2-3-fold higher rate of progression to
decompensated liver disease in comparison to a baseline MELD score <10
or albumin =35 g/L (see tables below). This pattern was observed for both
the placebo and the eltrombopag treatment groups. For the baseline MELD
score <10 and albumin =35 g/l subgroups, the safety profile was similar
between the placebo and eltrombopag treatment groups. These findings
indicate again that the degree of liver impairment at baseline is a major
predictive factor for the safety and tolerability of the higher intensity
peginterferon and ribavirin treatment that is facilitated by eltrombopag.
Adverse events of special interest by baseline MELD score (safety DB
population)

MNumber of subjects (%)
Grouping: Grouping:

baseline MELD score <10 bageline MELD score =10

Placebo + Eltrombopag Placebo+ Eltrombopag

IFW/REM + |[FN/RBN IFN/REM + IFN/REN

(N=264) (N=541) (N=213) {M=400)
Events suggestive of 11 (4) 38(7) 24 (11) 85 (21)
hepatic
decompensation®

Data Source: |55 Section 6.1.2

On-treatment plus 30 days follow-up

Adverse events of special interest by baseline albumin (safety DB
population)

Humber of subjects (%)
Grouping: Grouping:

baseline albumin =35 g/L baseline albumin >35 g/l

Placebo + Elirombopag Placebo + Eltrombopag

IFMNIREMN + IFN/REBM IFN/REN + IFN/RBN

(N=135) (M=275) (N=345) (N=680)
Events suggestive of 14 (10) 69 (25) 21 (B) 26 (8)
hepatic
decompensation®

Data Source: IS5 Section 6.1.3
On-treatment plus 30 days follow-up

Risk Minimization
Measures

Routine risk communication
Section 4.4 and Section 4.8 of the SmPC.

Routine risk minimization activities recommending specific clinical
measures to address the risk

Manitoring is required in patients with low albumin levels (€35 g/l) or with a
MELD score =10 at baseline.

Other routine risk minimization measures beyond the Product
Information

None
Additional risk minimization measures
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MNone
Additional MNone

pharmacovigilance
activities

Table 5 Important potential risk: Increased bone marrow reticulin formation

Evidence for linking
the nisk to the
medicine

Chronic stimulation of megakaryocytes with thrombopoietin receptor
agonists might lead to a pathological increase of reticulin or collagen fibres
in the bone marrow. Currently, it is unclear whether the presence of reticulin
in some patients in EXTEND is due to the underlying disease, treatment with
eltrombopag, or a combination of both.

Analysis of bone marrow biopsy data in both the EXTEND and Bone Marrow
study (TRA112940) do not suggest that eltrombopag is associated with a
clhinically relevant increase in bone marrow reticulin or collagen fibers.
Limited data from pre-treatment bone marrow assessments from the RAISE
study confirm that reticulin is found in the bone marrow of patients with
chronic ITP regardless of treatment with a TPO-R agonist.

Risk factors and risk

Mo specific risk factor has been identified during clinical trials.

pharmacovigilance
activities

gQroups
Risk Minimization Routine risk communication
Measures Section 4.4 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
MNone
Other routine risk minimization measures beyond the Product
Information
MNone
Additional risk minimization measures
MNone
Additional MNone

Table 6 Important potential risk: Haematological malignancies

Evidence for linking
the risk to the
medicine

Mot known for eltrombopag

Risk factors and risk
qroups

Adult ITP

The association of ITP and haematological malignancies has been widely
recognized (Soderberg et al 2006, Stern et al 2007).

Pediatric ITP

Mo evidence of an association documented in the literature.
HCV-associated thrombocytopenia

The association of HCV and NHL has been described above.

Severe aplastic anemia

Patients with aplastic anemia are known to be at risk for the development of
MDS and AML (Maciejewski and Sellen 2004, Marsh et al 2009).
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Risk Minimization Routine risk communication

Measures Section 4.4 and Section 4.8 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
The diagnosis of ITP or SAA in adults and elderly patients should be
confirmed by the exclusion of other clinical entities presenting with
thrombocytopenia, in particular the diagnosis of MDS must be excluded.
Consideration should be given to performing a bone marrow aspirate and
biopsy over the course of the disease and treatment, particularly in
patients over 60 years of age, those with systemic symptoms, or abnormal
signs such as increased peripheral blast cells.
Other routine risk minimization measures beyond the Product
Infermation
Mone
Additional risk minimization measures
Mone

Additional Mone

pharmacovigilance

activities

Table 7 Important potential risk: Cytogenetic abnormalities in severe aplastic anemia

Evidence for linking
the nisk to the
medicine

Cytogenetic abnormalities have been postulated to be associated with SAA
patients who have telomeres in the shorest age adjusted quartile
(Scheinberg et al 2010).

Risk factors and risk
groups

A known complication of SAA is the appearance of cytogenetic
abnormalities in bone marrow cells in 15-20% of patients (Maciejewski et al
2002, Scheinberg et al 2011, Scheinberg et al 2012). This nsk is thought to
be higher in heavily pretreated patients with insufficient response to
immunosuppressive therapies than in earlier lines of therapy (Desmond et
al 2013).

Risk Minimization

Routine risk communication

pharmacovigilance
activities

Measures Section 4.2, 4 4 and 4.8 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
For SAA patient’s 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 & months thereafter. If new cytogenetic
abnormalities are detected, it must be evaluated whether continuation of
eltrombopag is appropriate.
Other routine risk minimization measures beyond the Product
Information
Mone
Additional risk minimization measures
Mone

Additional Mone
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Table 8 Missing information: Patients with hepatic impairment

Risk Minimization Routine risk communication
Measures Section 4.2 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
None
Other routine risk minimization measures beyond the Product
Information
None
Additional risk minimization measures
None
Additional
pharmacovigilance
activities None

Table 9 Missing information: Use in pediatric SAA population

Risk Minimization Routine risk communication
Measures Section 4.2 of the SmPC.
Routine risk minimization activities recommending specific clinical
measures to address the risk
None
Other routine risk minimization measures beyond the Product
Information
None
Additional risk minimization measures
None
Additional
pharmacovigilance
activities Study RAD200936 (CETB115E2201)

Il C: Post-authorization development plan

II.C.1 Studies which are conditions of the marketing authorization

There are no studies which are conditions of the marketing authorization or specific obligation

of eltrombopag.

II.C.2. Other studies in post-authorization development plan

Table 10 Other studies in the post-authorization development plan

Study short name

Rationale and study objectives

Study RAD200936

This study will evaluate eltrombopag treatment in pediatric

(CETE115E2201): A phase I, patients who have either refractory/relapsed SAA or recurrent
open-label, non-controlled, aplastic anemia after immunosuppresive therapy (15T) for SAA
infra-patient dose escalation (Cohort A), or who have SAA, previously untreated with 15T

study to charactenze the
pharmacokinetics after oral
administration of eltrombopag

(Cohort B). This study will fulfill a requirement agreed upon in the
Pediatric Investigational Plan for SAA (EMEA-000170-PIP03-13).
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in pediatric patients with
refractory, relapsed or
treatment naive severe aplastic
anemia or recurrent aplastic
anemia

Primary Objective: To characterize the PK of eltrombopag at

steady state after oral administration in pediatric patients with
SAA.

Secondary Objective:

To determine the safety and tolerability of eltrombopag given
arally in pediatric patients with SAA.

To assess the efficacy defined as overall response (ORR).




