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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
PROMACTA safely and effectively. See full prescribing information for
PROMACTA.

PROMACTA® (eltrombopag) Tablets
For oral use
Initial U.S. Approval: 2008

WARNING: RISK FOR HEPATOTOXICITY
See full prescribing information for complete boxed warning

PROMACTA may cause hepatotoxicity:

® Measure serum alanine aminotransferase (ALT), aspartate
aminotransferase (AST), and bilirubin prior to initiation of
PROMACTA, every 2 weeks during the dose adjustment phase and
monthly following establishment of a stable dose. If bilirubin is
elevated, perform fractionation.

o Evaluate abnormal serum liver tests with repeat testing within 3 to
5 days. If the abnormalities are confirmed, monitor serum liver tests
weekly until the abnormality(ies) resolve, stabilize, or return to baseline
levels.

o Discontinue PROMACTA if ALT levels increase to 23X upper limit of
normal (ULN) and are:
® progressive, or

persistent for >4 weeks, or

accompanied by increased direct bilirubin, or

accompanied by clinical symptoms of liver injury or evidence for

hepatic decompensation.

PROMACTA is a thrombopoietin receptor agonist indicated for the treatment of
thrombocytopenia in patients with chronic immune (idiopathic) thrombocytopenic
purpura who have had an insufficient response to corticosteroids,
immunoglobulins, or splenectomy.

PROMACTA should be used only in patients with ITP whose degree of
thrombocytopenia and clinical condition increase the risk for bleeding.
PROMACTA should not be used in an attempt to normalize platelet counts. (1)
----------------------- DOSAGE AND ADMINISTRATION ----------------

e The starting dose of PROMACTA is 50 mg once daily for most patients; for
patients of East Asian ancestry or patients with moderate or severe hepatic
insufficiency, the starting dose is 25 mg once daily. (2)

e Give on an empty stomach (1 hour before or 2 hours after a meal). (2)

e Allow a 4-hour interval between PROMACTA and other medications, foods,
or supplements containing polyvalent cations (e.g., iron, calcium, aluminum,
magnesium, selenium, and zinc). (2, 7.4)

e Adjust the daily dose to achieve and maintain a platelet count >50 x 10°/L in
order to reduce the risk for bleeding. (2)

e Do not exceed a daily dose of 75 mg. (2)

e Discontinue PROMACTA if the platelet count does not increase after
4 weeks at the maximum dose; also discontinue PROMACTA for important
liver test abnormalities or excessive platelet count responses. (2)

--------------------- DOSAGE FORMS AND STRENGTHS --------------

25 mg, 50 mg, and 75 mg tablets. Each tablet, for oral administration, contains

eltrombopag olamine, equivalent to 25 mg, 50 mg, or 75 mg of eltrombopag free

acid. (3)

CONTRAINDICATIONS ----rmemememmmmememenca

None. (4)

----------------------- WARNINGS AND PRECAUTIONS -------=--=------

e PROMACTA may cause hepatotoxicity. Increases in serum aminotransferase
levels and bilirubin were observed. Liver chemistries must be measured
before the initiation of treatment and regularly during treatment. (5.1)

e Exercise caution when administering to patients with hepatic impairment. (5.1,
8.6)

e PROMACTA is a thrombopoietin receptor agonist and TPO-receptor agonists
increase the risk for development or progression of reticulin fiber deposition
within the bone marrow. Monitor peripheral blood for signs of marrow fibrosis.
(5.2)

e Discontinuation may result in worsened thrombocytopenia than was present
prior to therapy. Monitor weekly complete blood counts (CBCs), including
platelet counts for at least 4 weeks after discontinuation. (5.3)

e Excessive doses of PROMACTA may increase platelet counts to a level that
produces thrombotic/thromboembolic complications. (5.4)

e PROMACTA may increase the risk for hematological malignancies,
especially in patients with myelodysplastic syndrome. (5.5)

e Monitor CBCs, including platelet counts and peripheral blood smears, weekly
during the dose adjustment phase of therapy with PROMACTA and then
monthly following establishment of a stable dose of PROMACTA. (5.6)

e Because of the risk for hepatotoxicity and other risks, PROMACTA is
available only through a restricted distribution program. To enroll in the
restricted distribution program, PROMACTA CARES, call 1-877-9-
PROMACTA. (5.8)

ADVERSE REACTIONS-------------mmmmmoomoo-

The most common adverse reactions (occurring in more than 1 patient receiving

PROMACTA and at a higher rate in PROMACTA versus placebo) were: nausea,

vomiting, menorrhagia, myalgia, paresthesia, cataract, dyspepsia, ecchymosis,

thrombocytopenia, increased ALT/AST and conjunctival hemorrhage. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS ---------=--nmmmmmmmmee-

e Eltrombopag is an inhibitor of OATP1BI transporter. Monitor patients
closely for signs and symptoms of excessive exposure to the drugs that are
substrates of OATP1BI (e.g., rosuvastatin) and consider reduction of the
dose of these drugs. (7.2)

e Polyvalent cations (e.g., iron, calcium, aluminum, magnesium, selenium,
and zinc) significantly reduce the absorption of eltrombopag; PROMACTA
must not be taken within 4 hours of any medications or products containing
polyvalent cations such as antacids, dairy products, and mineral supplements.
(7.3)

. Pregnancy: May cause fetal harm. Enroll pregnant patients in the
PROMACTA pregnancy registry by calling 1-888-825-5249. (8.1)

e Nursing Mothers: A decision should be made to discontinue PROMACTA
or nursing, taking into account the importance of PROMACTA to the
mother. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and the FDA-
approved MEDICATION GUIDE.
Revised: October 2009
PRM:2PI
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FULL PRESCRIBING INFORMATION

WARNING: RISK FOR HEPATOTOXICITY

PROMACTA may cause hepatotoxicity:

° Measure serum alanine aminotransferase (ALT), aspartate aminotransferase (AST),
and bilirubin prior to initiation of PROMACTA, every 2 weeks during the dose
adjustment phase and monthly following establishment of a stable dose. If bilirubin
is elevated, perform fractionation.

° Evaluate abnormal serum liver tests with repeat testing within 3 to 5 days. If the
abnormalities are confirmed, monitor serum liver tests weekly until the
abnormality(ies) resolve, stabilize, or return to baseline levels.

° Discontinue PROMACTA if ALT levels increase to >3X the upper limit of normal
(ULN) and are:
® progressive, or
e persistent for >4 weeks, or
e accompanied by increased direct bilirubin, or
e accompanied by clinical symptoms of liver injury or evidence for hepatic

decompensation.

Because of the risk for hepatotoxicity and other risks [see Warnings and Precautions (5.1-

5.6)], PROMACTA is available only through a restricted distribution program called

PROMACTA CARES. Under PROMACTA CARES, only prescribers, pharmacies, and

patients registered with the program are able to prescribe, dispense, and receive

PROMACTA. To enroll in PROMACTA CARES, call 1-877-9-PROMACTA [see Warnings

and Precautions (5.8)].

1 INDICATIONS AND USAGE

PROMACTA is indicated for the treatment of thrombocytopenia in patients with chronic
immune (idiopathic) thrombocytopenic purpura (ITP) who have had an insufficient response to
corticosteroids, immunoglobulins, or splenectomy. PROMACTA should be used only in patients
with ITP whose degree of thrombocytopenia and clinical condition increases the risk for
bleeding. PROMACTA should not be used in an attempt to normalize platelet counts.

2 DOSAGE AND ADMINISTRATION

Only prescribers enrolled in PROMACTA CARES may prescribe PROMACTA [see
Warnings and Precautions (5.8)].

Monitor liver tests (ALT, AST, and bilirubin) and complete blood counts (CBCs),
including platelet counts and peripheral blood smears, prior to initiation of PROMACTA and
throughout therapy with PROMACTA. If bilirubin is elevated, perform fractionation. Monitor
CBCs, including platelet counts, for at least 4 weeks following discontinuation of PROMACTA
[see Warnings and Precautions (5.3)]. In clinical studies, platelet counts generally increased




within 1 to 2 weeks after starting PROMACTA and decreased within 1 to 2 weeks after
discontinuing PROMACTA [see Clinical Studies (14)].

Use the lowest dose of PROMACTA to achieve and maintain a platelet count >50 x
10°/L as necessary to reduce the risk for bleeding. Dose adjustments are based upon the platelet
count response. Do not use PROMACTA in an attempt to normalize platelet counts [see
Warnings and Precautions (5.4)].

Take PROMACTA on an empty stomach (1 hour before or 2 hours after a meal) [see
Clinical Pharmacology (12.3)]. Allow at least a 4-hour interval between PROMACTA and other
medications (e.g., antacids), calcium-rich foods (e.g., dairy products and calcium fortified juices),
or supplements containing polyvalent cations such as iron, calcium, aluminum, magnesium,
selenium, and zinc [see Drug Interactions (7.4) and Clinical Pharmacology (12.3)].

2.1 Initial Dose Regimen

Initiate PROMACTA at a dose of 50 mg once daily except in patients who are of East
Asian ancestry or who have moderate to severe hepatic impairment.

For patients of East Asian ancestry (such as Chinese, Japanese, Taiwanese, or Korean),
initiate PROMACTA at a reduced dose of 25 mg once daily [see Clinical Pharmacology (12.3)].

For patients with moderate or severe hepatic impairment, initiate PROMACTA at a
reduced dose of 25 mg once daily [see Use in Specific Populations (8.6)].

2.2  Monitoring and Dose Adjustment

After initiating PROMACTA, adjust the dose to achieve and maintain a platelet count
>50 x 10°/L as necessary to reduce the risk for bleeding. Do not exceed a dose of 75 mg daily.
Monitor clinical hematology and liver tests regularly throughout therapy with PROMACTA and
modify the dosage regimen of PROMACTA based on platelet counts as outlined in Table 1.
During therapy with PROMACTA, assess CBCs, including platelet count and peripheral blood
smears, weekly until a stable platelet count has been achieved. Obtain CBCs including platelet
counts and peripheral blood smears, monthly thereafter.



Table 1. Dose Adjustments of PROMACTA

Platelet Count Result Dose Adjustment or Response

<50 x 10°/L following at least | Increase daily dose by 25 mg to a maximum of 75 mg/day.
2 weeks of PROMACTA

>200 x 10°/L to <400 x 10°/L | Decrease the daily dose by 25 mg. Wait 2 weeks to assess
at any time the effects of this and any subsequent dose adjustments.

>400 x 10°/L Stop PROMACTA,; increase the frequency of platelet
monitoring to twice weekly.

Once the platelet count is <150 x 10”/L, reinitiate therapy
at a daily dose reduced by 25 mg.

>400 x 10°/L after 2 weeks of | Permanently discontinue PROMACTA.
therapy at lowest dose of
PROMACTA

Modify the dosage regimen of concomitant ITP medications, as medically appropriate, to
avoid excessive increases in platelet counts during therapy with PROMACTA. Do not administer
more than one dose of PROMACTA within any 24-hour period.

2.3  Discontinuation

Discontinue PROMACTA if the platelet count does not increase to a level sufficient to
avoid clinically important bleeding after 4 weeks of therapy with PROMACTA at the maximum
daily dose of 75 mg. Excessive platelet count responses, as outlined in Table 1, or important liver
test abnormalities also necessitate discontinuation of PROMACTA [see Warnings and
Precautions (5.1)].

3 DOSAGE FORMS AND STRENGTHS

25 mg tablets — round, biconvex, orange, film-coated tablets debossed with GS NX3 and
25 on one side. Each tablet, for oral administration, contains eltrombopag olamine, equivalent to
25 mg of eltrombopag free acid.

50 mg tablets — round, biconvex, blue, film-coated tablets debossed with GS UFU and
50 on one side. Each tablet, for oral administration, contains eltrombopag olamine, equivalent to
50 mg of eltrombopag free acid.

75 mg tablets — round, biconvex, pink, film-coated tablets debossed with GS FSS and
75 on one side. Each tablet, for oral administration, contains eltrombopag olamine, equivalent to
75 mg of eltrombopag free acid.

4 CONTRAINDICATIONS
None.



5 WARNINGS AND PRECAUTIONS
5.1 Risk for Hepatotoxicity

PROMACTA administration may cause hepatotoxicity. In the controlled clinical studies,
one patient experienced Grade 4 (NCI Common Terminology Criteria for Adverse Events [NCI
CTCAE] toxicity scale) elevations in serum liver test values during therapy with PROMACTA,
worsening of underlying cardiopulmonary disease, and death. No patients in the placebo group
experienced Grade 4 liver test abnormalities. Overall, serum liver test abnormalities
(predominantly Grade 2 or less in severity) were reported in 10% and 8% of the PROMACTA
and placebo groups, respectively. In the controlled studies, two patients (1%) treated with
PROMACTA and two patients in the placebo group (3%) discontinued treatment due to
hepatobiliary laboratory abnormalities. Seven of the patients treated with PROMACTA in the
controlled studies with hepatobiliary laboratory abnormalities were re-exposed to PROMACTA
in the extension study. Six of these patients again experienced liver test abnormalities
(predominantly Grade 1) resulting in discontinuation of PROMACTA in one patient. In the
extension study, one additional patient had PROMACTA discontinued due to liver test
abnormalities (<Grade 3).

Measure serum ALT, AST, and bilirubin prior to initiation of PROMACTA, every
2 weeks during the dose adjustment phase and monthly following establishment of a stable dose.
If bilirubin is elevated, perform fractionation. Evaluate abnormal serum liver tests with repeat
testing within 3 to 5 days. If the abnormalities are confirmed, monitor serum liver tests weekly
until the abnormality(ies) resolve, stabilize, or return to baseline levels. Discontinue
PROMACTA if ALT levels increase to >3X the upper limit of normal (ULN) and are:
e progressive, or
e persistent for >4 weeks, or
e accompanied by increased direct bilirubin, or
e accompanied by clinical symptoms of liver injury or evidence for hepatic decompensation.

Reinitiating treatment with PROMACTA is not recommended. If the potential benefit for
reinitiating PROMACTA treatment is considered to outweigh the risk for hepatotoxicity, then
cautiously reintroduce PROMACTA and measure serum liver tests weekly during the dose
adjustment phase. If liver tests abnormalities persist, worsen or recur, then permanently
discontinue PROMACTA.

Exercise caution when administering PROMACTA to patients with hepatic disease. Use
a lower starting dose of PROMACTA in patients with moderate to severe hepatic disease and
monitor closely [see Dosage and Administration (2.1)].
5.2 Bone Marrow Reticulin Formation and Risk for Bone Marrow Fibrosis

PROMACTA is a thrombopoietin (TPO) receptor agonist and TPO-receptor agonists
increase the risk for development or progression of reticulin fiber deposition within the bone
marrow.

In the extension study, seven patients had reticulin fiber deposition reported in bone
marrow biopsies, including two patients who also had collagen fiber deposition. The fiber



deposition was not associated with cytopenias and did not necessitate discontinuation of
PROMACTA. However, clinical studies have not excluded a risk of bone marrow fibrosis with
cytopenias.

Prior to initiation of PROMACTA, examine the peripheral blood smear closely to
establish a baseline level of cellular morphologic abnormalities. Following identification of a
stable dose of PROMACTA, examine peripheral blood smears and CBCs monthly for new or
worsening morphological abnormalities (e.g., teardrop and nucleated red blood cells, immature
white blood cells) or cytopenia(s). If the patient develops new or worsening morphological
abnormalities or cytopenia(s), discontinue treatment with PROMACTA and consider a bone
marrow biopsy, including staining for fibrosis.

5.3 Worsened Thrombocytopenia and Hemorrhage Risk After Cessation of
PROMACTA

Discontinuation of PROMACTA may result in thrombocytopenia of greater severity than
was present prior to therapy with PROMACTA. This worsened thrombocytopenia may increase
the patient's risk of bleeding, particularly if PROMACTA is discontinued while the patient is on
anticoagulants or antiplatelet agents. In the controlled clinical studies, transient decreases in
platelet counts to levels lower than baseline were observed following discontinuation of
treatment in 10% and 6% of the PROMACTA and placebo groups, respectively. Serious
hemorrhagic events requiring the use of supportive ITP medications occurred in 3 severely
thrombocytopenic patients within one month following the discontinuation of PROMACTA;
none were reported among the placebo group.

Following discontinuation of PROMACTA, obtain weekly CBCs, including platelet
counts for at least 4 weeks and consider alternative treatments for worsening thrombocytopenia,
according to current treatment guidelines [see Adverse Reactions (6.1)].

5.4 Thrombotic/Thromboembolic Complications

Thrombotic/thromboembolic complications may result from excessive increases in
platelet counts. Excessive doses of PROMACTA or medication errors that result in excessive
doses of PROMACTA may increase platelet counts to a level that produces
thrombotic/thromboembolic complications. In the controlled clinical studies, one
thrombotic/thromboembolic complication was reported within the groups that received
PROMACTA and none within the placebo groups. Seven patients experienced
thrombotic/thromboembolic complications in the extension study. Use caution when
administering PROMACTA to patients with known risk factors for thromboembolism (e.g.,
Factor V Leiden, ATIII deficiency, antiphospholipid syndrome, etc). To minimize the risk for
thrombotic/thromboembolic complications, do not use PROMACTA in an attempt to normalize
platelet counts. Follow the dose adjustment guidelines to achieve and maintain a platelet count of
>50 x 10°/L [see Dosage and Administration (2.2)].

5.5 Malighancies and Progression of Malighancies

PROMACTA stimulation of the TPO receptor on the surface of hematopoietic cells may

increase the risk for hematologic malignancies. In the controlled clinical studies, patients were



treated with PROMACTA for a maximum of 6 weeks and during this period no hematologic
malignancies were reported. One hematologic malignancy (non-Hodgkin's lymphoma) was
reported in the extension study. PROMACTA is not indicated for the treatment of
thrombocytopenia due to causes of thrombocytopenia (e.g., myelodysplasia or chemotherapy)
other than chronic ITP.

5.6 Laboratory Monitoring

Complete Blood Counts (CBCs): Monitor CBCs, including platelet counts and
peripheral blood smears, prior to initiation, throughout, and following discontinuation of therapy
with PROMACTA. Prior to the initiation of PROMACTA, examine the peripheral blood
differential to establish the extent of red and white blood cell abnormalities. Obtain CBCs,
including platelet counts and peripheral blood smears, weekly during the dose adjustment phase
of therapy with PROMACTA and then monthly following establishment of a stable dose of
PROMACTA. Obtain CBCs, including platelet counts, weekly for at least 4 weeks following
discontinuation of PROMACTA [see Dosage and Administration (2) and Warnings and
Precautions (5.2, 5.3)].

Liver Tests: Monitor serum liver tests (ALT, AST, and bilirubin) prior to initiation of
PROMACTA, every 2 weeks during the dose adjustment phase and monthly following
establishment of a stable dose. If bilirubin is elevated, perform fractionation. If abnormal levels
are detected, repeat the tests within 3 to 5 days. If the abnormalities are confirmed, monitor

serum liver tests weekly until the abnormality(ies) resolve, stabilize, or return to baseline levels.
Discontinue PROMACTA for the development of important liver test abnormalities [See
Warnings and Precautions (5.1)].
5.7 Cataracts
In the controlled clinical studies, cataracts developed or worsened in five (5%) patients
who received 50 mg PROMACTA daily and two (3%) placebo-group patients. In the extension
study, cataracts developed or worsened in 4% of patients who underwent ocular examination
prior to therapy with PROMACTA. Cataracts were observed in toxicology studies of
eltrombopag in rodents [see Nonclinical Toxicology (13.2)]. Perform a baseline ocular
examination prior to administration of PROMACTA and, during therapy with PROMACTA,
regularly monitor patients for signs and symptoms of cataracts.
5.8 PROMACTA Distribution Program
PROMACTA is available only through a restricted distribution program called

PROMACTA CARES. Under PROMACTA CARES, only prescribers, pharmacies, and patients
registered with the program are able to prescribe, dispense, and receive PROMACTA. This
program provides educational materials and a mechanism for the proper use of PROMACTA. To
enroll in PROMACTA CARES, call 1-877-9-PROMACTA. Prescribers and patients are required
to understand the risks of therapy with PROMACTA. Prescribers are required to understand the
information in the prescribing information and be able to:
e Educate patients on the benefits and risks of treatment with PROMACTA, ensure that the

patient receives the Medication Guide, instruct them to read it, and encourage them to ask



questions when considering PROMACTA. Patients may be educated by the enrolled
prescriber or a healthcare provider under that prescriber’s direction.

e Review the PROMACTA CARES Prescriber Enrollment Forms, sign the form, and return the
form according to PROMACTA CARES Program instructions.

e As part of the initial prescription process for PROMACTA, obtain the patient's signature on
the Patient Enrollment and Consent form, sign it, place the original signed form in the
patient's medical record, send a copy to PROMACTA CARES, and give a copy to the patient.

e Report any serious adverse events associated with the use of PROMACTA to PROMACTA
CARES Call Center at 1-877-9-PROMACTA or to the FDA’s MedWatch Program at 1-800-
FDA-1088.

e Report serious adverse events observed in patients receiving PROMACTA, including events
actively solicited at 6-month intervals.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

In clinical studies, hemorrhage was the most common serious adverse reaction and most
hemorrhagic reactions followed discontinuation of PROMACTA. Other serious adverse
reactions included liver test abnormalities and thrombotic/thromboembolic complications [see
Warnings and Precautions (5.1, 5.2)].

The data described below reflect PROMACTA exposure to 313 patients with chronic ITP
aged 18 to 85, of whom 65% were female. PROMACTA was studied in 2 randomized, placebo-
controlled studies in which patients received the drug for no more than 6 weeks. PROMACTA
was also studied in an open-label, single-arm study in which patients received the drug over an
extended period of time. Overall, PROMACTA was administered to 81 patients for at least
6 months and 39 patients for at least 1 year.

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Table 2 presents the most common adverse drug reactions (experienced by more than 1
patient receiving PROMACTA) from the placebo-controlled studies, with a higher incidence in
PROMACTA versus placebo.



Table 2. Adverse Reactions Identified in Two Placebo-Controlled Studies

PROMACTA 50mg Placebo
n=106 n=67
Preferred Term (%) (%)
Nausea 6 4
Vomiting 4 3
Menorrhagia 4 1
Myalgia 3 1
Paresthesia 3 1
Cataract 3 1
Dyspepsia 2 0
Ecchymosis 2 1
Thrombocytopenia 2 0
Increased ALT 2 0
Increased AST 2 0
Conjunctival hemorrhage 2 1

Among 207 patients with chronic ITP who received PROMACTA in the single-arm
extended study, the adverse reactions occurred in a pattern similar to those reported in the
placebo-controlled studies.

7 DRUG INTERACTIONS
7.1 Cytochrome P450

In vitro studies demonstrate that CYP1A2 and CYP2C8 are involved in the oxidative
metabolism of eltrombopag. The significance of coadministration of PROMACTA with 1)
moderate or strong inhibitors of CYP 1A2 (e.g., ciprofloxacin, fluvoxamine) and CYP 2CS8 (e.g.,
gemfibrozil, trimethoprim); 2) inducers of CYP 1A2 (e.g., tobacco, omeprazole) and CYP 2C8
(e.g., rifampin); or 3) other substrates of these CYP enzymes on the systemic exposure of
PROMACTA has not been established in clinical studies. Monitor patients for signs and
symptoms of excessive eltrombopag exposure when PROMACTA is administered concomitantly
with these moderate or strong inhibitors of CYP1A2 or CYP2CS.
7.2  Transporters

In vitro studies demonstrate that eltrombopag is an inhibitor of the organic anion
transporting polypeptide OATP1B1 and can increase the systemic exposure of other drugs that
are substrates of this transporter (e.g., benzylpenicillin, atorvastatin, fluvastatin, pravastatin,
rosuvastatin, methotrexate, nateglinide, repaglinide, rifampin). In a clinical study of healthy adult
subjects, administration of a single dose of rosuvastatin following repeated daily PROMACTA
dosing increased plasma rosuvastatin AUCy., by 55% and Cp.x by 103% [see Clinical
Pharmacology (12.3)].
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Use caution when concomitantly administering PROMACTA and drugs that are
substrates of OATP1B1. Monitor patients closely for signs and symptoms of excessive exposure
to the drugs that are substrates of OATP1B1 and consider reduction of the dose of these drugs. In
clinical trials with eltrombopag, a dose reduction of rosuvastatin by 50% was recommended for
coadministration with eltrombopag.

7.3 UDP-glucuronosyltransferases (UGTSs)

In vitro studies demonstrate that eltrombopag is an inhibitor of UGT1A1, UGT1A3,
UGT1A4, UGT1A6, UGT1A9, UGT2B7, and UGT2B15, enzymes involved in the metabolism
of multiple drugs, such as acetaminophen, narcotics, and nonsteroidal anti-inflammatory drugs
(NSAIDs). The significance of this inhibition on the potential for increased systemic exposure of
drugs that are substrates of these UGTs following coadministration with PROMACTA has not
been evaluated in clinical studies. Monitor patients closely for signs or symptoms of excessive
exposure to these drugs when concomitantly administered with PROMACTA.

In vitro studies demonstrate that UGT1A1 and UGT1A3 are responsible for the
glucuronidation of PROMACTA. The significance of coadministration of PROMACTA with
moderate or strong inhibitors or inducers on the systemic exposure of PROMACTA has not been
evaluated in clinical studies. Monitor patients closely for signs or symptoms of excessive
exposure to PROMACTA when concomitantly administered with these moderate or strong
inhibitors of UGT1A1 or UGT1A3.

7.4  Polyvalent Cations (Chelation)

Eltrombopag chelates polyvalent cations (such as iron, calcium, aluminum, magnesium,
selenium, and zinc) in foods, mineral supplements, and antacids. In a clinical study,
administration of PROMACTA with a polyvalent cation-containing antacid (1,524 mg aluminum
hydroxide, 1,425 mg magnesium carbonate, and sodium alginate) decreased plasma eltrombopag
systemic exposure by approximately 70% [see Clinical Pharmacology (12.3)]. PROMACTA
must not be taken within 4 hours of any medications or products containing polyvalent cations
such as antacids, dairy products, and mineral supplements to avoid significant reduction in
PROMACTA absorption due to chelation [see Dosage and Administration (2)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies of eltrombopag use in pregnancy. In
animal reproduction and developmental toxicity studies, there was evidence of embryolethality
and reduced fetal weights at maternally toxic doses. PROMACTA should be used in pregnancy
only if the potential benefit to the mother justifies the potential risk to the fetus.

Pregnancy Registry: A pregnancy registry has been established to collect information
about the effects of PROMACTA during pregnancy. Physicians are encouraged to register
pregnant patients, or pregnant women may enroll themselves in the PROMACTA pregnancy
registry by calling 1-888-825-5249.
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In an early embryonic development study, female rats received eltrombopag at doses of
0.8, 2, and 7 times the human clinical exposure (based on AUC). Increased pre- and post-
implantation loss and reduced fetal weight were observed at the highest dose which also caused
maternal toxicity.

In an embryofetal development study, pregnant rats received eltrombopag at doses of 0.8,
2, and 7 times the human clinical exposure (based on AUC). Decreased fetal weights and a slight
increase in the presence of cervical ribs were observed at the highest dose which also caused
maternal toxicity. However, no evidence of major structural malformations was observed.

In an embryofetal development study in pregnant rabbits treated with oral eltrombopag
doses of 0.1, 0.3, and 0.6 times the human clinical exposure (based on AUC) no evidence of
fetotoxicity, embryolethality, or teratogenicity was observed.

In a pre- and post-natal developmental toxicity study in pregnant rats (F0), no adverse
effects on maternal reproductive function or on the development of the offspring (F1) were
observed at doses up to 2 times the human clinical exposure (based on AUC). Eltrombopag was
detected in the plasma of offspring (F1). The plasma concentrations in pups increased with dose
(0.8 and 2 times the human clinical exposure based on AUC) following administration of drug to
the FO dams.

8.3  Nursing Mothers

It is not known whether eltrombopag is excreted in human milk. Because many drugs are
excreted in human milk and because of the potential for serious adverse reactions in nursing
infants from PROMACTA, a decision should be made whether to discontinue nursing or to
discontinue PROMACTA taking into account the importance of PROMACTA to the mother and
the known benefits of nursing.

8.4  Pediatric Use

The safety and efficacy of PROMACTA in pediatric patients have not been established.
8.5 Geriatric Use

Of the 106 patients in 2 randomized clinical studies of PROMACTA 50-mg dose, 22%
were 65 years of age and older, and 9% were 75 years of age and older. No overall differences in
safety or efficacy have been observed between older and younger patients in the placebo-
controlled studies, but greater sensitivity of some older individuals cannot be ruled out. In
general, dose adjustment for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy.

8.6  Hepatic Impairment

The disposition of PROMACTA was compared in patients with hepatic impairment to
subjects with normal hepatic function. Apparent clearance of PROMACTA was reduced by
approximately 50% in patients with moderate and severe (as indicated by the Child-Pugh
method) hepatic impairment. In this clinical study that did not evaluate protein binding effects,
the half-life of PROMACTA was prolonged 2-fold in patients with moderate and severe hepatic
impairment.
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For patients with moderate and severe hepatic impairment, initiate PROMACTA at a
reduced dose of 25 mg once daily [see Dosage and Administration (2.1) and Warnings and
Precautions (5.1)].

8.7 Renal Impairment

The safety and efficacy of PROMACTA in patients with varying degrees of renal
function have not been established. Closely monitor patients with impaired renal function when
administering PROMACTA.

10 OVERDOSAGE

In the event of overdose, platelet counts may increase excessively and result in
thrombotic/thromboembolic complications. In case of an overdose, consider oral administration
of a metal cation-containing preparation, such as calcium, aluminum, or magnesium preparations
to chelate eltrombopag and thus limit absorption. Closely monitor platelet counts. Reinitiate
treatment with PROMACTA in accordance with dosing and administration recommendations
[see Dosage and Administration (2.2)].

In one report, a subject ingested 5,000 mg of PROMACTA and was treated with gastric
lavage, oral lactulose, intravenous fluids, omeprazole, atropine, furosemide, calcium,
dexamethasone, and plasmapheresis. The patient’s platelet count increased to a maximum of
929 x 10°/L at 13 days following the ingestion. The patient also experienced rash, bradycardia,
ALT/AST elevations, and fatigue. The abnormal platelet count and liver test abnormalities
persisted for 3 weeks. After 2 months follow-up, all events had resolved without sequelae.

Hemodialysis is not expected to enhance the elimination of PROMACTA because
eltrombopag is not significantly renally excreted and is highly bound to plasma proteins.

11 DESCRIPTION

PROMACTA (eltrombopag) Tablets contain eltrombopag olamine, a small molecule
thrombopoietin (TPO) receptor agonist for oral administration. Eltrombopag interacts with the
transmembrane domain of the TPO receptor (also known as cMpl) leading to increased platelet
production. Each tablet contains eltrombopag olamine in the amount equivalent to 25 mg or
50 mg of eltrombopag free acid.

Eltrombopag olamine is a biphenyl hydrazone. The chemical name for eltrombopag
olamine is 3'-{(2Z)-2-[1-(3,4-dimethylphenyl)-3-methyl-5-ox0-1,5-dihydro-4H-pyrazol-4-
ylidenelhydrazino}-2'-hydroxy-3-biphenylcarboxylic acid - 2-aminoethanol (1:2). It has the
molecular formula C,5H22N40402(C,H7NO). The molecular weight is 564.65 for eltrombopag
olamine and 442.5 for eltrombopag free acid. Eltrombopag olamine has the following structural
formula:
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Eltrombopag olamine is practically insoluble in aqueous buffer across a pH range of 1 to
7.4, and is sparingly soluble in water.

The inactive ingredients of PROMACTA are: Tablet Core: magnesium stearate,
mannitol, microcrystalline cellulose, povidone, and sodium starch glycolate. Coating:
hypromellose, polyethylene glycol 400, titanium dioxide, and FD&C Yellow No. 6 aluminum
lake (25 mg tablet), FD&C Blue No. 2 aluminum lake (50 mg tablet), or Iron Oxide Red and Iron
Oxide Black (75 mg tablet).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Eltrombopag is an orally bioavailable, small-molecule TPO-receptor agonist that interacts
with the transmembrane domain of the human TPO-receptor and initiates signaling cascades that
induce proliferation and differentiation of megakaryocytes from bone marrow progenitor cells.
12.2 Pharmacodynamics

ECG Effects: There is no indication of a QT/QTc prolonging effect of PROMACTA in
doses up to 150 mg daily for 5 days. The effects of PROMACTA at doses up to 150 mg daily for
5 days (supratherapeutic doses) on the QT/QTc interval was evaluated in a double-blind,
randomized, placebo- and positive-controlled (moxifloxacin 400 mg, single oral dose) crossover
trial in healthy adult subjects. Assay sensitivity was confirmed by significant QTc prolongation
by moxifloxacin.
12.3 Pharmacokinetics

A population pharmacokinetic model analysis suggests that the pharmacokinetic profile
for eltrombopag following oral administration is best described by a 2-compartment model.
Based on this model, the estimated exposures of eltrombopag after administration to patients
with ITP are shown in Table 3.
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Table 3. Geometric Mean (95% Confidence Intervals) of Steady-State Plasma Eltrombopag
Pharmacokinetic Parameters in Adults With Idiopathic Thrombocytopenic Purpura

AUC g
Regimen of PROMACTA (mcg.hr/mL)
50 mg once daily (N = 34) 91.9
(73.6, 115)
75 mg once daily (N = 26) 146
(122, 176)

Absorption: Eltrombopag is absorbed with a peak concentration occurring 2 to 6 hours
after oral administration. Based on urinary excretion and biotransformation products eliminated
in feces, the oral absorption of drug-related material following administration of a single 75 mg
solution dose was estimated to be at least 52%.

In a clinical study, administration of a single 75 mg-dose of PROMACTA with a
polyvalent cation-containing antacid (1,524 mg aluminum hydroxide, 1,425 mg magnesium
carbonate, and sodium alginate) decreased plasma eltrombopag AUC... and Cpax by 70%. The
contribution of sodium alginate to this interaction is not known [see Drug Interactions (7.4)].

An open-label, randomized, crossover study was conducted to assess the effect of food on
the bioavailability of eltrombopag. A standard high-fat breakfast significantly decreased plasma
eltrombopag AUC., by approximately 59% and Cpax by 65% and delayed tmax by 1 hour. The
calcium content of this meal may have also contributed to this decrease in exposure.

Distribution: The concentration of eltrombopag in blood cells is approximately 50 to
79% of plasma concentrations based on a radiolabel study. In vitro studies suggest that
eltrombopag is highly bound to human plasma proteins (>99%). Eltrombopag is not a substrate
for p-glycoprotein (Pgp) or OATP1BI1.

Metabolism: Absorbed eltrombopag is extensively metabolized, predominantly through
pathways including cleavage, oxidation, and conjugation with glucuronic acid, glutathione, or
cysteine. In a human radiolabel study, eltrombopag accounted for approximately 64% of plasma
radiocarbon AUC,.,.. Metabolites due to glucuronidation and oxidation were also detected. In
vitro studies suggest that CYP 1A2 and 2CS8 are responsible for the oxidative metabolism of
eltrombopag. UGT1A1 and UGT1A3 are responsible for the glucuronidation of eltrombopag.

Elimination: The predominant route of eltrombopag excretion is via feces (59%), and
31% of the dose is found in the urine. Unchanged eltrombopag in feces accounts for
approximately 20% of the dose; unchanged eltrombopag is not detectable in urine. The plasma
elimination half-life of eltrombopag is approximately 21 to 32 hours in healthy subjects and 26
to 35 hours in ITP patients.

Race: Based on both non-compartment analysis and population pharmacokinetic
analysis, plasma eltrombopag exposure was approximately 70% higher in some Asian subjects of
Japanese, Chinese, Taiwanese, and Korean ancestry (i.e., East Asian) with ITP as compared to
non-Asian subjects who were predominantly Caucasian [see Dosage and Administration (2.1)].
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In addition, the pharmacodynamic (PD) response to eltrombopag was qualitatively similar in the
Asian subjects, but the absolute PD response was somewhat greater.

An approximately 40% higher systemic eltrombopag exposure in healthy African-
American subjects was noted in at least one clinical pharmacology study. The effect of African-
American ethnicity on exposure and related safety and efficacy of eltrombopag has not been
established.

Gender: Results from a population pharmacokinetic model suggest that males have a
27% greater apparent eltrombopag clearance than females, after adjustment for the body weight
difference.

Hepatic Impairment: Plasma eltrombopag pharmacokinetics in subjects with mild,
moderate, and severe hepatic impairment compared to healthy subjects was investigated
following administration of a single 50-mg dose of eltrombopag. The degree of hepatic
impairment was based on Child-Pugh score. Plasma eltrombopag AUCy., was 41% higher in
subjects with mild hepatic impairment, and 80% to 93% higher in subjects with moderate to
severe hepatic impairment compared with healthy subjects. A corresponding reduction in

apparent clearance was also reported. The impact of hepatic impairment was highly variable
between subjects. Unbound eltrombopag (active) concentrations for this highly protein bound
drug was not measured [see Dosage and Administration (2.1) and Use in Specific Populations
(8.6)].

Renal Impairment: The pharmacokinetics of eltrombopag have not been established in
patients with renal impairment [see Use in Specific Populations (8.7)].

Drug Interactions: Cytochrome P450: In vitro studies report that eltrombopag is an
inhibitor of CYP2C8 and CYP2C9 as measured using paclitaxel and diclofenac as the probe
substrates. A clinical study where PROMACTA 75 mg once daily was administered for 7 days to
24 healthy male subjects did not show inhibition or induction of the metabolism of a
combination of probe substrates for CYP 1A2 (caffeine), CYP2C19 (omeprazole), CYP2C9
(flurbiprofen), or CYP3A4 (midazolam) in humans. Probe substrates for CYP2C8 were not
evaluated in this study.

In vitro studies suggest that CYP 1A2 and 2C8 are responsible for oxidative metabolism
of eltrombopag. Clinical studies evaluating the effect of strong inducers or inhibitors of these

CYP enzymes responsible for the metabolism of eltrombopag have not been conducted.
Transporters: In vitro studies demonstrated that eltrombopag is an inhibitor of the
OATP1B1. Administration of 75 mg of PROMACTA once daily for 5 days with a single 10 mg-
dose of the OATP1B1 substrate, rosuvastatin, to 39 healthy adult subjects increased plasma
rosuvastatin AUCy.,, by 55% and C,.x by 103% [see Drug Interactions (7.2)].
UDP-glucuronosyltransferases (UGTSs): See Drug Interactions (7.3).
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Eltrombopag does not stimulate platelet production in rats, mice, or dogs because of
unique TPO receptor specificity. Data from these animals do not fully model effects in humans.

Eltrombopag was not carcinogenic in mice at doses up to 75 mg/kg/day or in rats at doses
up to 40 mg/kg/day (exposures up to 4 and 5 times the human clinical exposure based on AUC,
respectively).

Eltrombopag was not mutagenic or clastogenic in a bacterial mutation assay or in 2 in
vivo assays in rats (micronucleus and unscheduled DNA synthesis, 11 times the human clinical
exposure based on Cpay). In the in vitro mouse lymphoma assay, eltrombopag was marginally
positive (<3-fold increase in mutation frequency).

Eltrombopag did not affect female fertility in rats at doses up to 20 mg/kg/day (2 times
the human clinical exposure based on AUC). Eltrombopag did not affect male fertility in rats at
doses up to 40 mg/kg/day, the highest dose tested (5 times the human clinical exposure based on
AUC).

13.2 Animal Pharmacology/Toxicology

Eltrombopag is phototoxic and photoclastogenic in vitro. In vitro photoclastogenic effects
were observed only at cytotoxic drug concentrations (=15 mcg/mL) and at UV light exposure
intensity (30 MED, minimal erythematous dose). No evidence of in vitro photoclastogenicity
was observed at higher drug concentrations (up to 58.4 mcg/mL) and UV light exposure of
15 MED. There was no evidence of in vivo cutaneous phototoxicity in mice, photo-ocular
toxicity in rats or photo-ocular toxicity in mice at exposures up to 11, 6, and 7 times the human
clinical exposure based on AUC, respectively.

Treatment-related cataracts were detected in rodents in a dose- and time-dependent
manner. At >7 times the human clinical exposure based on AUC, cataracts were observed in
mice after 6 weeks and in rats after 28 weeks of dosing. At >5 times the human clinical exposure
based on AUC, cataracts were observed in mice after 13 weeks and in rats after 39 weeks of
dosing. Cataracts were not observed in dogs after 52 weeks of dosing (3 times the human clinical
exposure based on AUC). The clinical relevance of these findings is unknown [see Warnings
and Precautions (5.7)].

Renal tubular toxicity was observed in studies up to 14 days in duration in mice and rats
at exposures that were generally associated with morbidity and mortality. Tubular toxicity was
also observed in a 2-year oral carcinogenicity study in mice at doses of 25, 75, and
150 mg/kg/day. The exposure at the lowest dose was 1.4 times the human clinical exposure
based on AUC. No similar effects were observed after 13 weeks at exposures greater than those
associated with renal changes in the 2-year study, suggesting that this effect is both dose- and
time-dependent. Renal tubular toxicity was not observed in rats in a 2-year carcinogenicity study
or in dogs after 52 weeks at exposures 5 and 3 times the human clinical exposure based on AUC,
respectively.
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Eltrombopag produced hepatocellular hypertrophy in mice (7 times the human clinical
exposure based on AUC), rats (5 times the human clinical exposure based on AUC), rabbits
(1.4 times the human clinical exposure based on AUC), and dogs (4 times the human clinical
exposure based on AUC) and hepatocellular vacuolation in rats (2 times the human clinical
exposure based on AUC).

13.3 Reproductive and Developmental Toxicology

Eltrombopag was administered orally to pregnant rats in an embryofetal development
study at 10, 20, or 60 mg/kg/day (0.8, 2, and 7 times the human clinical exposure, respectively,
based on AUC). Decreases in maternal body weight gain and food consumption occurred in the
60 mg/kg/day dose group. At this maternally toxic dose, male and female fetal weights were
significantly reduced (6% to 7%) and there was a slight increase in the presence of cervical ribs,
a fetal variation.

In an embryofetal development study in mated female rabbits, eltrombopag was
administered orally at 30, 80, or 150 mg/kg/day (0.1, 0.3, and 0.6 times the human clinical
exposure, respectively, based on AUC). There was no evidence of fetotoxicity, embryolethality,
or teratogenicity at any dose.

In a pre- and post-natal developmental toxicity study in pregnant rats (F0), no adverse
effects on maternal reproductive function or on the development of the offspring (F1) were
observed at doses up to 2 times the human clinical exposure (based on AUC). Eltrombopag was
detected in the plasma of offspring (F1). The plasma concentrations in pups increased with dose
(0.8 and 2 times the human clinical exposure based on AUC) following administration of drug to
the FO dams.

14 CLINICAL STUDIES

The efficacy and safety of PROMACTA in adult patients with chronic ITP were
evaluated in 2 randomized double-blind, placebo-controlled studies and in an open-label
extension study.

14.1 Studies 1 and 2

In studies 1 and 2, patients who had completed at least one prior ITP therapy and who
had a platelet count <30 x 10°/L were randomized to either daily placebo or PROMACTA
administered over a maximum treatment period of 6 weeks, followed by 6 weeks off therapy.
During the studies, PROMACTA or placebo were discontinued if the platelet count exceeded
200 x 10°/L. The primary efficacy endpoint was response rate, defined as a shift from a baseline
platelet count of <30 x 10°/L to =50 x 10°/L at any time during the treatment period.

The median age of the patients was 50 years and 60% were female. Approximately 70%
of the patients had received at least 2 prior ITP therapies (predominantly corticosteroids,
immunoglobulins, rituximab, cytotoxic therapies, danazol, and azathioprine) and 40% of the
patients had undergone splenectomy. The median baseline platelet counts (approximately 18 x
10°/L) were similar among all treatment groups.
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Study 1 randomized 114 patients (2:1) to PROMACTA 50 mg or placebo. Study 2
randomized 117 patients (1:1:1:1) among placebo or one of three dose regimens of PROMACTA,
30 mg, 50 mg, or 75 mg each administered daily.

Table 4 shows the outcomes for the placebo groups and the groups of patients who
received the 50 mg daily regimen of PROMACTA.

Table 4. Studies 1 and 2 Platelet Count Response (=50 x 109/L) Rates

PROMACTA
Study 50 mg Daily Placebo
1 43/73 (59%)" 6/37 (16%)
2 19/27 (70%)" 3/27 (11%)

* p<0.001 for PROMACTA versus placebo.

The platelet count response to PROMACTA was similar among patients who had or had
not undergone splenectomy. In general, increases in platelet counts were detected 1 week
following initiation of PROMACTA and the maximum response observed after 2 weeks of
therapy. Within the placebo and 50 mg-dose group of PROMACTA, the study drug was
discontinued due to an increase in platelet counts to >200 x 10°/L in 3% and 27% of the patients,
respectively. The median duration of treatment with the 50 mg-dose of PROMACTA in Study 1
was 42 days and Study 2 was 43 days.

Of seven patients (three in the placebo group and four in the group that received
PROMACTA) who underwent hemostatic challenges, additional ITP medications were required
in all placebo group patients and none of the patients treated with PROMACTA. Surgical
procedures accounted for most of the hemostatic challenges. Hemorrhage requiring transfusion
occurred in one placebo group patient and no patients treated with PROMACTA.

14.2 Extension Study

Patients who completed any prior clinical study with PROMACTA were enrolled in an
open-label, single-arm study in which attempts were made to decrease the dose or eliminate the
need for any concomitant ITP medications. PROMACTA was administered to 109 patients; 74
completed 3 months of treatment, 53 completed 6 months and three patients completed 1 year of
therapy. The median baseline platelet count was 18 x 10°/L prior to administration of
PROMACTA. Median platelet counts at 3, 6, and 9 months on study were 74 x 10°/L, 67 x 10°/L,
and 95 x 10°/L, respectively. The median daily dose of PROMACTA following 6 months of
therapy was 50 mg (n = 53); the median daily dose was also 50 mg among patients with no
change in the dose regimen of PROMACTA over 2 months or more of therapy (n = 45).

16 HOW SUPPLIED/STORAGE AND HANDLING
The 25 mg tablets are round, biconvex, orange, film-coated tablets debossed with GS
NX3 and 25 on one side and are available in bottles of 30: NDC 0007-4640-13.
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The 50 mg tablets are round, biconvex, blue, film-coated tablets debossed with GS UFU
and 50 on one side and are available in bottles of 30: NDC 0007-4641-13.

The 75 mg tablets are round, biconvex, pink, film-coated tablets debossed with GS FFS
and 75 on one side and are available in bottles of 30: NDC 0007-4642-13.

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Medication Guide.
17.1 Information for Patients
Prior to treatment, patients should fully understand the risks and benefits of PROMACTA.

Inform patients that the risks associated with long-term administration of PROMACTA are

unknown and that they must enroll in PROMACTA CARES, which provides for the proper use

of PROMACTA in ITP patients.
Inform patients of the following risks and considerations for PROMACTA:

e Therapy with PROMACTA is administered to achieve and maintain a platelet count >50 x
10°/L as necessary to reduce the risk for bleeding; PROMACTA is not used to normalize
platelet counts.

e Therapy with PROMACTA may be associated with hepatobiliary laboratory abnormalities.
Monitor serum liver tests (ALT, AST, and bilirubin) prior to initiation of PROMACTA,
every 2 weeks during the dose adjustment phase and monthly following establishment of a
stable dose. If bilirubin is elevated, perform fractionation.

¢ Inform patients that they should report any of the following signs and symptoms of liver
problems to their healthcare provider right away.

e yellowing of the skin or the whites of the eyes (jaundice),
e unusual darkening of the urine,

e unusual tiredness,

e right upper stomach area pain.

¢ Following discontinuation of PROMACTA, thrombocytopenia and risk of bleeding may
develop that is worse than that experienced prior to therapy with PROMACTA, particularly
if PROMACTA is discontinued while the patient is on anticoagulants or antiplatelet agents.

e Therapy with PROMACTA increases the risk of reticulin fiber formation within the bone
marrow, and further fiber formation may progress to marrow fibrosis. Detection of peripheral
blood cell abnormalities may necessitate a bone marrow examination.

e Too much PROMACTA may result in excessive platelet counts and a risk for
thrombotic/thromboembolic complications.

e PROMACTA stimulates certain bone marrow cells to make platelets and may increase the
risk for progression of underlying MDS or hematological malignancies.
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e Platelet counts and CBCs, including peripheral blood smears, must be performed weekly
until a stable dose of PROMACTA has been achieved; thereafter, platelet counts and CBCs,
including peripheral blood smears, must be performed monthly while taking PROMACTA.

e Patients must be closely monitored with weekly platelet counts and CBCs for at least
4 weeks following discontinuation of PROMACTA.

e Even during therapy with PROMACTA, patients should continue to avoid situations or
medications that may increase the risk for bleeding.

e Patients must be advised to keep at least a 4-hour interval between PROMACTA and foods,
mineral supplements, and antacids which contain polyvalent cations such as iron, calcium,
aluminum, magnesium, selenium, and zinc.

PROMACTA is a registered trademark of GlaxoSmithKline.

@Glaxofrmith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2009, GlaxoSmithKline. All rights reserved.
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DEELBEND DD, HHEGRRER CTlda ok 6 HHIZHo72 U PROMACTA 5 L7z
23, Z ORISR TS Se oo 7o, Bk 5B Cidfmiin A FER U F
VU LORIE) MBS S, 180 TP DA ORIE (BRI £ 7o i bRk e
E) 1T K DI/ I E DTG I L C PROMACTA D)l 72,

56 BEREICLIEEOHE

£ IMERETE : PROMACTAD 2 5-BRiaHT, G-I F, B X OREGHIEZIZIE, /b
WA & e KGR B L ORI MBS HEE AR Z AT 5 Z &, PROMACTAD# 5-14
AN, ARIMERIS X OV MERE T ORRE 2 MR T 2 - ORI B Z2 1<% Z &,
PROMACTA® &% 13, HEMER ITEH . /I E & DamEkEtE s
L ORI MBHERZ AT 5 Z &, PROMACTAE G F %D &8 4 BREITEA.,
M/ 2 G e 2 MERGH A2 AT D 2L [ - HE) 2 H) L TBEEBL
MEH EoyEE) (6.2 H, 5.31H) M),

FFHSEERRE . PROMACTA DO G-B4ART, B X OHEENNT 2 HE &, HEME
®%iX 1 » AHZEIC, MIGH#EERA (ALT. ASTBLOE Y LB UME) 2FEid 52 &,
EULEMEN EA L TWABESIZE Y L U SERE S EfiT 52 &, BAEENED
HNTHEIZIE 3~5 BUWNICHREZERT 52 &, FRETHLRENERI NS
A, EPREFCEZIILET D ET, HDWIIRE5HMGRMEIC R 5 F CilnigiTHhE
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MR Z R ERT 5 Z &, BERRNHEERAM R 234 U754 IZPROMACTAD ¢ 5-

RTS8 [ MEESIOMER EoEE]  (5.1H) 2],

57 HBWRNE

G R FRER Tld, PROMACTA @ 1 H 50mg £ 5-8£D 561 (5%) . 77 R &5

D 2 B (3%) THWNBENBE FITEA LT, E#tERS535 CTlX. PROMACTA

(2 X D IBHEBAAETICIR O A & S50t L7238 O 4% CHWREOFREL £ 7213 E L3580 5

niz, B, FomEHEZAWIETZ L b U R A7 OFMERR TANBENRD b

[ IR A ) (3.2 ) 2/F] . PROMACTA ¥5-BHIARTICAR DM 2 i L |

PROMACTA (2 X BIREP G EMMNCHAE 230 L. FNEOMIEE « JER RO )EIER

THI L,

58 PROMACTAEBHIOS 3L

PROMACTA (% PROMACTA CARES & W95 RERAI 7' 17 7 L&l U R IEAT

TX 72V, PROMACTA CARES TiZ, [A7' v 7 7 AIBGEFINTASE, ERHB LW

B IR > T PROMACTA Z4L5, #i#l, IR T& %, PROMACTA D iEfEH D72 8

2R 7 e 7T MIEEE RS X O 2 12(t3° %5, PROMACTA CARES ~DXgkiL, 1-

877-9-PROMACTA |ZH##&T 5 Z &, MFER L OEEFIX. PROMACTA |2 X 5{RFED

UARAY 2T HMENS D, WHFEIL, IRESCEONFEZBE LS5 2T, Ficx T

XHIICLTEBLIMERH D,

e PROMACTA (2 L BIREDOA M EERIEICOWTRFICHET A2 L, BEICA
FIIRASCE (Medication Guide) #4479 L Catde L 9 fii/m L, PROMACTA (2D
WThNHLRNZ ERHITERT 2L 20T 2L, BEOHFIL., BELTEF
T AXRA T R DR 2 T T R EE N FEmET HZ LN TE 5,

e PROMACTA CARES L5 EAGEAMKE L <FtAk, B4 % L= 9 2T PROMACTA
CARES 7' 0 7T LDFERIZHE> TIRIET H T &,

e PROMACTA ODOfJEIALFIRFIZ, BERE - AIEZEICBEDOBELEZ L LV, BALFH»
DFEARITBRED D IVTITHRE L, 85D 1 %2 PROMACTA CARES (24 L, #HE
Db 1 HEEREICIETZ &,

e PROMACTA Off HIC X Y EELAFZEFLNHELL 7272 51X, PROMACTA CARES
a—)Lt ¥ — (1-877-9-PROMACTA) F721% FDA @ MedWatch 7' 7 7 A (1-
800-FDA-1088) (Z#H&ET 25 &,

e PROMACTA #HHITHRELLLEHELRAEFR L, MBAOIZHELZERLEDT 6 &
AZklicHmETLH L.

6 gl{EMA
6.1 ERREEBRBIE

FERRERCH o & bHREHENFEm L EELRAEFRIIHL TH Y . HiLKSED K
#451% PROMACTA #5-F1E%ICHE L TW\We, TOMOBEELRAFERES L LTI,
RS RE AT B s KON ket i i ARV E B DHEN B D [ B LB L O D+
&/ (.12, 521H) 2H] .

18~85 DM ITP & 313 Bl (MDY 65%) | PROMACTA %% 5- L 7= akiE & LA
TlZ7”9, PROMACTA O#EAEZAALT T &Rk RERBRIL 2 BMBRERK L Tk, &5
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X 6 EMLUNTH -7z, IFEROE IR LI L TRV, [FRER CIHERE S
Michlzo TG I, &K TIE 6 » HLLEFREN 81 fil, 1 AL LGN 39 T
ot

FERFABRIIAR % RS FCHEB SN TV 5728, BERRBR CHE SN 7-FIVEHA R BLR
Z M DO IR DOFFRFR CORBR L EHIE T 5 2 LIXTE T, KBS ToOREL
RAENML TS EFRS 20,

77 Rkt GRS AEE 12D 541 (PROMACTA BEOBEF|I TR |
PROMACTA B COREBLRN T TR L Y @ o BER &R 21277,
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F2. T ERKBD 2RBRTHRD DN-BIEH

PROMACTA 50mg ## 7T R

n=106 n=~67
EARGE (%) (%)
L 6 4
N[ - 4 3
I SEES 4 1
i T 3 1
PR 3 1
Elali 3 1
HIERE 2 0
DR H 1. 2 1
if/ NI JE 2 0
ALT #5n 2 0
AST ¥8n 2 0
A M5 H 1. 2 1

H—#E 0 EWikei 5 538852 T PROMACTA O #5252 17 7- 1@ ITP B34 207 {7l TR
L7ZBWERIX. 77 B RadBEBR G SN b0 S B LT,

7 EYHEEER
7.1  F k&Y B0OLP450

)L kR T OEREHIEIC CYPLA2 B LT CYP2C8 DEFS-23 in vitro 75R T
SN o TWWAD, 1) CYPIA2 OFi~ARHES] (e rvax$ v, 7/LRF
I E) BEO CYP2C8 D~ HEH] (gemfibrozil, ~U A N7 U A7 E) |
2) CYPIA2 OFEH (X Na, AT TV — )7 l) B8LU CYP2CS @‘é}%%@ﬁ

(rifampin 72 &) | 3) T HD CYP g D DI & PROMACTA % (fH L7=3%
PROMACTA D4 Wg i &2 xf 4 2 8T R B TR S Th 2wy, ;h%
CYP1A2 F 721 CYP2C8 D Hi~58 /1 72 BHEH k PROMACTA ZffH T 2 5&812id, =/
kB AR N7 OIEFINEE OBE - IEIRE H I8l T2 b,

7.2 S 2RAR—S—

TV ha R TIIEET =4 kAR U X7 T ROATPIB1 OHERITHY ., D
RV AR—=H—DIETHHMOIES] (RoIonX= Vo T RARZAEF L T
WWNAHF > TINRRARF L BANRREZTF L AR FH—F FT7U =R,
repaglinide, rifampin) OREURFE &2 IS 5 A[EEMED & 5 Z & W3in vitrogBR T &
W72 > TS, RN Z X5 & L2 KRR CPROMACTA %38 H KK H-% 121
ANRAGZF o2 BHEREG LIEZ A, MIEFE A2 ZF 2 DAUC LD 55%., Chaxd
103%H8N LTz [ THIRERE) (123 1H) =M

PROMACTA % OATPIBlI OB TH HHEAI L FHE G T 258 ITFEETH 2 &,
OATPIB1 DIE'E T 5 IEAH| DO Fl0E Tz O AE - Hﬂwfoawj:%%‘%@z TR BE L,
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INLOEROWEEEETHZ L, T/ ha AT OEKRBR T, =L ke R
NRTLORAEGT D560, a AR FUOHES SO%EET D Z & RHER I,
7.3 UDP-J Y 0O EELREER (UGT)

TR URATE, TERNTI ) 72y, HMEBIOIERT v A FRPLIIE K
(NSAID) 72 E#EHBOIEFICE D HE3% TdH 5 UGTIAL, UGTIA3, UGTIA4,
UGT1A6. UGT1A9. UGT2B7 £ L Y UGT2BI15 #[HE9 25 Z L A3 in vitro 7Bk THH 5 7>
1225 TWnD, 2D X ) REEMICELY PROMACTA OFFf#F 5% D 25 UGT O
FEEIEA O gEE &I T 5 28I IKRR TR S Ty,
PROMACTA & &5 32854. 20 OIEA|O@FINEEE OB - JERICOWTERE
EHERRSBETHZ L,

UGTI1A1 B X T UGTIA3 iZ PROMACTA D7)V 7 o U EEHIEICEE L TWD Z &R
in vitro BB TH L7 > T D, R~ 72 BERE 72135584l & PROMACTA %
OFFH L7234 @ PROMACTA O£ B IREREIIxET 5 2 TR R ER CIEiHE S v T
72\, UGT1A1 F£721% UGT1A3 O ~58 /172 EA]I & PROMACTA Z 03 254612
IX. PROMACTA O RIMgEE OHE - ERZ +oIcBlET 52 &,

7.4 BfilEA A2 (FL—KbE)

T b URARTIERS, SR TATT Y A b, HIERAITROSMGA A (8.
NI, TAI=ZUA w7 TA LY, #iERRE) Z2F L — 95, KRR
R C PROMACTA % ZAMik5 A 4 & A HlEEAl OKBLT v =0 A 1524mg, (REE~ 7
XY T L 1425mg, BROTAF @I NI oL) EfFHLIZEZ A, ML b e
VIRNT DEFEBEENK 10%W Uz [ KR (123 1H) ], FL— b
Bz &5 PROMACTA WINOA B /2 2l 57=0, dlEgAl, fLifHh, Ix7 409
T YR N EXAMGA A A AT D IEAEEBID 4 KEELINIZ PROMACTA % filkH
Lianwz & [T - HE) QHE) 2],

8 HAlGBRERE~NDOERS
8.1 IR

R A T 2 —C

a5 & Liz=/L b a VR X7 Ol o145y 7¢ el BRERER 13 5866 S 41T R
W, B E T AR A TR TR, BEWICEER AL NS HE TR T B X
OB DR D3RO HiLTe, ihm~DIEE LA MR Ik 5 a2 LAl
HEYIWrSNDGEDREGTHT L,

FIRIEAIB SR - 1THEH D PROMACTA # 5O EIZET 2 WMINED =D, IR
JEGIBGRHIE N T DT\ D, ERNIIERES 2 58T 5 Z ENLEE L, Hmb H
5 PROMACTA IEURIEFIB G ERT 5 Z LN TE D, BEkT D121 1-888-825-5249 (2
HgET 52 &,

IR AR CTHET » Mz e MRARBRERD 0.8 %, 2B IO 7/ (AUC (ZHS
) ODHETZ AV VR T 2k LZE A, BEMTHLERMENL LN i A&
T, AHRAMEZIRED OIS X ORBIRIEREOHRD MR- bz,

PR R AR TR T » Mo MRKRIREZERED 0.8 5, 2B LV 7% (AUC IZH
SL) OHETI LV v RRT2REL-EZ A, BEWTHLERERA LN &KE
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& C, BEKREBD B X OSE OB EEINMNERO Hivlz, 7277 LKE i &Era# o
Rix7ehoiz,

R Y X & AR R B AERBR Ce MERBRZEZEDO 0.1 5. 03 FRB LV 0.6 1%
(AUC I25:3<) BT v A7 2R OB L= 2 A, FRIREME. BE
Tt F T2 M E O RITEER D b o T2,

HRZ >~ b (FO) Z AW HAERZEAEFEERRTIL, b MRKRBFEEORK 2 1%
FT (AUC I2£5<) & T, oA - 13H4ER (F1) oREICHY
HZEEREZIIBD SN o7, HAER (F1) oo harRAA7 BB Eh
7oo FO REEMDICH 5%, (FEMW g R ORI E (AUC 1225 < b MEFIRIERE
BFED08fERB LU 245 [>T A LT,

8.3 Z3iE

T b RN e MRS END N E D DFARHTH D, < OFEAINE
FEFLICHWENS Z & £72 PROMACTA 1T X A2 EELBERANILIEICHKET S
BENWRHDLZ LD, FEHICHT S PROMACTA O BEEME X OEAL OB DA 4
PEEZEEL T, ILOPIESH D VIIAR| O IEZ A5 Z &,

8.4 INR~ADEE

N IZE T 5 PROMACTA OZ2 MR L OE IS STV,
85 ®‘ERE~ADEE

PROMACTA 50mg % #E/E4A L L CTHR G L7 2 BERRBR Tl xR EEE 106 Hlo 9
B 22%70% 65 meLh b 9%N 75 LA B TH o7, 7T BRI Tl E s L e
E DM TREMETITADIMEIC OV TERI R ZITRD LN TV RN L OO, ARENZ KT
THRZMENE WVEIE NN ZEHHETE R, RIS, ElnE CIIF#ee. Bk
BEE I DHEREDME F L CWAEAN SN & F - FRE B E 52 51T T
WHBHE G EmWIZ LA BB L, miing CIIFEEERE HEEZNET L L,

8.6 [FiselEE

JFRERERR = 2 A 3 5 BE & IFRSEEN B 72 B3 & C PROMACTA O W #Eh e % Lk
Liz& A, FEENSLEE (Child-Pugh 152K 25) ORFHEREREZAH T 285 Tl
PROMACTA D RF D7 U T T 2 ZADK) 50%IE T LTz, EARSOEELZ TN L
o ZOBEKERB T, PEENCEEONEERELZ2A T 2HEF T
PROMACTA D723 2 f5IIE R L7z,

RN D HE OB E 2 G 9 2 BE T, wIAHELZ 25mg® 1 H 1 B 52
JBiE L C PROMACTA &R ZBhIT 22 & [ Tk - HE) (21 B) LN [EEE
L OMEH FoFEE ) (515 ],

8.7 EHEEESE

K& 72 R O ERERE E A A T 5 BEITHIT 5 PROMACTA OZ2aMl L O 20
IETESE STV, B RERE E 41 PROMACTA 254 2 BITEE 211 EHEL
BT r L,

10 BEEE

EHBGC &L0 M/MREAEREE I EA U RERAIC AR AR S8R S OFIE &2 & 72
TEENNHD, BEEGEOHEITIE, IV TLA TAI=ULERIEIYT RV T A
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A7 EOEBGA A ERMAZRORG LTV by R 2% L— L, WL
EMAAHZ EEBETHI L, M/ EZTEER BEZT 52 &, PROMACTA O# 5
ZHEBT AR, HRSh D HE - B/ 2 & [ k- HE) 22 H) £
M

PROMACTA 5000mg#% ik L7 BF 2 B, A7 7Yy n—2X FIkRNE@K, 7+
ATT =), T havr, 7akvI R, ALV TL, TXYAXY U MBERHIC X
DIRIE LTZ SN H 5, ZOBREIIRMAIS 13 A% HE I/ 929 X 10°/LICEL
oo . AR, ALT/ASTHENN, 57 HFBL L7z, M/ RE D a6 L O e A
B 3 MR L7z, 2 » HRIBEBIEE% ., BRBIER T X TOFERNEE LTz,
T R AT B O 5D ABEN/NEI N & FRmMEEAREESEREN D
LD, MR ENTIZ PROMACTA OFPRIEHEIZ AN TIER W EE X HID,

11 &R

PROMACTA (/v hm RN 7) gEIE, K070 ha s ARAR=F L (TPO) &K
K THLT N FaVRAT AT IV 2EGATORNEEGAITH L, =/ b An
Z1% TPO Z AR (eMpl & b IFIN D) OREEEFEE & A AIEH U T/ Mo pEA 2 1
MEED, 1 ETICTV ba R R 7R & LT 25mg £721% 50mg OV b o R
NRTF T IV EEHT D

T RBYRRTFT I EFE T 2= RT YU T, ABFELIT 3-{22)-2-[1-(3,4-
dimethylphenyl)-3-methyl-5-ox0-1,5-dihydro-4H-pyrazol-4-ylidene]hydrazino } -2'-hydroxy-3-
biphenylcarboxylic acid - 2-aminoethanol (1 :2) T, 73 FiFCosHnN404.2 (CH,NO) T
b, T MBURRTET I DL TEIT 564.65, TV b v LRSS ERERE O 4y &
134425 TH D, =N b ARRTHT I I TOMETH 5,

0, -0OH

TV b a R ARTFH T 2 0% pH 1~T7.4 OKRMFEEICIE & A ETRITT, KIS
FFIZ <0,

PROMACTA DFNMITIRO LB Th D, GERIOKE : AT TV Vi~ 7 122U A,
v = b=, WEEELE—R FERY, T TV a— L@ )T LA,
a—F 4 TESy e Aa—R RYZF LT a— 400, LT
FD&C 3th 6 57 /LI =T AL —F (25mg #E) . FD&C Hth 2 57 LI =T AL —F
(50mg &) | FoldRam bkl L ORI (75mg )
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12 ERERERE
12.1 {EFA#F

T b e AR AT OG- ATRE MRS D TPO S RIREENIEETH D . & b TPO %
RO E Wi & A AEH U CERRERTEII ) b O B O L 2358 52 7
FIAREEN A — R&BRtGT 5,

122 Eh=

DERADEL . PROMACTAD 1 H 150mgE TD 5 H B 5 TQT/QCcEEAEHA 1T R
SN TRV, PROMACTAD 1 H 150mgE T 5 HE#&S (GRELXZBZH8E) 7
QT/QTcIMRIC MIET RIS\ TIE, R A Z xS & Lo lEA{b, —EHER, 7
TERBIOER (2% 7% 400mgDHEEREOHKE) 2XBE Lz oA
F—R—RBR T L7z, TX T 7 XY 0 OFETIIQTcOABRIERNED L
el einh, Z OFINED K IIfMER ST,

12.3 EYEE

T NVE AW RHEMEEYEEMATIC L D . =V b a R TRO & 5% oK EhRE
Ta T AT 2-a =" AV RETATHoEBRLSHHATEDLZ ENRENT
Wb, ZOETIZESWZ ITP BE TCORGHOHET L b VR TIRBEEY# 3
2T,

£ 3. Rt/ RIS PSR BEIR DR B BT BTV b v R AR T OEHRRE ML
FRMBRR T A —F DRMFHE (95%EHEXHE)

\ AUC (9.
PROMACTA Ok - & (mcg.hr/mL)
50mg 1 H 1[H#&E (N=34) 91.9
(73.6, 115)
75mg 1 H 1[H#&EE (N=26) 146
(122, 176)

RUR - =L b o AR ANT IR O 2~6 R ClEiREICET 5, R PRIt &
OFE Pl S D RN AL EMIC IS < & T5mg DIRFRIE & H ] 4% 5-1% D K B
HYE ORE O RIRIT 52%LL | EHEE STz,

IR CPROMACTA 75mg#% A5 A 4> OKERb 7 /v = A 1524mg, REE~
TR A 1425mg, BEOT AR T B v L) SAERERE & ORI E L L 25,
MAEF =L ha R T DAUC) 3 & DChaxlE 70%3 L=, ZOMAEAERIZT V¥
VBT R UAREFELELTWAINE I DNIAATHD [ FEYHEEEN) (14 H) =
M
FEEROEIELL Y B A —N—3ER T, BYMRTIL b RRT OEYFRIFISE
(ZRAET B A M Uz, A2 &IEN R = v h e R 7 DOAUC).. &
# 59%. CoaxZ 65%ID S| tneS 1 FFIIER L7z, ZORFOI LI T LAERAED
MRS NICF G LI alRetEn s 5,

D BEERIAAR T XVERBRIC L D & b b a AR N7 O i ER R BT i
BEDK 50%~79%Th b, =/ kR 7k e MIEEEAKERPED (>99%)
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ZENinvitroRBE ToRENTWD, = hur RS i dp-bEEAE (Pgp) 72X
OATPIB1 OFE Tlid7au,

K - WISz e AR TIFRHEI R A5, T D ARG IR B L
fefb, oI e, TVEFA L ERIFIVATA L EOWETHD, B R T
D HEHPERINLAR 7 ~ VR Tk, iR R PER FZAUC) . DF) 64%705 /L k1 L 7R/
T Tholz, V7o BRaes O iz L 2R bR I, InvitroikBr XL v .
)L b a AR OB LRIRENEB B ICCYPIA2 B L OCYP2C8 IC LB Z & RENT
Wb, TR URNTDTNVT v CEEREIZIZUGTIAL B L TNUGTIA3 3B 5 LTy
R
BEt . = o AR T B B ICEPICHRE S L (59%) . RHIZITER G EO 31%08
PEt S5, FEPOREBRITEGEDR 20%I2F4 L, RPICREIERIZRE S
72N, TV b i RN T O MU S O TR A R TR 21~32 KRS, ITPERE
2635 TH 5,

AFE . a o oR— R A2 MR R L ORHEE HZEY B RE AT O BT I2 80T, i E
TV B RN TIBEBEEILT VT RORTE AR, FE, BEBIORER (bbb
W7 U7 %) OITPAEE TR, AAEZFLETHIET T REHZ LB LI 70%E 0>
7= [ T A 21 H) R, SHIC, TYVTHREBETIEIT L b U RARTIC
K5 FTFH OGS NVERNTIFL T Wb OO FIFH OGS D FRHE TV < B v
Mol

T VHZRT AV I NOEEFEWRRE TlXm /L b VR AT OEHIREBRENK 40%5
WZ EN, DR L 1 ORI FEEBR CRENT, 77UV DRT AV IDANENI R
FRPEDS =)V b 1 RN OIRFR 72 5 N BE T 2 Z 2R L OE RIS KT T2
DN TIFHER STV R,

SR - BT VAWM TR O/ RN S, KEETHIERD
TN RBURNTDT VT T RTBMENLMEL Y 27% KRE N EDRRBIN TV D,

FF#EEEREE - A, WAL L OEE O E 2 4 7 2 g & dEgig & ©
TV ha RN S0mgE HiElE %OV ko R8T O e SR EhRE & i L7,
NS RERE & DO FZ L X Child-Pugh XA =2 7 TR L7z, =L k> AR A7 OifiEH AUC.. 1.
AL A & bhie U CHR B AFRERERR R TIE 41%m8 < . HEEEE ) B O g RefE
ERETIL 80%~93%EM o772 AT DZ VT T 2T Z IS U TR T LT,
S REREE DB IE NI L > TRERIESSENH 72, T/ b U RARTIIEAR
BRENEmON, BAHEMEE LT (EED) v ba VAR R T REITHIE LT
ol [ T ) 21F) BLO [FHREZEMN~DRT) 8.6 H) W],

BRMEEIEE  BHEEEREICBIT AL e AR AT O E IR S TWD
RN [ TFRR M~ DR 8.7 1H) B

EWMMEBER : FAOOLPIS0: X7 ) XX LBLONyr/unryaF s a7 n—7
FE L Lizin vitroidBR T, =/ k1 AR X7 1XCYP2CS 38 L O\CYP2C9 DORHEHRITH 5
ZERRINTWD, B MHEERE 24 FlIZPROMACTA 75mg# 1 H 118 7 HE#& 5
L 7= iR ek Tid, CYP1A2. CYP2C19., CYP2C9 H5 X UNCYP3A4 Ot MIBITFTH T
n—7HE (ZEnNEFNA T 2Av, AATTS—), e ra sy IXVT
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L) EOEFAHLTH, ENOOMRMOMEF ZIXFEITGRO N oT-, ZOREBRTIX
CYP2C8 D7t — 7 HEIZ DWW TIIHE L T2 uy,

)L b e RS O ERIREIICIE CYPIA2 B LY CYP2C8 35 L TW5AH Z &R
in vitro R T/ REINTWVWD, T/ b VR ARTOMREHIEE ST 5 2160 CYP BRI
K35 5B 7] 22 B E T VL PR E A D 528 2 FEAN T 2 BRIRERBR 13 FEHE L Ty,

FSOXR—H— )L b RN TXOATPIBL OFRERITH 5 Z & Hin vitro iRER
THLMNI > TV 5D, fEBEMERE 39 BIICPROMACTA 75mg#% 1 B 18] 5 B RE#54
% &L HICOATPIBl OIEE THDH T AN L F L 10mgh HEHEG Li- L 2 A, i
FDOE ANZAHZF L AUChDS 55%. Cmax?S 103%EEIN L72 [ EMHEZES) (1.2
) T

UDP- 2Lz 7 A fts s (UGT) o THEMIAAE ) (1.3 18) £/,
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13 FEERERE MR
131 HMARME. TRERERME. £hEEE (Zihee) EF

TV bR CARANTILEA O TPO B EFERMEDTZD, Ty b, v U AEIFA XD
M/ RPEATIREE L2V, 260G DT —% 3 N TOREDO+SRET L E
=AY SVAAR

TV R R ARNRTII T A TIE 75mgkg/HE T, 7 v M TIiE 40mgkg/H £ TORHE
(AUC I2#:5< & FCOBKRIBEEDOZNEN 4 FEXV S HEET) THRAFRMEE R
X o T,

T ha AT, MEEH WA EARERRBREZIXT v FEHWS 2 FEEDIn
vivorklit  (VPZEER B X OR EHIDNAA AGRER, Coaxl2EES< B M CORGKBEFEED 11
%) CTERFME IR OEREEFEREL RS0 o7, Invitro~ 7 A Y Lo JERERC
IZTOTOICEHETH - 7o (Z2R BB ORI 3 f5K75H)

TV b AR E 20mg/kg/ B (AUC (2H5< B R CTORFKIBREZERED 2 %) FTO
H®ET, M7y FOZBRERICEEEZ XTI o7z, FERABOKSEHETH D
40mg/kg/ H £ TOHE (AUC IZES< B N TORKBEFEED 5 %) T, HEZ7 v hok
FEREIC B E RE S 7e o Tz,

13.2 EMITOHOEE SHHER

)L kR in vitro TREEMB L OO REaAREEFRE A AT S, 72770 in
vitro TO YR FHRIENTE D b 7= O MlaHIE 2 R Y RE (15ug/mL LA
) L ERAGERIRERFRE AY 30 MED [/ NELEEE] DA @Emtoi@mm%%&f
(58.4ug/mL £ T) & 15 MED OSRSMRIETZ Tl in vitro SEY AR B H 5558 ME O 20 I3 EE
D OIS Tz, Invivo D~ ARRTENTEME. T v MBRIRFEMEE i~ v AR FEME
AUC |ZH:5< B N TORKRIBRFEEDOZNZEI 11 5, %%i@7%i?®%@gfﬁ
ORSY AWASIEESY

F o B CIEERHR G- & B L 72 AN FE DS BRI D SRR FERICR D iz,
AUC [ZES< B FTORKIREED 7 5L EOAETIX, vV AT 6 HEE L%,
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS

p.1



1. NAME OF THE MEDICINAL PRODUCT

Revolade 25 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains eltrombopag olamine equivalent to 25 mg eltrombopag.

Excipients

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Round, biconvex, white film-coated tablet debossed with ‘GS NX3’ and ‘25’ on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Revolade is indicated for adult chronic immune (idiopathic) thrombocytopenic purpura (ITP)
splenectomised patients who are refractory to other treatments (e.g. corticosteroids, immunoglobulins).
Revolade may be considered as second line treatment for adult non-splenectomised patients where
surgery is contraindicated.

4.2  Posology and method of administration

Eltrombopag treatment should remain under the supervision of a physician who is experienced in the
treatment of haematological diseases.

Eltrombopag dosing requirements must be individualised based on the patient’s platelet counts. The
objective of treatment with eltrombopag should not be to normalise platelet counts but to maintain
platelet counts above the level for haemorrhagic risk (> 50,000/ul).

In most patients, measurable elevations in platelet counts take 1-2 weeks (see section 5.1).

Adults

The recommended starting dose of eltrombopag is 50 mg once daily. For patients of East Asian
ancestry, eltrombopag should be initiated at a reduced dose of 25 mg once daily (see section 5.2).

Monitoring and dose adjustment

After initiating eltrombopag, adjust the dose to achieve and maintain a platelet count > 50,000/p1 as
necessary to reduce the risk for bleeding. Do not exceed a dose of 75 mg daily.

Clinical haematology and liver tests should be monitored regularly throughout therapy with
eltrombopag and the dose regimen of eltrombopag modified based on platelet counts as outlined in
Table 1. During therapy with eltrombopag complete blood counts (CBCs), including platelet count and
peripheral blood smears, should be assessed weekly until a stable platelet count (> 50,000/ul for at
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least 4 weeks) has been achieved. CBCs including platelet counts and peripheral blood smears should
be obtained monthly thereafter.

The lowest effective dosing regimen to maintain platelet counts should be used as clinically indicated.

Table 1 Dose adjustments of eltrombopag

Platelet count Dose adjustment or response
<50,000/ul following at least Increase daily dose by 25 mg to a maximum of 75 mg/day.
2 weeks of therapy
>50,000/ul to < 150,000/pul Use lowest dose of eltrombopag and/or concomitant ITP
treatment to maintain platelet counts that avoid or reduce
bleeding.
> 150,000/pl to <250,000/pl Decrease the daily dose by 25 mg. Wait 2 weeks to assess the

effects of this and any subsequent dose adjustments.

> 250,000/ul Stop eltrombopag; increase the frequency of platelet monitoring
to twice weekly.

Once the platelet count is < 100,000/pl, reinitiate therapy at a
daily dose reduced by 25 mg.

Eltrombopag can be administered in addition to other ITP medicinal products. Modify the dose
regimen of concomitant ITP medicinal products, as medically appropriate, to avoid excessive
increases in platelet counts during therapy with eltrombopag.

Wait for at least 2 weeks to see the effect of any dose adjustment on the patient’s platelet response
prior to considering another dose adjustment.

The standard eltrombopag dose adjustment, either decrease or increase, would be 25 mg once daily.
However, in a few patients a combination of different film-coated tablet strengths on different days
may be required.

Discontinuation

Treatment with eltrombopag should be discontinued if the platelet count does not increase to a level
sufficient to avoid clinically important bleeding after four weeks of eltrombopag therapy at 75 mg
once daily.

Patients should be clinically evaluated periodically and continuation of treatment should be decided on
an individual basis by the treating physician. The reoccurrence of thrombocytopenia is possible upon

discontinuation of treatment (see section 4.4).

Renal impairment

No dose adjustment is necessary in patients with renal impairment. Patients with impaired renal
function should use eltrombopag with caution and close monitoring, for example by testing serum
creatinine and/or performing urine analysis (see section 5.2).
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Hepatic impairment

Eltrombopag should not be used in patients with moderate to severe hepatic impairment (Child-Pugh
score > 7) unless the expected benefit outweighs the identified risk of portal venous thrombosis (see
section 4.4).

If the use of eltrombopag is deemed necessary, the starting dose must be 25 mg once daily.
The risk of thromboembolic events (TEEs) has been found to be increased in patients with chronic
liver disease treated with 75 mg eltrombopag once daily for two weeks in preparation for invasive

procedures (see sections 4.4 and 4.8).

Paediatric population

Revolade is not recommended for use in children and adolescents below age 18 due to insufficient
data on safety and efficacy.

Elderly

There are limited data on the use of eltrombopag in patients aged 65 years and older. In the clinical
studies of eltrombopag, overall no clinically significant differences in safety of eltrombopag were
observed between subjects aged at least 65 years and younger subjects. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients, but
greater sensitivity of some older individuals cannot be ruled out.

East Asian patients

Initiation of eltrombopag at a reduced dose of 25 mg once daily may be considered for patients of East
Asian ancestry (such as Chinese, Japanese, Taiwanese or Korean) (see section 5.2). Patient platelet
count should continue to be monitored and the standard criteria for further dose modification followed.

Method of administration

The tablets should be administered orally. Eltrombopag should be taken at least four hours before or
after any products such as antacids, dairy products (or other calcium containing food products), or
mineral supplements containing polyvalent cations (e.g. iron, calcium, magnesium, aluminium,
selenium and zinc) (see sections 4.5 and 5.2).

4.3 Contraindications

Hypersensitivity to eltrombopag or to any of the excipients.

4.4 Special warnings and precautions for use

The diagnosis of ITP in adults and elderly patients should have been confirmed by the exclusion of
other clinical entities presenting with thrombocytopenia. 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.

The effectiveness and safety of eltrombopag have not been established for use in other
thrombocytopenic conditions including chemotherapy-induced thrombocytopenia and myelodysplastic
syndromes (MDS).

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

These findings were mostly mild (Grade 1-2), reversible and not accompanied by clinically significant
symptoms that would indicate an impaired liver function. Across the 3 placebo-controlled studies,

1 patient in the placebo group and 1 patient in the eltrombopag group experienced a Grade 4 liver test
abnormality.

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. 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 the upper limit of
normal [ULN]) and are:

e progressive, or
e persistent for > 4 weeks, or
e accompanied by increased direct bilirubin, or

e accompanied by clinical symptoms of liver injury or evidence for hepatic decompensation
Exercise caution when administering eltrombopag to patients with hepatic disease.

Thrombotic/Thromboembolic complications

Thrombotic/Thromboembolic complications may occur in patients with ITP. Platelet counts above the
normal range present a theoretical risk of thrombotic/thromboembolic complications. In eltrombopag
clinical trials thromboembolic events were observed at low and normal platelet counts. Caution should
be used when administering eltrombopag to patients with known risk factors for thromboembolism
including but not limited to inherited (e.g. Factor V Leiden) or acquired risk factors (e.g. ATIII
deficiency, antiphospholipid syndrome), advanced age, patients with prolonged periods of
immobilisation, malignancies, contraceptives and hormone replacement therapy, surgery/trauma,
obesity and smoking. Platelet counts should be closely monitored and consideration given to reducing
the dose or discontinuing eltrombopag treatment if the platelet count exceeds the target levels (see
section 4.2). The risk-benefit balance should be considered in patients at risk of thromboembolic
events of any aetiology.

The risk of thromboembolic events (TEEs) has been found to be increased in patients with chronic
liver disease treated with 75 mg eltrombopag once daily for two weeks in preparation for invasive
procedures. Therefore, eltrombopag should not be used in patients with moderate to severe hepatic
impairment (Child-Pugh score > 7) unless the expected benefit outweighs the identified risk of portal
venous thrombosis (see sections 4.2 and 4.8).

Bleeding following discontinuation of eltrombopag

Thrombocytopenia is likely to reoccur upon discontinuation of treatment with eltrombopag. Following
discontinuation of eltrombopag, platelet counts return to baseline levels within 2 weeks in the majority
of patients, which increase the bleeding risk and in some cases may lead to bleeding. This risk is
increased if eltrombopag treatment is discontinued in the presence of anticoagulants or anti-platelet
agents. It is recommended that, if treatment with eltrombopag is discontinued, ITP treatment be
restarted according to current treatment guidelines. Additional medical management may include
cessation of anticoagulant and/or anti-platelet therapy, reversal of anticoagulation, or platelet support.
Platelet counts must be monitored weekly for 4 weeks following discontinuation of eltrombopag.
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Bone marrow reticulin formation and risk of bone marrow fibrosis

Eltrombopag may increase the risk for development or progression of reticulin fibers within the bone
marrow. The relevance of this finding, as with other thrombopoietin receptor (TPO-R) agonists, has
not been established yet.

Prior to initiation of eltrombopag, the peripheral blood smear should be examined closely to establish
a baseline level of cellular morphologic abnormalities. Following identification of a stable dose of
eltrombopag, complete blood count (CBC) with white blood cell count (WBC) differential should be
performed monthly. If immature or dysplastic cells are observed, peripheral blood smears should be
examined for new or worsening morphological abnormalities (e.g., teardrop and nucleated red blood
cells, immature white blood cells) or cytopenia(s). If the patient develops new or worsening
morphological abnormalities or cytopenia(s), treatment with eltrombopag should be discontinued and
a bone marrow biopsy considered, including staining for fibrosis.

Malignancies and progression of malignancies

TPO-R agonists are growth factors that lead to thrombopoietic progenitor cell expansion,
differentiation and platelet production. The TPO-R is predominantly expressed on the surface of cells
of the myeloid lineage. For TPO-R agonists there is a theoretical concern that they may stimulate the
progression of existing haematopoietic malignancies such as MDS.

Cataracts

Cataracts were observed in toxicology studies of eltrombopag in rodents (see section 5.3). The clinical
relevance of this finding is unknown. Routine monitoring of patients for cataracts is recommended.

Loss of response to eltrombopag

A loss of response or failure to maintain a platelet response with eltrombopag treatment within the
recommended dosing range should prompt a search for causative factors, including an increased bone
marrow reticulin.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of eltrombopag on other medicinal products

HMG CoA reductase inhibitors

In vitro studies demonstrated that eltrombopag is not a substrate for the organic anion transporter
polypeptide, OATP1B1, but is an inhibitor of this transporter. In vitro studies also demonstrated that
eltrombopag is a breast cancer resistance protein (BCRP) substrate and inhibitor. Administration of
eltrombopag 75 mg once daily for 5 days with a single 10 mg dose of the OATP1B1 and BCRP
substrate rosuvastatin to 39 healthy adult subjects increased plasma rosuvastatin Cp,x 103 % (90 % CI:
82 %, 126 %) and AUCy., 55 % (90 % CI: 42 %, 69 %). Interactions are also expected with other
HMG-CoA reductase inhibitors, including pravastatin, simvastatin and lovastatin, however, clinically
significant interactions are not expected between eltrombopag and atorvastatin or fluvastatin. When
co-administered with eltrombopag, a reduced dose of statins should be considered and careful
monitoring for statin side effects should be undertaken.

OATP1B1 and BCRP substrates

Concomitant administration of eltrombopag and OATP1B1 (e.g. methotrexate) and BCRP (e.g.
topotecan and methotrexate) substrates should be undertaken with caution.

Cytochrome P450 substrates
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In studies utilizing human liver microsomes, eltrombopag (up to 100 uM) showed no in vitro

inhibition of the CYP450 enzymes 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5, and 4A9/11 and was an
inhibitor of CYP2CS8 and CYP2C9 as measured using paclitaxel and diclofenac as the probe substrates.
Administration of eltrombopag 75 mg once daily for 7 days to 24 healthy male subjects did not inhibit
or induce the metabolism of probe substrates for 1A2 (caffeine), 2C19 (omeprazole), 2C9
(flurbiprofen), or 3A4 (midazolam) in humans. No clinically significant interactions are expected

when eltrombopag and CYP450 substrates are co-administered.

Effects of other medicinal products on eltrombopag

Polyvalent cations (Chelation)

Eltrombopag chelates with polyvalent cations such as iron, calcium, magnesium, aluminium, selenium
and zinc. Administration of a single dose of eltrombopag 75 mg with a polyvalent cation-containing
antacid (1524 mg aluminium hydroxide and 1425 mg magnesium carbonate) decreased plasma
eltrombopag AUC,.,, by 70 % (90 % CI: 64 %, 76 %) and C,,,x by 70 % (90 % CI: 62 %, 76 %).
Antacids, dairy products and other products containing polyvalent cations, such as mineral
supplements, must be administered at least four hours apart from eltrombopag dosing to avoid
significant reduction in eltrombopag absorption due to chelation (see section 4.2).

Food interaction

Administration of a single 50 mg-dose of eltrombopag with a standard high-calorie, high-fat breakfast
that included dairy products reduced plasma eltrombopag AUCy., by 59 % (90 % CI: 54 %, 64 %) and
Cinax by 65 % (90 % CI: 59 %, 70 %). Food low in calcium [< 50 mg calcium] including fruit, lean
ham, beef and unfortified (no added calcium, magnesium, iron) fruit juice, unfortified soy milk, and
unfortified grain did not significantly impact plasma eltrombopag exposure, regardless of calorie and
fat content (see section 4.2).

Lopinavir/ritonavir

Co-administration of eltrombopag with lopinavir/ritonavir (LPV/RTV) may cause a decrease in the
concentration of eltrombopag. A study in 40 healthy volunteers showed that the co-administration of
single dose eltrombopag 100 mg with repeat dose LPV/RTV 400 /100 mg twice daily resulted in a
reduction in eltrombopag plasma AUC g, by 17 % (90 % CI: 6.6 %, 26.6 %). Therefore, caution
should be used when co-administration of eltrombopag with LPV/RTYV 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.

Medicinal products for treatment of ITP

Medicinal products used in the treatment of ITP in combination with eltrombopag in clinical studies
included corticosteroids, danazol, and/or azathioprine, intravenous immunoglobulin (IVIG), and anti-
D immunoglobulin. Platelet counts should be monitored when combining eltrombopag with other
medicinal products for the treatment of ITP in order to avoid platelet counts outside of the
recommended range (see section 4.2).

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of eltrombopag in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

p.7



Revolade is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding

It is not known whether eltrombopag / metabolites are excreted in human milk. Studies in animals
have shown that eltrombopag is likely secreted into milk (see section 5.3); therefore a risk to the
suckling child cannot be excluded. A decision must be made whether to discontinue breast-feeding or
to continue / abstain from Revolade therapy, taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8  Undesirable effects

Based on an analysis of all chronic ITP patients receiving eltrombopag in 3 controlled and 2
uncontrolled clinical studies, the overall incidence of adverse events in subjects treated with
eltrombopag was 82 % (367/446). The median duration of exposure to eltrombopag was 304 days and

patient year’s exposure was 377 in this study population.

The adverse events listed below by MedDRA system organ class and by frequency are those that the
investigator considered treatment related (N = 446). The frequency categories are defined as:

Very common (=1/10)

Common (> 1/100 to < 1/10)

Uncommon (> 1/1,000 to < 1/100)

Rare (= 1/10,000 to < 1/1,000)

Very rare (< 1/10,000)

Not known (cannot be estimated from the available data)

Infections and infestations

Uncommon Pharyngitis, Urinary tract infection, Influenza, Nasopharyngitis, Oral herpes,
Pneumonia, Sinusitis, Tonsillitis, Upper respiratory tract infection

Neoplasms benign, malignant and unspecified (incl cysts and polyps)

Uncommon Rectosigmoid cancer

Blood and lymphatic system disorders

Uncommon Anaemia, Anisocytosis, Eosinophilia, Haemolytic anaemia, Leukocytosis,
Myelocytosis, Thrombocytopenia, Haemoglobin increased, Band neutrophil count increased,
Haemoglobin decreased, Myelocyte present, Platelet count increased, White blood cell count
decreased

Immune system disorders

Uncommon Hypersensitivity

Metabolism and nutrition disorders

Uncommon Anorexia, Hypokalaemia, Decreased appetite, Increased appetite, Gout,
Hypocalcaemia, Blood uric acid increased
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Psychiatric disorders

Common Insomnia
Uncommon Sleep disorder, Anxiety, Depression, Apathy, Mood altered, Tearfulness

Nervous systems disorders

Very Common Headache
Common Paraesthesia
Uncommon Dizziness, Dysgeusia, Hypoaesthesia, Somnolence, Migraine, Tremor,

Balance disorder, Dysaesthesia, Hemiparesis, Migraine with aura, Neuropathy peripheral, Peripheral
sensory neuropathy, Speech disorder, Toxic neuropathy, Vascular headache

Eye disorders

Common Cataract, Dry eye

Uncommon Vision blurred, Lenticular opacities, Astigmatism, Cataract cortical,
Conjunctival haemorrhage, Eye pain, Lacrimation increased, Retinal haemorrhage, Retinal pigment
epitheliopathy, Visual acuity reduced, Visual impairment, Visual acuity tests abnormal, Blepharitis

and Keratoconjunctivitis sicca

Ear and labyrinth disorders

Uncommon Ear pain, Vertigo

Cardiac disorders

Uncommon Tachycardia, Acute myocardial infarction, Cardiovascular disorder,
Cyanosis, Palpitations, Sinus tachycardia, Electrocardiogram QT prolonged

Vascular disorders

Uncommon Deep vein thrombosis, Hypertension, Embolism, Hot flush,
Thrombophlebitis superficial, Flushing, Haematoma

Respiratory, thoracic and mediastinal disorders

Uncommon Epistaxis, Pulmonary embolism, Pulmonary infarction, Cough, Nasal
discomfort, Oropharyngeal blistering, Oropharyngeal pain, Sinus disorder, Sleep apnoea syndrome

Gastrointestinal disorders

Common Nausea, Diarrhoea, Constipation, Abdominal pain upper

Uncommon Abdominal discomfort, Abdominal distension, Dry mouth, Dyspepsia,
Vomiting, Abdominal pain, Gingival bleeding, Glossodynia, Haemorrhoids, Mouth haemorrhage,
Abdominal tenderness, Faeces discoloured, Flatulence, Food poisoning, Frequent bowel movements,
Haematemesis, Oral discomfort
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Hepatobiliary disorders

Common Alanine aminotransferase increased®, Aspartate aminotransferase increased*,
Blood bilirubin increased, Hyperbilirubinaemia, Hepatic function abnormal

Uncommon Cholestasis, Hepatic lesion, Hepatitis

*Increase of alanine aminotransferase and aspartate aminotransferase may occur simultaneously,
although at a lower frequency.

Skin and subcutaneous tissue disorders

Common Rash, Pruritus, Alopecia
Uncommon Ecchymosis, Hyperhidrosis, Pruritus generalised, Urticaria, Dermatosis,
Petechiae, Cold sweat, Erythema, Melanosis, Night sweats, Pigmentation disorder, Skin discolouration,

Skin exfoliation, Swelling face

Musculoskeletal and connective tissue disorder

Common Arthralgia, Myalgia, Muscle spasm, Bone pain
Uncommon Muscular weakness, Pain in extremity, Sensation of heaviness

Renal and urinary disorders

Uncommon Renal failure, Leukocyturia, Lupus nephritis, Nocturia, Proteinuria, Blood
urea increased, Blood creatinine increased, Urine protein/creatinine ratio increased

General disorders and administrative site conditions

Common Fatigue, Oedema peripheral
Uncommon Chest pain, Feeling hot, Pain, Vessel puncture site haemorrhage, Asthenia,

Feeling jittery, Ill-defined disorder, Inflammation of wound, Influenza like illness, Malaise, Mucosal
inflammation, Non-cardiac chest pain, Pyrexia, Sensation of foreign body

Investigations

Uncommon Blood albumin increased, Blood alkaline phosphatase increased, Protein
total increased, Weight increased, Blood albumin decreased, pH urine increased

Injury, poisoning and procedural complications

Uncommon Contusion, Sunburn

Thromboembolic events (TEEs)

In 3 controlled and 2 uncontrolled clinical studies, among adult chronic ITP patients receiving
eltrombopag (n = 446), 17 subjects experienced a total of 19 TEEs, which included (in descending
order of occurrence) deep vein thrombosis (n = 6), pulmonary embolism (n = 6), acute myocardial
infarction (n = 2), cerebral infarction (n = 2), embolism (n = 1) (see section 4.4).

In a placebo-controlled study, following 2 weeks treatment in preparation for invasive procedures, 6 of
261 patients with chronic liver disease experienced 7 thromboembolic events of the portal venous
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system. One additional patient developed a myocardial infarction 20 days after the last dose of study
medication, which remains blinded.

Thrombocytopenia following discontinuation of treatment

In the 3 controlled clinical studies, transient decreases in platelet counts to levels lower than baseline
were observed following discontinuation of treatment in 8 % and 8 % of the eltrombopag and placebo
groups, respectively (see section 4.4).

Increased bone marrow reticulin

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

4,9 Overdose

In the event of overdose, platelet counts may increase excessively and result in
thrombotic/thromboembolic complications. In case of an overdose, consider oral administration of a
metal cation-containing preparation, such as calcium, aluminium, or magnesium preparations to
chelate eltrombopag and thus limit absorption. Closely monitor platelet counts. Reinitiate treatment
with eltrombopag in accordance with dosing and administration recommendations (see section 4.2).

In the clinical studies there was one report of overdose where the subject ingested 5000 mg of
eltrombopag. Reported adverse events included mild rash, transient bradycardia, ALT and AST
elevation, and fatigue. Liver enzymes measured between Days 2 and 18 after ingestion peaked at a
1.6-fold ULN in AST, a 3.9-fold ULN in ALT, and a 2.4-fold ULN in total bilirubin, The platelet
counts were 672,000/l on day 18 after ingestion and the maximum platelet count was 929,000/ul. All
events were resolved without sequelae following treatment.

Because eltrombopag is not significantly renally excreted and is highly bound to plasma proteins,

haemodialysis would not be expected to be an effective method to enhance the elimination of
eltrombopag.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antihemorrhagics, ATC code: B02BX 05.

Mechanism of action

TPO is the main cytokine involved in regulation of megakaryopoiesis and platelet production, and is
the endogenous ligand for the TPO-R. Eltrombopag interacts with the transmembrane domain of the
human TPO-R and initiates signaling cascades similar but not identical to that of endogenous
thrombopoietin (TPO), inducing proliferation and differentiation of megakaryocytes from bone
marrow progenitor cells.

Clinical studies

Two Phase III, randomised, double-blind, placebo-controlled studies RAISE (TRA102537) and
TRA100773B and two open-label studies REPEAT (TRA108057) and EXTEND (TRA105325)
evaluated the safety and efficacy of eltrombopag in adult patients with previously treated chronic ITP.
Overall, eltrombopag was administered to 277 patients for at least 6 months and 202 patients for at
least 1 year.
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Double-blind placebo-controlled studies

RAISE: 197 patients were randomised 2:1, eltrombopag (n=135) to placebo (n=62), and
randomisation was stratified based upon splenectomy status, use of ITP medication at baseline and
baseline platelet count. The dose of eltrombopag was adjusted during the 6 month treatment period
based on individual platelet counts. All subjects initiated treatment with eltrombopag 50 mg. From
Day 29 to the end of treatment, 15 to 28 % of eltrombopag treated patients were maintained on
<25 mgand 29 to 53 % received 75 mg.

In addition, patients could taper off concomitant ITP medicinal products and receive rescue treatments
as dictated by local standard of care. More than half of all patients in each treatment group had > 3
prior ITP therapies and 36 % had a prior splenectomy.

Median platelet counts at baseline were 16,000/ul for both treatment groups and in the eltrombopag
group were maintained above 50,000/ul at all on-therapy visits starting at Day 15; in contrast, median
platelet counts in the placebo group remained < 30,000/l throughout the study.

Platelet count response between 50,000-400,000/pl in the absence of rescue medication was achieved
by significantly more patients in the eltrombopag treated group during the 6 month treatment period,
p <0.001. Fifty-four percent of the eltrombopag-treated patients and 13 % of placebo-treated patients
achieved this level of response after 6 weeks of treatment. A similar platelet response was maintained
throughout the study, with 52 % and 16 % of patients responding at the end of the 6-month treatment
period.

Table 2: Secondary efficacy results from RAISE

Eltrombopag Placebo
N=135 N=62
Key secondary endpoints
Number of cumulative weeks with platelet counts > 50,000-
400,000/u1], Mean (SD) 11.3 (9.46) 2.4 (5.95)
Patients with > 75 % of assessments in the target range (50,000 to
400,000/ul), n (%) >138) 4
P-value® <0.001
Patients wi‘;h bleeding (WHO Grades 1-4) at any time during 6 106 (79) 56 (93)
months, n (%)
P-value* 0.012
Patients with bleeding (WHO Grades 2-4) at any time during 6 44 (33) 32 (53)
months, n (%)
P-value* 0.002
Requiring rescue therapy, n (%) 24 (18) | 25 (40)
P-value® 0.001
Patients receiving ITP therapy at baseline (n) 63 31
Patients who attempted to reduce or discontinue baseline
therapy, n (%)° 37 (59) 10 (32)
P value a 0.016
a Logistic regression model adjusted for randomisation stratification variables
b 21 out of 63 (33 %) patients treated with eltrombopag who were taking an ITP medication at baseline permanently

discontinued all baseline ITP medications.

At baseline, more than 70 % of patients in each treatment group reported any bleeding (WHO Grades
1-4) and more than 20 % reported clinically significant bleeding (WHO Grades 2-4), respectively.
The proportion of eltrombopag-treated patients with any bleeding (Grades 1-4) and clinically
significant bleeding (Grades 2-4) was reduced from baseline by approximately 50 % from Day 15 to
the end of treatment throughout the 6 month treatment period.
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TRA100773B: The primary efficacy endpoint was the proportion of responders, defined as patients
who had an increase in platelet counts to > 50,000/ul at Day 43 from a baseline of < 30,000/pul;
patients who withdrew prematurely due to a platelet count > 200,000/ul were considered responders,
those that discontinued for any other reason were considered non-responders irrespective of platelet
count. A total of 114 patients with previously treated chronic ITP were randomised 2:1 eltrombopag
(n=76) to placebo (n = 38).

Table 3: Efficacy results from TRA100773B

Eltrombopag Placebo
N=74 N =38
Key primary endpoints
Eligible for efficacy analysis, n 73 37
Patients with platelet count > 50,000/ul after up to 42 days of
dosing (compared to a baseline count of < 30,000/ul), n (%) 43 (59) 6 (16)
P value® <0.001
Key secondary endpoints
Patients with a Day 43 bleeding assessment, n 51 30
Bleeding (WHO Grades 1-4) n (%) 20 (39) 18 (60)
P value® 0.029

a — Logistic regression model adjusted for randomisation stratification variables

In both RAISE and TRA100773B the response to eltrombopag relative to placebo was similar
irrespective of ITP medication use, splenectomy status and baseline platelet count (< 15,000/pl,
> 15,000/pul) at randomisation.

In RAISE and TRA100773B studies, in the subgroup of patients with baseline platelet count

< 15,000/pl the median platelet counts did not reach the target level (> 50,000/ul), although in both
studies 43 % of these patients treated with eltrombopag responded after 6 weeks of treatment. In
addition, in the RAISE study, 42 % of patients with baseline platelet count < 15,000/ul treated with
eltrombopag responded at the end of the 6 month treatment period. Forty-two to 60 % of the
eltrombopag-treated patients in the RAISE study were receiving 75 mg from Day 29 to the end of
treatment.

An open label, repeat dose study (3 cycles of 6 weeks of treatment, followed by 4 weeks off treatment)
showed that episodic use with multiple courses of eltrombopag has demonstrated no loss of response.

Eltrombopag was administered to 299 patients in an open-label extension study, 126 patients
completed 1 year, 48 completed 18 months and 17 completed 2 years. The median baseline platelet
count was 19,500/l prior to eltrombopag administration. Median platelet counts at 12, 18 and 24
months on study were 68,000/ul, 75,000/ul and 119,000/ul, respectively.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revolade in one or more subsets of the paediatric population in chronic idiopathic thrombocytopenic
purpura (ITP) (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Pharmacokinetics

The plasma eltrombopag concentration-time data collected in 88 subjects with ITP in Studies
TRA100773A and TRA100773B were combined with data from 111 healthy adult subjects in a
population PK analysis. Plasma eltrombopag AUCg.;) and C,n.x estimates for ITP subjects are
presented (Table 4).

Table 4: Geometric mean (95 % confidence intervals) of steady-state plasma eltrombopag
pharmacokinetic parameters in adults with ITP

Eltrombopag dose, once N AUC o), pg.h/ml Coax’ > ug/ml
daily
30 mg 28 47 (39, 58) 3.78 (3.18, 4.49)
50 mg 34 108 (88, 134) 8.01 (6.73, 9.53)
75 mg 26 168 (143, 198) 12.7 (11.0, 14.5)

a - AUC ) and C,,x based on population PK post-hoc estimates.

Absorption and bioavailability

Eltrombopag is absorbed with a peak concentration occurring 2 to 6 hours after oral administration.
Administration of eltrombopag concomitantly with antacids and other products containing polyvalent
cations such as dairy products and mineral supplements significantly reduces eltrombopag exposure
(see section 4.2). The absolute oral bioavailability of eltrombopag after administration to humans has
not been established. Based on urinary excretion and metabolites eliminated in faeces, the oral
absorption of drug-related material following administration of a single 75 mg eltrombopag solution
dose was estimated to be at least 52 %.

Distribution

Eltrombopag is highly bound to human plasma proteins (> 99.9 %), predominantly to albumin.
Eltrombopag is a substrate for BCRP, but is not a substrate for P-glycoprotein or OATP1B1.

Metabolism

Eltrombopag is primarily metabolized through cleavage, oxidation and conjugation with glucuronic
acid, glutathione, or cysteine. In a human radiolabel study, eltrombopag accounted for approximately
64 % of plasma radiocarbon AUC,_,,. Minor metabolites due to glucuronidation and oxidation were
also detected. In vitro studies suggest that CYP1A2 and CYP2C8 are responsible for oxidative
metabolism of eltrombopag. Uridine diphosphoglucuronyl transferase UGT1A1 and UGT1A3 are
responsible for glucuronidation, and bacteria in the lower gastrointestinal tract may be responsible for
the cleavage pathway.

Elimination

Absorbed eltrombopag is extensively metabolised. The predominant route of eltrombopag excretion is
via faeces (59 %) with 31 % of the dose found in the urine as metabolites. Unchanged parent
compound (eltrombopag) is not detected in urine. Unchanged eltrombopag excreted in faeces accounts
for approximately 20 % of the dose. The plasma elimination half-life of eltrombopag is approximately
21-32 hours.
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Pharmacokinetic interactions

Based on a human study with radiolabelled eltrombopag, glucuronidation plays a minor role in the
metabolism of eltrombopag. Human liver microsome studies identified UGT1A1 and UGT1A3 as the
enzymes responsible for eltrombopag glucuronidation. Eltrombopag was an inhibitor of a number of
UGT enzymes in vitro. Clinically significant drug interactions involving glucuronidation are not
anticipated due to limited contribution of individual UGT enzymes in the glucuronidation of
eltrombopag.

Approximately 21 % of an eltrombopag dose could undergo oxidative metabolism. Human liver
microsome studies identified CYP1A2 and CYP2CS as the enzymes responsible for eltrombopag
oxidation. Eltrombopag does not inhibit or induce CYP enzymes based on in vitro and in vivo data
(see section 4.5).

In vitro studies demonstrate that eltrombopag is an inhibitor of the OATP1BI1 transporter and an
inhibitor of the BCRP transporter and eltrombopag increased exposure of the OATP1B1 and BCRP
substrate rosuvastatin in a clinical drug interaction study (see section 4.5). In clinical studies with
eltrombopag, a dose reduction of statins by 50 % was recommended.

Eltrombopag chelates with polyvalent cations such as iron, calcium, magnesium, aluminium, selenium
and zinc (see sections 4.2 and 4.5).

Administration of a single 50 mg dose of eltrombopag with a standard high-calorie, high-fat breakfast
that included dairy products reduced plasma eltrombopag AUC ¢y and Cpax. Whereas, low-calcium
food [< 50 mg calcium] did not significantly impact plasma eltrombopag exposure, regardless of
calorie and fat content (see sections 4.2 and 4.5).

Special patient populations

Renal impairment

The pharmacokinetics of eltrombopag has been studied after administration of eltrombopag to adult
subjects with renal impairment. Following administration of a single 50 mg-dose, the AUC,., of
eltrombopag was 32 % to 36 % lower in subjects with mild to moderate renal impairment, and 60 %
lower in subjects with severe renal impairment compared with healthy volunteers. There was
substantial variability and significant overlap in exposures between patients with renal impairment and
healthy volunteers. Unbound eltrombopag (active) concentrations for this highly protein bound
medicinal product were not measured. Patients with impaired renal function should use eltrombopag
with caution and close monitoring, for example by testing serum creatinine and/or urine analysis (see
section 4.2).

Hepatic impairment

The pharmacokinetics of eltrombopag has been studied after administration of eltrombopag to adult
subjects with hepatic impairment. Following the administration of a single 50 mg dose, the AUC.,, of
eltrombopag was 41 % higher in subjects with mild hepatic impairment and 80 % to 93 % higher in
subjects with moderate to severe hepatic impairment compared with healthy volunteers. There was
substantial variability and significant overlap in exposures between patients with hepatic impairment
and healthy volunteers. Unbound eltrombopag (active) concentrations for this highly protein bound
medicinal product were not measured. Therefore, eltrombopag should not be used in patients with
moderate to severe hepatic impairment (Child-Pugh score > 7) unless the expected benefit outweighs
the identified risk of portal venous thrombosis (see sections 4.2 and 4.4).
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Race

The influence of East Asian ethnicity on the pharmacokinetics of eltrombopag was evaluated using a
population pharmacokinetic analysis in 111 healthy adults (31 East Asians) and 88 patients with ITP
(18 East Asians). Based on estimates from the population pharmacokinetic analysis, East Asian (i.e.
Japanese, Chinese, Taiwanese and Korean) ITP patients had approximately 87 % higher plasma
eltrombopag AUC,.) values as compared to non-East Asian patients who were predominantly
Caucasian, without adjustment for body weight differences (see section 4.2).

Gender

The influence of gender on the pharmacokinetics of eltrombopag was evaluated using a population
pharmacokinetic analysis in 111 healthy adults (14 females) and 88 patients with ITP (57 females).
Based on estimates from the population pharmacokinetic analysis, female ITP patients had
approximately 50 % higher plasma eltrombopag AUC . as compared to male patients, without
adjustment for body weight differences.

5.3 Preclinical safety data

Eltrombopag does not stimulate platelet production in mice, rats or dogs because of unique TPO
receptor specificity. Therefore, data from these animals do not fully model potential adverse effects
related to the pharmacology of eltrombopag in humans, including the reproduction and carcinogenicity
studies.

Treatment-related cataracts were detected in rodents and were dose and time-dependent. At > 6 times
the human clinical exposure based on AUC, cataracts were observed in mice after 6 weeks and rats
after 28 weeks of dosing. At > 4 times the human clinical exposure based on AUC, cataracts were
observed in mice after 13 weeks and in rats after 39 weeks of dosing. Cataracts have not been
observed in dogs after 52 weeks of dosing (2 times the human clinical exposure based on AUC). The
clinical relevance of these findings is unknown (see section 4.4).

Renal tubular toxicity was observed in studies of up to 14 days duration in mice and rats at exposures
that were generally associated with morbidity and mortality. Tubular toxicity was also observed in a
2 year oral carcinogenicity study in mice at doses of 25, 75 and 150 mg/kg/day. Effects were less
severe at lower doses and were characterized by a spectrum of regenerative changes. The exposure at
the lowest dose was 1.2 times the human clinical exposure based on AUC. Renal effects were not
observed in rats after 28 weeks or in dogs after 52 weeks at exposures 4 and 2 times respectively, the
human clinical exposure based on AUC. The clinical relevance of these findings is unknown.

Hepatocyte degeneration and/or necrosis, often accompanied by increased serum liver enzymes, was
observed in mice, rats and dogs at doses that were associated with morbidity and mortality or were
poorly tolerated. No hepatic effects were observed after chronic dosing in rats (28 weeks) or dogs
(52 weeks) at exposures up to 4 or 2 times, respectively, the human clinical exposure based on AUC.

At poorly tolerated doses in rats and dogs (> 10 times maximum human clinical exposure based on
AUCQC), decreased reticulocyte counts and regenerative bone marrow erythroid hyperplasia (rats only)
were observed in short term studies. There were no effects of note on red cell mass or reticulocyte
counts after dosing for up to 28 weeks in rats, 52 weeks in dogs and 2 years in mice or rats at
maximally tolerated doses which were 2 to 4 times maximum human clinical exposure based on AUC.

Endosteal hyperostosis was observed in a 28 week toxicity study in rats at a non-tolerated dose of

60 mg/kg/day (6 times maximum human clinical exposure based on AUC). There were no bone
changes observed in mice or rats after lifetime exposure (2 years) at 4 times maximum human clinical
exposure based on AUC.
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Eltrombopag was not carcinogenic in mice at doses up to 75 mg/kg/day or in rats at doses up to

40 mg/kg/day (exposures up to 4 times the human clinical exposure based on AUC). Eltrombopag was
not mutagenic or clastogenic in a bacterial mutation assay or in two in vivo assays in rats
(micronucleus and unscheduled DNA synthesis, 10 times the human clinical exposure based on Cy,.y).
In the in vitro mouse lymphoma assay, eltrombopag was marginally positive (< 3-fold increase in
mutation frequency). These in vitro and in vivo findings suggest that eltrombopag does not pose a
genotoxic risk to humans.

Eltrombopag did not affect female fertility, early embryonic development or embryofoetal
development in rats at doses up to 20 mg/kg/day (2 times the human clinical exposure based on AUC).
Also there was no effect on embryofoetal development in rabbits at doses up to 150 mg/kg/day, the
highest dose tested (0.5 times the human clinical exposure based on AUC). However, at a maternally
toxic dose of 60 mg/kg/day (6 times the human clinical exposure based on AUC) in rats, eltrombopag
treatment was associated with embryo lethality (increased pre- and post-implantation loss), reduced
foetal body weight and gravid uterine weight in the female fertility study and a low incidence of
cervical ribs and reduced foetal body weight in the embryofoetal development study. Eltrombopag did
not affect male fertility in rats at doses up to 40 mg/kg/day, the highest dose tested (3 times the human
clinical exposure based on AUC). In the pre- and post-natal development study in rats, there were no
undesirable effects on pregnancy, parturition or lactation of Fy female rats at maternally non-toxic
doses (10 and 20 mg/kg/day) and no effects on the growth, development, neurobehavioral or
reproductive function of the offspring (F;). Eltrombopag was detected in the plasma of all F, rat pups
for the entire 22 hour sampling period following administration of medicinal product to the F, dams,
suggesting that rat pup exposure to eltrombopag was likely via lactation.

In vitro studies with eltrombopag suggest a potential phototoxicity risk; however, in rodents there was
no evidence of cutaneous phototoxicity (10 times the human clinical exposure based on AUC) or
ocular phototoxicity (> 5 times the human clinical exposure based on AUC). Furthermore, a clinical
pharmacology study in 36 subjects showed no evidence that photosensitivity was increased following
administration of eltrombopag 75 mg. This was measured by delayed phototoxic index. Nevertheless,
a potential risk of photoallergy cannot be ruled out since no specific preclinical study could be
performed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Magnesium stearate

Mannitol (E421)
Microcrystalline cellulose
Povidone (K30)

Sodium starch glycolate Type A

Tablet coating
Hypromellose

Macrogol 400
Polysorbate 80
Titanium dioxide (E171)
6.2 Incompatibilities

Not applicable.
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6.3  Shelf life

4 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Aluminum blisters (PA/Alu/PVC/Alu) in a carton containing 14 or 28 film-coated tablets and
multipacks containg 84 (3 packs of 28) film-coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
GlaxoSmithKline Trading Services Limited

6900 Cork Airport Business Park

Kinsale Road

Cork
Ireland

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.ema.europa.eu/.
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1. NAME OF THE MEDICINAL PRODUCT

Revolade 50 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains eltrombopag olamine equivalent to 50 mg eltrombopag.

Excipients

For a full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM
Film-coated tablet.

Round, biconvex, brown film-coated tablet debossed with ‘GS UFU’ and ‘50’ on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Revolade is indicated for adult chronic immune (idiopathic) thrombocytopenic purpura (ITP)
splenectomised patients who are refractory to other treatments (e.g. corticosteroids, immunoglobulins).
Revolade may be considered as second line treatment for adult non-splenectomised patients where
surgery is contraindicated.

4.2 Posology and method of administration

Eltrombopag treatment should remain under the supervision of a physician who is experienced in the
treatment of haematological diseases.

Eltrombopag dosing requirements must be individualised based on the patient’s platelet counts. The
objective of treatment with eltrombopag should not be to normalise platelet counts but to maintain
platelet counts above the level for haemorrhagic risk (> 50,000/ul).

In most patients, measurable elevations in platelet counts take 1-2 weeks (see section 5.1).

Adults

The recommended starting dose of eltrombopag is 50 mg once daily. For patients of East Asian
ancestry, eltrombopag should be initiated at a reduced dose of 25 mg once daily (see section 5.2).

Monitoring and dose adjustment

After initiating eltrombopag, adjust the dose to achieve and maintain a platelet count > 50,000/pl as
necessary to reduce the risk for bleeding. Do not exceed a dose of 75 mg daily.

Clinical haematology and liver tests should be monitored regularly throughout therapy with
eltrombopag and the dose regimen of eltrombopag modified based on platelet counts as outlined in
Table 1. During therapy with eltrombopag complete blood counts (CBCs), including platelet count and
peripheral blood smears, should be assessed weekly until a stable platelet count (> 50,000/ul for at
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least 4 weeks) has been achieved. CBCs including platelet counts and peripheral blood smears should
be obtained monthly thereafter.

The lowest effective dosing regimen to maintain platelet counts should be used as clinically indicated.

Table 1 Dose adjustments of eltrombopag

Platelet count Dose adjustment or response
<50,000/ul following at least Increase daily dose by 25 mg to a maximum of 75 mg/day.
2 weeks of therapy
>50,000/pl to < 150,000/pl Use lowest dose of eltrombopag and/or concomitant ITP
treatment to maintain platelet counts that avoid or reduce
bleeding.
>150,000/pl to <250,000/pul Decrease the daily dose by 25 mg. Wait 2 weeks to assess the

effects of this and any subsequent dose adjustments.

> 250,000/l Stop eltrombopag; increase the frequency of platelet monitoring
to twice weekly.

Once the platelet count is < 100,000/ul, reinitiate therapy at a
daily dose reduced by 25 mg.

Eltrombopag can be administered in addition to other ITP medicinal products Modify the dose
regimen of concomitant ITP medicinal products, as medically appropriate, to avoid excessive
increases in platelet counts during therapy with eltrombopag.

Wait for at least 2 weeks to see the effect of any dose adjustment on the patient’s platelet response
prior to considering another dose adjustment.

The standard eltrombopag dose adjustment, either decrease or increase, would be 25 mg once daily.
However, in a few patients a combination of different film-coated tablet strengths on different days
may be required.

Discontinuation

Treatment with eltrombopag should be discontinued if the platelet count does not increase to a level
sufficient to avoid clinically important bleeding after four weeks of eltrombopag therapy at 75 mg
once daily.

Patients should be clinically evaluated periodically and continuation of treatment should be decided on
an individual basis by the treating physician. The reoccurrence of thrombocytopenia is possible upon

discontinuation of treatment (see section 4.4).

Renal impairment

No dose adjustment is necessary in patients with renal impairment. Patients with impaired renal
function should use eltrombopag with caution and close monitoring, for example by testing serum
creatinine and/or performing urine analysis (see section 5.2).
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Hepatic impairment

Eltrombopag should not be used in patients with moderate to severe hepatic impairment (Child-Pugh
score > 7) unless the expected benefit outweighs the identified risk of portal venous thrombosis (see
section 4.4).

If the use of eltrombopag is deemed necessary, the starting dose must be 25 mg once daily.
The risk of thromboembolic events (TEEs) has been found to be increased in patients with chronic
liver disease treated with 75 mg eltrombopag once daily for two weeks in preparation for invasive

procedures (see sections 4.4 and 4.8).

Paediatric population

Revolade is not recommended for use in children and adolescents below age 18 due to insufficient
data on safety and efficacy.

Elderly

There are limited data on the use of eltrombopag in patients aged 65 years and older. In the clinical
studies of eltrombopag, overall no clinically significant differences in safety of eltrombopag were
observed between subjects aged at least 65 years and younger subjects. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients, but
greater sensitivity of some older individuals cannot be ruled out.

East Asian patients

Initiation of eltrombopag at a reduced dose of 25 mg once daily may be considered for patients of East
Asian ancestry (such as Chinese, Japanese, Taiwanese or Korean) (see section 5.2). Patient platelet
count should continue to be monitored and the standard criteria for further dose modification followed.

Method of administration

The tablets should be administered orally. Eltrombopag should be taken at least four hours before or
after any products such as antacids, dairy products (or other calcium containing food products), or
mineral supplements containing polyvalent cations (e.g. iron, calcium, magnesium, aluminium,
selenium and zinc) (see sections 4.5 and 5.2).

4.3 Contraindications

Hypersensitivity to eltrombopag or to any of the excipients.

4.4 Special warnings and precautions for use

The diagnosis of ITP in adults and elderly patients should have been confirmed by the exclusion of
other clinical entities presenting with thrombocytopenia. 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.

The effectiveness and safety of eltrombopag have not been established for use in other
thrombocytopenic conditions including chemotherapy-induced thrombocytopenia and myelodysplastic
syndromes (MDS).

p.21



Risk of hepatotoxicity

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

These findings were mostly mild (Grade 1-2), reversible and not accompanied by clinically significant
symptoms that would indicate an impaired liver function. Across the 3 placebo-controlled studies,

1 patient in the placebo group and 1 patient in the eltrombopag group experienced a Grade 4 liver test
abnormality.

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. 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 the upper limit of
normal [ULN]) and are:

e progressive, or
e persistent for > 4 weeks, or
e accompanied by increased direct bilirubin, or

e accompanied by clinical symptoms of liver injury or evidence for hepatic decompensation
Exercise caution when administering eltrombopag to patients with hepatic disease.

Thrombotic/Thromboembolic complications

Thrombotic/Thromboembolic complications may occur in patients with ITP. Platelet counts above the
normal range present a theoretical risk of thrombotic/thromboembolic complications. In eltrombopag
clinical trials thromboembolic events were observed at low and normal platelet counts. Caution should
be used when administering eltrombopag to patients with known risk factors for thromboembolism
including but not limited to inherited (e.g. Factor V Leiden) or acquired risk factors (e.g. ATIII
deficiency, antiphospholipid syndrome), advanced age, patients with prolonged periods of
immobilisation, malignancies, contraceptives and hormone replacement therapy, surgery/trauma,
obesity and smoking. Platelet counts should be closely monitored and consideration given to reducing
the dose or discontinuing eltrombopag treatment if the platelet count exceeds the target levels (see
section 4.2). The risk-benefit balance should be considered in patients at risk of thromboembolic
events of any aetiology.

The risk of thromboembolic events (TEEs) has been found to be increased in patients with chronic
liver disease treated with 75 mg eltrombopag once daily for two weeks in preparation for invasive
procedures. Therefore, eltrombopag should not be used in patients with moderate to severe hepatic
impairment (Child-Pugh score > 7) unless the expected benefit outweighs the identified risk of portal
venous thrombosis (see sections 4.2 and 4.8).

Bleeding following discontinuation of eltrombopag

Thrombocytopenia is likely to reoccur upon discontinuation of treatment with eltrombopag. Following
discontinuation of eltrombopag, platelet counts return to baseline levels within 2 weeks in the majority
of patients, which increase the bleeding risk and in some cases may lead to bleeding. This risk is
increased if eltrombopag treatment is discontinued in the presence of anticoagulants or anti-platelet
agents. It is recommended that, if treatment with eltrombopag is discontinued, ITP treatment be
restarted according to current treatment guidelines. Additional medical management may include
cessation of anticoagulant and/or anti-platelet therapy, reversal of anticoagulation, or platelet support.
Platelet counts must be monitored weekly for 4 weeks following discontinuation of eltrombopag.
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Bone marrow reticulin formation and risk of bone marrow fibrosis

Eltrombopag may increase the risk for development or progression of reticulin fibers within the bone
marrow. The relevance of this finding, as with other thrombopoietin receptor (TPO-R) agonists, has
not been established yet.

Prior to initiation of eltrombopag, the peripheral blood smear should be examined closely to establish
a baseline level of cellular morphologic abnormalities. Following identification of a stable dose of
eltrombopag, complete blood count (CBC) with white blood cell count (WBC) differential should be
performed monthly. If immature or dysplastic cells are observed, peripheral blood smears should be
examined for new or worsening morphological abnormalities (e.g., teardrop and nucleated red blood
cells, immature white blood cells) or cytopenia(s). If the patient develops new or worsening
morphological abnormalities or cytopenia(s), treatment with eltrombopag should be discontinued and
a bone marrow biopsy considered, including staining for fibrosis.

Malignancies and progression of malignancies

TPO-R agonists are growth factors that lead to thrombopoietic progenitor cell expansion,
differentiation and platelet production. The TPO-R is predominantly expressed on the surface of cells
of the myeloid lineage. For TPO-R agonists there is a theoretical concern that they may stimulate the
progression of existing haematopoietic malignancies such as MDS.

Cataracts

Cataracts were observed in toxicology studies of eltrombopag in rodents (see section 5.3). The clinical
relevance of this finding is unknown. Routine monitoring of patients for cataracts is recommended.

Loss of response to eltrombopag

A loss of response or failure to maintain a platelet response with eltrombopag treatment within the
recommended dosing range should prompt a search for causative factors, including an increased bone
marrow reticulin.

45 Interaction with other medicinal products and other forms of interaction

Effects of eltrombopag on other medicinal products

HMG CoA reductase inhibitors

In vitro studies demonstrated that eltrombopag is not a substrate for the organic anion transporter
polypeptide, OATP1B1, but is an inhibitor of this transporter. In vitro studies also demonstrated that
eltrombopag is a breast cancer resistance protein (BCRP) substrate and inhibitor. Administration of
eltrombopag 75 mg once daily for 5 days with a single 10 mg dose of the OATP1B1 and BCRP
substrate rosuvastatin to 39 healthy adult subjects increased plasma rosuvastatin Cp,x 103 % (90 % CI:
82 %, 126 %) and AUCy., 55 % (90 % CI: 42 %, 69 %). Interactions are also expected with other
HMG-CoA reductase inhibitors, including pravastatin, simvastatin and lovastatin, however, clinically
significant interactions are not expected between eltrombopag and atorvastatin or fluvastatin. When
co-administered with eltrombopag, a reduced dose of statins should be considered and careful
monitoring for statin side effects should be undertaken.

OATP1B1 and BCRP substrates

Concomitant administration of eltrombopag and OATP1B1 (e.g. methotrexate) and BCRP (e.g.
topotecan and methotrexate) substrates should be undertaken with caution.
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Cytochrome P450 substrates

In studies utilizing human liver microsomes, eltrombopag (up to 100 uM) showed no in vitro

inhibition of the CYP450 enzymes 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5, and 4A9/11 and was an
inhibitor of CYP2C8 and CYP2C9 as measured using paclitaxel and diclofenac as the probe substrates.
Administration of eltrombopag 75 mg once daily for 7 days to 24 healthy male subjects did not inhibit
or induce the metabolism of probe substrates for 1A2 (caffeine), 2C19 (omeprazole), 2C9
(flurbiprofen), or 3A4 (midazolam) in humans. No clinically significant interactions are expected

when eltrombopag and CYP450 substrates are co-administered.

Effects of other medicinal products on eltrombopag

Polyvalent cations (Chelation)

Eltrombopag chelates with polyvalent cations such as iron, calcium, magnesium, aluminium, selenium
and zinc. Administration of a single dose of eltrombopag 75 mg with a polyvalent cation-containing
antacid (1524 mg aluminium hydroxide and 1425 mg magnesium carbonate) decreased plasma
eltrombopag AUC,.,, by 70 % (90 % CI: 64 %, 76 %) and C,,.x by 70 % (90 % CI: 62 %, 76 %).
Antacids, dairy products and other products containing polyvalent cations, such as mineral
supplements, must be administered at least four hours apart from eltrombopag dosing to avoid
significant reduction in eltrombopag absorption due to chelation (see section 4.2).

Food interaction

Administration of a single 50 mg-dose of eltrombopag with a standard high-calorie, high-fat breakfast
that included dairy products reduced plasma eltrombopag AUC., by 59 % (90 % CI: 54 %, 64 %) and
Cinax by 65 % (90 % CI: 59 %, 70 %). Food low in calcium [< 50 mg calcium] including fruit, lean
ham, beef and unfortified (no added calcium, magnesium, iron) fruit juice, unfortified soy milk, and
unfortified grain did not significantly impact plasma eltrombopag exposure, regardless of calorie and
fat content (see section 4.2).

Lopinavir/ritonavir

Co-administration of eltrombopag with lopinavir/ritonavir (LPV/RTV) may cause a decrease in the
concentration of eltrombopag. A study in 40 healthy volunteers showed that the co-administration of
single dose eltrombopag 100 mg with repeat dose LPV/RTV 400 /100 mg twice daily resulted in a
reduction in eltrombopag plasma AUC ...y by 17 % (90 % CI: 6.6 %, 26.6 %). Therefore, caution
should be used when co-administration of eltrombopag with LPV/RTYV 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.

Medicinal products for treatment of ITP

Medicinal products used in the treatment of ITP in combination with eltrombopag in clinical studies
included corticosteroids, danazol, and/or azathioprine, intravenous immunoglobulin (IVIG), and anti-
D immunoglobulin. Platelet counts should be monitored when combining eltrombopag with other
medicinal products for the treatment of ITP in order to avoid platelet counts outside of the
recommended range (see section 4.2).

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of eltrombopag in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.
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Revolade is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding

It is not known whether eltrombopag / metabolites are excreted in human milk. Studies in animals
have shown that eltrombopag is likely secreted into milk (see section 5.3); therefore a risk to the
suckling child cannot be excluded. A decision must be made whether to discontinue breast-feeding or
to continue / abstain from Revolade therapy, taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

Based on an analysis of all chronic ITP patients receiving eltrombopag in 3 controlled and 2
uncontrolled clinical studies, the overall incidence of adverse events in subjects treated with
eltrombopag was 82 % (367/446). The median duration of exposure to eltrombopag was 304 days and

patient year’s exposure was 377 in this study population.

The adverse events listed below by MedDRA system organ class and by frequency are those that the
investigator considered treatment related (N = 446). The frequency categories are defined as:

Very common (=1/10)

Common (= 1/100 to < 1/10)

Uncommon (> 1/1,000 to < 1/100)

Rare (= 1/10,000 to < 1/1,000)

Very rare (< 1/10,000)

Not known (cannot be estimated from the available data)

Infections and infestations

Uncommon Pharyngitis, Urinary tract infection, Influenza, Nasopharyngitis, Oral herpes,
Pneumonia, Sinusitis, Tonsillitis, Upper respiratory tract infection

Neoplasms benign, malignant and unspecified (incl cysts and polyps)

Uncommon Rectosigmoid cancer

Blood and lymphatic system disorders

Uncommon Anaemia, Anisocytosis, Eosinophilia, Haemolytic anaemia, Leukocytosis,
Myelocytosis, Thrombocytopenia, Haemoglobin increased, Band neutrophil count increased,
Haemoglobin decreased, Myelocyte present, Platelet count increased, White blood cell count
decreased

Immune system disorders

Uncommon Hypersensitivity
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Metabolism and nutrition disorders

Uncommon Anorexia, Hypokalaemia, Decreased appetite, Increased appetite, Gout,
Hypocalcaemia, Blood uric acid increased

Psychiatric disorders

Common Insomnia
Uncommon Sleep disorder, Anxiety, Depression, Apathy, Mood altered, Tearfulness

Nervous systems disorders

Very Common Headache
Common Paraesthesia
Uncommon Dizziness, Dysgeusia, Hypoaesthesia, Somnolence, Migraine, Tremor,

Balance disorder, Dysaesthesia, Hemiparesis, Migraine with aura, Neuropathy peripheral, Peripheral
sensory neuropathy, Speech disorder, Toxic neuropathy, Vascular headache

Eye disorders

Common Cataract, Dry eye

Uncommon Vision blurred, Lenticular opacities, Astigmatism, Cataract cortical,
Conjunctival haemorrhage, Eye pain, Lacrimation increased, Retinal haemorrhage, Retinal pigment
epitheliopathy, Visual acuity reduced, Visual impairment, Visual acuity tests abnormal, Blepharitis

and Keratoconjunctivitis sicca

Ear and labyrinth disorders

Uncommon Ear pain, Vertigo

Cardiac disorders

Uncommon Tachycardia, Acute myocardial infarction, Cardiovascular disorder,
Cyanosis, Palpitations, Sinus tachycardia, Electrocardiogram QT prolonged

Vascular disorders

Uncommon Deep vein thrombosis, Hypertension, Embolism, Hot flush,
Thrombophlebitis superficial, Flushing, Haematoma

Respiratory, thoracic and mediastinal disorders

Uncommon Epistaxis, Pulmonary embolism, Pulmonary infarction, Cough, Nasal
discomfort, Oropharyngeal blistering, Oropharyngeal pain, Sinus disorder, Sleep apnoea syndrome

Gastrointestinal disorders

Common Nausea, Diarrhoea, Constipation, Abdominal pain upper

Uncommon Abdominal discomfort, Abdominal distension, Dry mouth, Dyspepsia,
Vomiting, Abdominal pain, Gingival bleeding, Glossodynia, Haemorrhoids, Mouth haemorrhage,
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Abdominal tenderness, Faeces discoloured, Flatulence, Food poisoning, Frequent bowel movements,
Haematemesis, Oral discomfort

Hepatobiliary disorders

Common Alanine aminotransferase increased*, Aspartate aminotransferase increased*,
Blood bilirubin increased, Hyperbilirubinaemia, Hepatic function abnormal

Uncommon Cholestasis, Hepatic lesion, Hepatitis

*Increase of alanine aminotransferase and aspartate aminotransferase may occur simultaneously,
although at a lower frequency.

Skin and subcutaneous tissue disorders

Common Rash, Pruritus, Alopecia
Uncommon Ecchymosis, Hyperhidrosis, Pruritus generalised, Urticaria, Dermatosis,
Petechiae, Cold sweat, Erythema, Melanosis, Night sweats, Pigmentation disorder, Skin discolouration,

Skin exfoliation, Swelling face

Musculoskeletal and connective tissue disorder

Common Arthralgia, Myalgia, Muscle spasm, Bone pain
Uncommon Muscular weakness, Pain in extremity, Sensation of heaviness

Renal and urinary disorders

Uncommon Renal failure, Leukocyturia, Lupus nephritis, Nocturia, Proteinuria, Blood
urea increased, Blood creatinine increased, Urine protein/creatinine ratio increased

General disorders and administrative site conditions

Common Fatigue, Oedema peripheral
Uncommon Chest pain, Feeling hot, Pain, Vessel puncture site haemorrhage, Asthenia,

Feeling jittery, Ill-defined disorder, Inflammation of wound, Influenza like illness, Malaise, Mucosal
inflammation, Non-cardiac chest pain, Pyrexia, Sensation of foreign body

Investigations

Uncommon Blood albumin increased, Blood alkaline phosphatase increased, Protein
total increased, Weight increased, Blood albumin decreased, pH urine increased

Injury, poisoning and procedural complications

Uncommon Contusion, Sunburn

Thromboembolic events (TEEs)

In 3 controlled and 2 uncontrolled clinical studies, among adult chronic ITP patients receiving
eltrombopag (n = 446), 17 subjects experienced a total of 19 TEEs, which included (in descending
order of occurrence) deep vein thrombosis (n = 6), pulmonary embolism (n = 6), acute myocardial
infarction (n = 2), cerebral infarction (n = 2), embolism (n = 1) (see section 4.4).
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In a placebo-controlled study, following 2 weeks treatment in preparation for invasive procedures, 6 of
261 patients with chronic liver disease experienced 7 thromboembolic events of the portal venous
system. One additional patient developed a myocardial infarction 20 days after the last dose of study
medication, which remains blinded.

Thrombocytopenia following discontinuation of treatment

In the 3 controlled clinical studies, transient decreases in platelet counts to levels lower than baseline
were observed following discontinuation of treatment in 8 % and 8 % of the eltrombopag and placebo
groups, respectively (see section 4.4).

Increased bone marrow reticulin

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

49 Overdose

In the event of overdose, platelet counts may increase excessively and result in
thrombotic/thromboembolic complications. In case of an overdose, consider oral administration of a
metal cation-containing preparation, such as calcium, aluminium, or magnesium preparations to
chelate eltrombopag and thus limit absorption. Closely monitor platelet counts. Reinitiate treatment
with eltrombopag in accordance with dosing and administration recommendations (see section 4.2).

In the clinical studies there was one report of overdose where the subject ingested 5000 mg of
eltrombopag. Reported adverse events included mild rash, transient bradycardia, ALT and AST
elevation, and fatigue. Liver enzymes measured between Days 2 and 18 after ingestion peaked at a
1.6-fold ULN in AST, a 3.9-fold ULN in ALT, and a 2.4-fold ULN in total bilirubin, The platelet
counts were 672,000/ul on day 18 after ingestion and the maximum platelet count was 929,000/ul. All
events were resolved without sequelae following treatment.

Because eltrombopag is not significantly renally excreted and is highly bound to plasma proteins,

haemodialysis would not be expected to be an effective method to enhance the elimination of
eltrombopag.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antihemorrhagics, ATC code: B02BX 05

Mechanism of action

TPO is the main cytokine involved in regulation of megakaryopoiesis and platelet production, and is
the endogenous ligand for the TPO-R. Eltrombopag interacts with the transmembrane domain of the
human TPO-R and initiates signaling cascades similar but not identical to that of endogenous
thrombopoietin (TPO), inducing proliferation and differentiation of megakaryocytes from bone
marrow progenitor cells.

Clinical studies

Two Phase III, randomised, double-blind, placebo-controlled studies RAISE (TRA102537) and
TRA100773B and two open-label studies REPEAT (TRA108057) and EXTEND (TRA105325)
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evaluated the safety and efficacy of eltrombopag in adult patients with previously treated chronic ITP.
Overall, eltrombopag was administered to 277 patients for at least 6 months and 202 patients for at
least 1 year.

Double-blind placebo-controlled studies

RAISE: 197 patients were randomised 2:1, eltrombopag (n=135) to placebo (n=62), and
randomisation was stratified based upon splenectomy status, use of ITP medication at baseline and
baseline platelet count. The dose of eltrombopag was adjusted during the 6 month treatment period
based on individual platelet counts. All subjects initiated treatment with eltrombopag 50 mg. From
Day 29 to the end of treatment 15 to 28 % of eltrombopag treated patients were maintained on
<25 mg and 29 to 53 % received 75 mg.

In addition, patients could taper off concomitant ITP medicinal products and receive rescue treatments
as dictated by local standard of care. More than half of all patients in each treatment group had > 3
prior ITP therapies and 36 % had a prior splenectomy.

Median platelet counts at baseline were 16,000/l for both treatment groups and in the eltrombopag
group were maintained above 50,000/ul at all on-therapy visits starting at Day 15; in contrast, median
platelet counts in the placebo group remained < 30,000/ul throughout the study.

Platelet count response between 50,000-400,000/ul in the absence of rescue medication was achieved
by significantly more patients in the eltrombopag treated group during the 6 month treatment period,
p < 0.001. Fifty-four percent of the eltrombopag-treated patients and 13 % of placebo-treated patients
achieved this level of response after 6 weeks of treatment. A similar platelet response was maintained
throughout the study, with 52 % and 16 % of patients responding at the end of the 6-month treatment
period.

Table 2: Secondary efficacy results from RAISE

Eltrombopag Placebo
N=135 N =062
Key secondary endpoints
Number of cumulative weeks with platelet counts > 50,000-
400,000/ul, Mean (SD) 11.3 (9.46) 2.4 (5.95)
Patients with > 75% of assessments in the target range (50,000 to 51.(38) 4(7)

400,000/ul), n (%)

P-value? <0.001

Patients with bleeding (WHO Grades 1-4) at any time during 6

months, n (%) 106 (79) 56 (93)
P-value 2 0.012
Patients with bleeding (WHO Grades 2-4) at any time during 6 44 (33) 32.(53)
months, n (%)
P-value® 0.002
Requiring rescue therapy, n (%) 24 (18) | 25 (40)
P-value® 0.001
Patients receiving ITP therapy at baseline (n) 63 31
Patients who attempted to reduce or discontinue baseline
therapy, n (%) 37 (59) 10 (32)
P value? 0016
a Logistic regression model adjusted for randomisation stratification variables
b 21 out of 63 (33 %) patients treated with eltrombopag who were taking an ITP medication at baseline permanently

discontinued all baseline ITP medications.

At baseline, more than 70 % of patients in each treatment group reported any bleeding (WHO Grades
1-4) and more than 20 % reported clinically significant bleeding (WHO Grades 2-4), respectively.
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The proportion of eltrombopag-treated patients with any bleeding (Grades 1-4) and clinically
significant bleeding (Grades 2-4) was reduced from baseline by approximately 50 % from Day 15 to
the end of treatment throughout the 6 month treatment period.

TRA100773B: The primary efficacy endpoint was the proportion of responders, defined as patients
who had an increase in platelet counts to > 50,000/pl at Day 43 from a baseline of < 30,000/pl;
patients who withdrew prematurely due to a platelet count > 200,000/ul were considered responders,
those that discontinued for any other reason were considered non-responders irrespective of platelet
count. A total of 114 patients with previously treated chronic ITP were randomised 2:1 eltrombopag
(n=76) to placebo (n = 38).

Table 3: Efficacy results from TRA100773B

Eltrombopag Placebo
N=74 N =38
Key primary endpoints
Eligible for efficacy analysis, n 73 37
Patients with platelet count > 50,000/pl after up to 42 days of
dosing (compared to a baseline count of < 30,000/ul), n (%) 43 (59) 6 (16)
P value® <0.001
Key secondary endpoints
Patients with a Day 43 bleeding assessment, n 51 30
Bleeding (WHO Grades 1-4) n (%) 20 (39) 18 (60)
P value® 0.029

a — Logistic regression model adjusted for randomisation stratification variables

In both RAISE and TRA100773B the response to eltrombopag relative to placebo was similar
irrespective of ITP medication use, splenectomy status and baseline platelet count (< 15,000/ul,
> 15,000/pl) at randomisation.

In RAISE and TRA100773B studies in the subgroup of patients with baseline platelet count

< 15,000/ul the median platelet counts did not reach the target level (> 50,000/ul) although in both
studies 43 % of these patients treated with eltrombopag responded after 6 weeks of treatment. In
addition, in the RAISE study, 42 % of patients with baseline platelet count < 15,000/ul treated with
eltrombopag responded at the end of the 6 month treatment period. Forty-two to 60 % of the
eltrombopag-treated patients in the RAISE study were receiving 75 mg from Day 29 to the end of
treatment.

An open label, repeat dose study (3 cycles of 6 weeks of treatment, followed by 4 weeks off treatment)
showed that episodic use with multiple courses of eltrombopag has demonstrated no loss of response.

Eltrombopag was administered to 299 patients in an open-label extension study, 126 patients
completed 1 year, 48 completed 18 months and 17 completed 2 years. The median baseline platelet
count was 19,500/l prior to eltrombopag administration. Median platelet counts at 12, 18 and 24
months on study were 68,000/ul, 75,000/ul and 119,000/ul, respectively.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revolade in one or more subsets of the paediatric population in chronic idiopathic thrombocytopenic
purpura (ITP) (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Pharmacokinetics

The plasma eltrombopag concentration-time data collected in 88 subjects with ITP in Studies
TRA100773A and TRA100773B were combined with data from 111 healthy adult subjects in a
population PK analysis. Plasma eltrombopag AUCg.;) and C,n.x estimates for ITP subjects are
presented (Table 4).

Table 4: Geometric mean (95 % confidence intervals) of steady-state plasma eltrombopag
pharmacokinetic parameters in adults with ITP

Eltrombopag dose, once N AUC o), pg.h/ml Coax’ > ug/ml
daily
30 mg 28 47 (39, 58) 3.78 (3.18, 4.49)
50 mg 34 108 (88, 134) 8.01 (6.73, 9.53)
75 mg 26 168 (143, 198) 12.7 (11.0, 14.5)

a - AUC g and C,,x based on population PK post-hoc estimates.

Absorption and bioavailability

Eltrombopag is absorbed with a peak concentration occurring 2 to 6 hours after oral administration.
Administration of eltrombopag concomitantly with antacids and other products containing polyvalent
cations such as dairy products and mineral supplements significantly reduces eltrombopag exposure
(see section 4.2). The absolute oral bioavailability of eltrombopag after administration to humans has
not been established. Based on urinary excretion and metabolites eliminated in faeces, the oral
absorption of drug-related material following administration of a single 75 mg eltrombopag solution
dose was estimated to be at least 52 %.

Distribution

Eltrombopag is highly bound to human plasma proteins (> 99.9 %), predominantly to albumin.
Eltrombopag is a substrate for BCRP, but is not a substrate for P-glycoprotein or OATP1B1.

Metabolism

Eltrombopag is primarily metabolized through cleavage, oxidation and conjugation with glucuronic
acid, glutathione, or cysteine. In a human radiolabel study, eltrombopag accounted for approximately
64 % of plasma radiocarbon AUC,_,,. Minor metabolites due to glucuronidation and oxidation were
also detected. In vitro studies suggest that CYP1A2 and CYP2C8 are responsible for oxidative
metabolism of eltrombopag. Uridine diphosphoglucuronyl transferase UGT1A1 and UGT1A3 are
responsible for glucuronidation, and bacteria in the lower gastrointestinal tract may be responsible for
the cleavage pathway.

Elimination

Absorbed eltrombopag is extensively metabolised. The predominant route of eltrombopag excretion is
via faeces (59 %) with 31 % of the dose found in the urine as metabolites. Unchanged parent
compound (eltrombopag) is not detected in urine. Unchanged eltrombopag excreted in faeces accounts
for approximately 20 % of the dose. The plasma elimination half-life of eltrombopag is approximately
21-32 hours.
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Pharmacokinetic interactions

Based on a human study with radiolabelled eltrombopag, glucuronidation plays a minor role in the
metabolism of eltrombopag. Human liver microsome studies identified UGT1A1 and UGT1A3 as the
enzymes responsible for eltrombopag glucuronidation. Eltrombopag was an inhibitor of a number of
UGT enzymes in vitro. Clinically significant drug interactions involving glucuronidation are not
anticipated due to limited contribution of individual UGT enzymes in the glucuronidation of
eltrombopag.

Approximately 21 % of an eltrombopag dose could undergo oxidative metabolism. Human liver
microsome studies identified CYP1A2 and CYP2CS as the enzymes responsible for eltrombopag
oxidation. Eltrombopag does not inhibit or induce CYP enzymes based on in vitro and in vivo data
(see section 4.5).

In vitro studies demonstrate that eltrombopag is an inhibitor of the OATP1BI1 transporter and an
inhibitor of the BCRP transporter and eltrombopag increased exposure of the OATP1B1 and BCRP
substrate rosuvastatin in a clinical drug interaction study (see section 4.5). In clinical studies with
eltrombopag, a dose reduction of statins by 50 % was recommended.

Eltrombopag chelates with polyvalent cations such as iron, calcium, magnesium, aluminium, selenium
and zinc (see sections 4.2 and 4.5).

Administration of a single 50 mg dose of eltrombopag with a standard high-calorie, high-fat breakfast
that included dairy products reduced plasma eltrombopag AUC ¢y and Cpax. Whereas, low-calcium
food [< 50 mg calcium] did not significantly impact plasma eltrombopag exposure, regardless of
calorie and fat content (see sections 4.2 and 4.5).

Special patient populations

Renal impairment

The pharmacokinetics of eltrombopag has been studied after administration of eltrombopag to adult
subjects with renal impairment. Following administration of a single 50 mg-dose, the AUC,., of
eltrombopag was 32 % to 36 % lower in subjects with mild to moderate renal impairment, and 60 %
lower in subjects with severe renal impairment compared with healthy volunteers. There was
substantial variability and significant overlap in exposures between patients with renal impairment and
healthy volunteers. Unbound eltrombopag (active) concentrations for this highly protein bound
medicinal product were not measured Patients with impaired renal function should use eltrombopag
with caution and close monitoring, for example by testing serum creatinine and/or urine analysis (see
section 4.2).

Hepatic impairment

The pharmacokinetics of eltrombopag has been studied after administration of eltrombopag to adult
subjects with hepatic impairment. Following the administration of a single 50 mg dose, the AUC.,, of
eltrombopag was 41 % higher in subjects with mild hepatic impairment and 80 % to 93 % higher in
subjects with moderate to severe hepatic impairment compared with healthy volunteers. There was
substantial variability and significant overlap in exposures between patients with hepatic impairment
and healthy volunteers. Unbound eltrombopag (active) concentrations for this highly protein bound
medicinal product were not measured. Therefore, eltrombopag should not be used in patients with
moderate to severe hepatic impairment (Child-Pugh score > 7) unless the expected benefit outweighs
the identified risk of portal venous thrombosis (see sections 4.2 and 4.4).
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The influence of East Asian ethnicity on the pharmacokinetics of eltrombopag was evaluated using a
population pharmacokinetic analysis in 111 healthy adults (31 East Asians) and 88 patients with ITP
(18 East Asians). Based on estimates from the population pharmacokinetic analysis, East Asian (i.e.
Japanese, Chinese, Taiwanese and Korean) ITP patients had approximately 87 % higher plasma
eltrombopag AUC,.) values as compared to non-East Asian patients who were predominantly
Caucasian, without adjustment for body weight differences (see section 4.2).

Gender

The influence of gender on the pharmacokinetics of eltrombopag was evaluated using a population
pharmacokinetic analysis in 111 healthy adults (14 females) and 88 patients with ITP (57 females).
Based on estimates from the population pharmacokinetic analysis, female ITP patients had
approximately 50 % higher plasma eltrombopag AUC . as compared to male patients, without
adjustment for body weight differences.

5.3 Preclinical safety data

Eltrombopag does not stimulate platelet production in mice, rats or dogs because of unique TPO
receptor specificity. Therefore, data from these animals do not fully model potential adverse effects
related to the pharmacology of eltrombopag in humans, including the reproduction and carcinogenicity
studies.

Treatment-related cataracts were detected in rodents and were dose and time-dependent. At > 6 times
the human clinical exposure based on AUC, cataracts were observed in mice after 6 weeks and rats
after 28 weeks of dosing. At > 4 times the human clinical exposure based on AUC, cataracts were
observed in mice after 13 weeks and in rats after 39 weeks of dosing. Cataracts have not been
observed in dogs after 52 weeks of dosing (2 times the human clinical exposure based on AUC). The
clinical relevance of these findings is unknown (see section 4.4).

Renal tubular toxicity was observed in studies of up to 14 days duration in mice and rats at exposures
that were generally associated with morbidity and mortality. Tubular toxicity was also observed in a 2
year oral carcinogenicity study in mice at doses of 25, 75 and 150 mg/kg/day. Effects were less severe
at lower doses and were characterized by a spectrum of regenerative changes. The exposure at the
lowest dose was 1.2 times the human clinical exposure based on AUC. Renal effects were not
observed in rats after 28 weeks or in dogs after 52 weeks at exposures 4 and 2 times respectively, the
human clinical exposure based on AUC. The clinical relevance of these findings is unknown.

Hepatocyte degeneration and/or necrosis, often accompanied by increased serum liver enzymes, was
observed in mice, rats and dogs at doses that were associated with morbidity and mortality or were
poorly tolerated. No hepatic effects were observed after chronic dosing in rats (28 weeks) or dogs
(52 weeks) at exposures up to 4 or 2 times, respectively, the human clinical exposure based on AUC.

At poorly tolerated doses in rats and dogs (> 10 times maximum human clinical exposure based on
AUCQC), decreased reticulocyte counts and regenerative bone marrow erythroid hyperplasia (rats only)
were observed in short term studies. There were no effects of note on red cell mass or reticulocyte
counts after dosing for up to 28 weeks in rats, 52 weeks in dogs and 2 years in mice or rats at
maximally tolerated doses which were 2 to 4 times maximum human clinical exposure based on AUC.

Endosteal hyperostosis was observed in a 28 week toxicity study in rats at a non-tolerated dose of

60 mg/kg/day (6 times maximum human clinical exposure based on AUC). There were no bone
changes observed in mice or rats after lifetime exposure (2 years) at 4 times maximum human clinical
exposure based on AUC.
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Eltrombopag was not carcinogenic in mice at doses up to 75 mg/kg/day or in rats at doses up to

40 mg/kg/day (exposures up to 4 times the human clinical exposure based on AUC). Eltrombopag was
not mutagenic or clastogenic in a bacterial mutation assay or in two in vivo assays in rats
(micronucleus and unscheduled DNA synthesis, 10 times the human clinical exposure based on Cy,.y).
In the in vitro mouse lymphoma assay, eltrombopag was marginally positive (< 3-fold increase in
mutation frequency). These in vitro and in vivo findings suggest that eltrombopag does not pose a
genotoxic risk to humans.

Eltrombopag did not affect female fertility, early embryonic development or embryofoetal
development in rats at doses up to 20 mg/kg/day (2 times the human clinical exposure based on AUC).
Also there was no effect on embryofoetal development in rabbits at doses up to 150 mg/kg/day, the
highest dose tested (0.5 times the human clinical exposure based on AUC). However, at a maternally
toxic dose of 60 mg/kg/day (6 times the human clinical exposure based on AUC) in rats, eltrombopag
treatment was associated with embryo lethality (increased pre- and post-implantation loss), reduced
foetal body weight and gravid uterine weight in the female fertility study and a low incidence of
cervical ribs and reduced foetal body weight in the embryofoetal development study. Eltrombopag did
not affect male fertility in rats at doses up to 40 mg/kg/day, the highest dose tested (3 times the human
clinical exposure based on AUC). In the pre- and post-natal development study in rats, there were no
undesirable effects on pregnancy, parturition or lactation of Fy female rats at maternally non-toxic
doses (10 and 20 mg/kg/day) and no effects on the growth, development, neurobehavioral or
reproductive function of the offspring (F;). Eltrombopag was detected in the plasma of all F, rat pups
for the entire 22 hour sampling period following administration of medicinal product to the F, dams,
suggesting that rat pup exposure to eltrombopag was likely via lactation.

In vitro studies with eltrombopag suggest a potential phototoxicity risk; however, in rodents there was
no evidence of cutaneous phototoxicity (10 times the human clinical exposure based on AUC) or
ocular phototoxicity (> 5 times the human clinical exposure based on AUC). Furthermore, a clinical
pharmacology study in 36 subjects showed no evidence that photosensitivity was increased following
administration of eltrombopag 75 mg. This was measured by delayed phototoxic index. Nevertheless,
a potential risk of photoallergy cannot be ruled out since no specific preclinical study could be
performed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Magnesium stearate

Mannitol (E421)
Microcrystalline cellulose
Povidone (K30)

Sodium starch glycolate Type A

Tablet coating
Hypromellose

Iron oxide red (E172)
Iron oxide yellow (E172)
Macrogol 400

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.
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6.3  Shelf life

4 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Aluminum blisters (PA/Alu/PVC/Alu) in a carton containing 14 or 28 film-coated tablets and
multipacks containg 84 (3 packs of 28) film-coated tablets).

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
GlaxoSmithKline Trading Services Limited

6900 Cork Airport Business Park

Kinsale Road

Cork
Ireland

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.ema.europa.eu/.

p.35



fHECE |
e ALY



1. EXEL4

Revolade 25mg 7 4 /L L3 —TF 4 T §E

2. HOBIUHE

T4 T—T 4 TR EERICTL b RS 25mg \ZHY T AL b RS 4T
L UEET,

B

BRIZAIOFEM 72— 6.1 THE SR

3. AIA
T4 ba—T T

FEIZ TGSNX3) BXO 125 oZEINSH AHE., Wi, AT 4V ha—T 4 T EE

4, ERRHIRRK
41 WERE

hOVEEE RIBREAT A R, ®Era7 ) o y) TIIEne <, Mgt 257
- AN D et (ReggtE)  f/ RO MESEBER (ITP) s 2 52 1 TV 2RV
BETH-TH, FINNEROBEBRIITEDI L RIALDOEKE LTESLTH LV,

42 MiE-HE

AFNT K DRI IR B OIBEDIRER )N b L ERI OGP T TIT 9,

AFN DO FEIIE BE DM/ ES W TR LR T IER B0, AKANZ L D1EEO AR
WM E 2 IEEA LT 5 Z & Tida < il Y A7 2380 L Zg i MR ER O v
(50,000/pl #8) ZHEFRFT 252 L2 D,

% < OBRE TH/ M H43 28N 212X 1~2 B E )05 B.1HEZSR) |

JEA

HEEBRAG I BIZ 1 B 1\ 50mg (=L b U RARZ L LT) Thb, KT OT ROBETIE
BRAG &A1 B 1A 25mg ISR % (52IEAZSMR) |

HREDBE I J O A D

TRIEBRAAIR T L U 2 7 1 D ABEMEITIE U T, I/ MREDS 50,000/ul BLEIZZ2 D | 2 DNk
MR SN2 KO MEZMET 22 L, | ARG ERIT T5Smg B R 720,

AFNP G- FITE WA MR PR A s L ONTRERER A 42 i L, & 1 © B 2> Tl MR
BIZEASWTAKNO A& ZRIET 5, AFIEG F i X OFRM M EHRE % 5 T2
MERFHE (CBC) % Mf/IMREMNZE (50,000/ul PLE2Y 4 BRILL EFRHGE) 92 £ Tl 1 [B15E6E
T 5, Z D%/ IR L OKRM LB HRE L ET CBC & H 1 BIE[T 5,



BRIR T AT C Tl MRE DOMERFIC LB i MR B2 & 5 5,

1)L ha RSO MR

1fiL /R Lk - E S E SN

P 5-BRMAE 2 BRI BB L | 1 HE% 25mg 370, fkiE 75mg/H £ CHET 5,
T 50,000/l A5 DA

50,000/ul LA F~150,000/ul LA F | Hiif 2 85 & 72 13 &8 5 i/ MR A HERF T 2 72O K
Fld KOG ITP i E D IR &2 & 59 5,

150,000/l #8~250,000/pl LA F | 1 H&E% 25mg T oOET 5, 2l MG THER L%
D% D BRI OB R 2 T 5,

250,000/ul KRB OG- 2 kT %, (/MRS E O A %58 2 [\1IZ
9,

1/ NBEAY 100,000/ul BA RS2 5725, 1 H &% 25mg I
5L THEEEHEHT 5,

ARENIMO ITPIEEIE EOEHT D Z E N TE 5, AREE G A/ M AN 8 IZEE I L 220
X O IZHEH ITP 1B B2 WM IC 4 5,

2 LA B4 o T/ IMREN 6 2 B O R 251l L, kO B2 BE 2,

BETIHELHEET 2560, AFOMEEIZ I B 1E25mg &35, 72720, HEILE
FEORLRD T 4V bha—T 4V TEEOHBEDENVEREEL WD,

ARG

1 B 1[5 75mg T 5-BA1% 4 HRERGE L CH ERRIICEZE 22 TE59 2 0lz+4 72 10
IIMREIZZE L WSS, ARl 21T 5,

Y EITEE 2 E WIS L, B3 T L IR RO O L EZ M2 W 5, b1k,
IR A E DS R3S D ATREME DS B 5 (44 THEZM) |
B RERE N

R RERRE B TIIAAIO B2 P9 o 03, BIRREIRE S A I EEICRE L,
M7 V7 F =itk LORRAS 2% L T HolcBligd 5 G2H2zS3HR) |

N EERENE B 7

MR SN D AWRENEE SN TS MRIMARIE DGR Z EE S 220RY | REE) S EE
O REREE B (Child-Pugh A 227 7 LA L) IZIFAAKIZHE Ly 44HEBR) |

AHN OGN VB GA . BIGHAEIZ 1B 13 25mg & Lgidiud/e b,

BHERFR B A AT 5 BEIEENIREORE E LT 1 B 1\ 75mg % 2 BE#& 5425 &k
FERMEES (TEE) OERENHERKT A ENMON TS Q4B IN48THAES) |

Y

£




BEMER L OEMED T — & N30 2N 8 18 At D /N ~DO B I3 HESE L 7220,
i

]n

65 WL EOBREICAAN ZRE LI EOT—X IR TWD, AKFIOREERRABRIZIB VT,
65 W LA EOWEERE & 65 mEAT D HEERE TARK| D22 e vrm WCHBE 2B 2ot %
DA OGRS AR C b Eilind & IERm IS O TG # R LIRS TN, FilE O
SN EWERE NN D Z EIIEETE R0,

T T HDEE

W77 RoOEE (FEAN, BAN, BEAN, EEANRE) OB, FriEZ 1A 1[H
25mg [TJHET D 2 LB ET D C2HESW) . M/MREOREZAE L., £ DORITIRY
H 72 BEEIZ e > CHEZ T 5,

KRG

BRI AR OG5, HEEA, LS (FREtotob vy azgthefit) - £
GA A (B, ANV T A T FXTA TAI=TA LY, BIOEHERRE) %
e IR TIVREBMBIBE M & ORI Z BT 51 4 KL EORMBEEZ BV TR T2
A5SBIOS2EEZSR) |

43 5

TV b a RS FE T IIARFI ORI AN 33 5 mBUE,

44 BEBIVMEALOEER

AR X OEEE TO ITP O2KHEL, M/ IMEIEE BT 2 MORREEZ R T H 2 L2k -
TR T HR&ETh D, i%fﬁitiﬁ Wl 5. B2 60 A iz 5BETIX
FRIR 3 L OB IERIN &8 BREZERS L OVAER O I &2 REhd 5,

(LERIEIZ X0 33 S i/ MRIBAE B L OVE R E R (MDS) % & ¢ efth o 1L/
B VE D IR REIZ %9~ 2 ARAN DO MER X O M IEHENL LTV 720,

HFZE DI
AENOEGAZ XL FERERE NI T D2 &1 H D, AFOEKRRIZS W ! 7 7 =

VT )RG5 AT 25— (ALT)  TANRNSEXUEBETI ) R I A7 x25—F (AST)
BXOvU LE LD ERNRER @Emﬁ_M8ﬁ%£%)o

B DT RO KE S i%ﬁ(ﬁv—Frd>fTLﬁf%w JFHERERE A R~ 5 K
) IRBERBBIRIERITRO b2noT-, 77 RZxE L7z3 ﬁ%f77ﬁTﬁ@lW
%;@Kﬂﬁ@1%&7v~P4®ﬁ%%@E@E%%%@%nko

AHFNOFeE-BARGRT, FHEFIEEIM X 2 B 1B, #ERHERIEZIT A 1R, Mg
ALT, AST, BLO Y A ZHET D, HEEMRAEMEEE T 3~5 HUNICHHRE L 5
i U CRHM3 5, BEMEPHERINTSGES. BREENSERETIILERT 50, &5 FHLERT
IZRS £ TS REME 2 FE T 5, ALTED E5 (EF#PHO FR [ULN] @ 3 £20L
) L.

o EITHTHD., HDHNZ
o AWMILLEFHGT D, HDOWIE
o HEEULELDLEHZMES, HDHVNIT



o JITHEREMEE OEFRAIER £ I ITIFREREOBEZ M 5 56
AAIOE G ZHIET 5,

WEEZ AT 2 BFITEEICEET 5,
i A ifn e FE AR S PRE

ITP B35 ClI etk inte S8t th A OFE 2SS BLT 5 AIREMED & D, L/ MBS TE 5 HiPH %
Z % & Hmmc et MRS OHE 2 BB T 2 ERIENH 5, AR O KRR T
INBCEMEAE . TR EIPEN CTIMAR R FRRNRD N, Bt EVRFI 457 7
E) FETIFBRYE (ATHI KIEE, PV VAREHUNEGER L) OfaRIK 1, mis, EHIMH
DIET X VIREE, TEMIEE . BT L OVR Ve R FEE. Tl AME, IR, B L O
Jil 70 & O MARTERIEDERIN 28 5 BE AR 2R 5T 585130 ELET 5, f/MK
BaEICEMA L, BIEME Bol-> 7258 3AR 2 BET 20, 852 P45 425HE
L), JRRIZ D S iRt HROERENH L BE T AT X2 T v bR
VAERET D,

TBYERFR R Z AT 5 BREICREBIIEROWERE LC 1 H 118 75mg % 2 @& 55 L imk
FERMEFESR (TEE) OERMEN KT L2 enmbnNTn5b, LEN->T, HiRShsfiE
PEAMEFE ST B FAARMARIE DO fERRME 2 RS 7R Y | HHEEEE A & FE O P aeRE 8
# (Child-Pugh 2 =27 7P k) QA Z &L L2V 2B L4888 HESH])

KA D LG 1 1 D il

AENOBGH 1%, /MR ED IS D AREMEN B 5, AFIO®E G IE%E, /X
Koy DB T 2 M LANIC B GBRIGRITEIZ R v . i OfERERE < 20 . Hin s X 7=
Babd 5, brkkiAlE i3t MERFI O G HICARF Z R 1T 5 & ZOfEBEIENE KT 5,
AENOB G2 HIE L2, BHOIEETA KT A4 12> TITP OIREEZ T2 ERE
F LV, SOIZEFWEELE L ChigRmnAlR X OB/ MEA o F ik BrggEiEEo . £
7ol MR 72 £ 038 5, ARANOF G % 4 BT 1Rl M RE U722 T U7
SN

BRI T2 Y TS L OV BERRAENE DIG R

AFNFTEBETLT 7 U UBHEOTERR £ 7213 ETOfERIMEZ KR ST 76BN H 5, o b
0 ARRETF R AR (TPO-R) 1EENEK & [RkE, Z O ROBEMEIT 72/ L TR0,

AANDOF G2 Blhad DRNC, RIHMBHREAR 2 FEMITHRA L, B 5BRAAER O Ia AR 2R 5
WAMERT 2, HENLZER, AR (WBC) 2z &L 2MEREHE (CBC) & H 1%
M3 %, RN ETIZRAAIANEED GGG, RIEMBHRERZHRAE L Tl 2P ES
WYRE 72l (RS L OAERILER, REGEIERZ: &) & D\ i BRI E 2 s
T 5, B RBRRFIRT 7213 D D VI M ERBAER R D BTG ARlO#RE %
ik U, RS 25 T B BE AR O S fi &2 It 5.

BTG 55 L OB ENE G DT T

TPO-RYEENERIT b v AN A A = F L FIBEAIAG OEGE, s b, d6 KON/ 2 75584 5 18
JERFTdH %, TPO-RITE bITH BRI OMILEEIZFHH T D, TPO-RYEENHIIELGHAY
(CMDS 7 & D BEAF D 1 i g EAMEREIS O AT 2 iR e 4~ 5 ATREMEDN & 5.

H P

Fow e O TEAR OBEMERBR THNENRO e G3HZZR) , ZOFTADERIK
H 72 BRI AR TH 5, EHRNCHABROMRAZIT O ZENEE LU,



AH| DRI

HELE B CTAF Z &5 L CHIRNE LRV, D UWIT M/ MR & #EFF T & WA,
FEELTF 7 U O EOJRNE BT 5,

45 HEYFHEERAB L OZEOMOFMEEER

KB Dl D e |2 555

HMG CoA & L/ FE M Z 4

In vitrogBR OFE 8. ARANT AT =4 LBk AR ) X7 F ROATPIBl OFE TRV, =
DFTUVAR—H—ZHETDHZ ENRIITZ, F72invitroidk T, breast cancer resistance
protein (BCRP) DEETH VW HEFEFEHEZAET D L brSivic, 39 NDOREEFEMANIZAHA
75mg% 1 H 1[5 5 HE& 5 L, OATPIB1 353 X UBCRPOIEE THH 2 AR K F o 10mg%
5T 5 Ea ARAEZF U OMBEFCpuld 103% (90%CI : 82%. 126%) 35 & TAUC,.,
X 55% (90%CI : 42%. 69%) M UL7T-. I NRNAEZF L U NRRAEZF U B AR
2 F 72 EOMOHMG-CoAiE iR EA & OMAAER L TRISND 2, AAIET RN
ABF U ETNT T NNRRAZ T AR AEERBAERIT RWEEZ 6N, AAI &G
M ET256. A2TF U REHAIOWEEHFT L, AZTF 2 RERORIVER % s 12 8l52 T
Do

OATP1B1 .5 CFBCRP DA

AH L OATPIB1 OE (A F hLFH— K pE) BILOBCRP DAE (topotecan 35 L T A
FRLUFH— 1) EOFHERGRITERELZET 2,

F h 22— A PASO HE

| A= DN LAY a0 G = S - - W D AT/ I o o P S B R OV 7 B b
7 x2RWTHE L7z & &, AHl (100uM £ T) I in vitro T CYP450 B%3E 1A2, 2A6. 2C19,
2D6, 2El1, 3A4/5, B L N4A9/11 Z#[HFEE T, CYP2C8 B LN CYP2C9 #[HE L=, 24 A

DOERE B VEYER AR 75mg 2 1 H 1B 7 &G LizE &, 1A2 (W7 =A>) . 2C19

(AATZ—) [ 209 (Fnrerarcy) | £72033A4 (XY TL) OFTa—7

HEOMRFOHELFELBD LN o T, AKHE CYP450 FEE 2 PG L THERRD
WCABRMAEERITI s WEEZBND,

D [ Fe 7 DAFIZ S 55 72

Zg1 4> (FL— rME)

RENEER, BNV TLA, T X UL, TIAI=UA, LU, BIXOHES 7 EDOZAMEGA
Fr X L— 5, AKH| 75mgl i1 A2 & G TehlEeAl OKER(LT L =7 A 1524mg
BLORBE~ 737 5 1425mg) Z HEIGFAE G325 & AAIOAUC,..1E 70% (90%CI :
64%. 76%) I X DPChax IE 70% (90%CI : 62%. 76%) 1K TF L7z, F L — MKIZ X > TAA
DO RZE LR T LZ2WE iz, mlfgAl, i, BIOSMGA 4 2E&T I X T V%
TR 7 EORG 2 BT D1 4 L EORRZ B W TAKIZ G LTl b
VN (42 AEZR)

D
JLALEL 2 ST EREN eEm e U —, EEOFR L & HICAR] Somga HalE L & & A

A o> MAE P D AUC).1E 59% (90%CI : 54%. 64%) . Cumaxld 65% (90%CI : 59%. 70%)
KT L2, R, REWAL ARBLOIHMRIE (DL T A w73V T A SREZTINL



TR Ya—RA, LT, BLOIERILBED R EDIK N T L8 (AT L
50mgRiiti] XA v U —B X OIEHEEIC»b L TAROMETIREEICAE L EL
2ot (A2THAE SR |

z B e S N EL

AFIEvrren,/ U hF e (LPVRTV) &I 25 EARORENE NI 5 6

PERND D, 40 NORFEHRERE 255 & L CLPV/RTVZ 1 H 210 400/100mg% S iE# 5L, A&
# 100mgZ Hi[a[# 5 L 7Z5BR T, AFI D MmAEFAUCg.0)lE 17% (90%CI : 6.6%. 26.6%) (KT
L7c, Lo T, KEIELPVRIVEHES T 258 ITFENLETHD, rETENL

S U N TFENLVOBREEZBGEIIFPIET 2856, AFOHENEUICEEI N TS Z LA
MR 9™ 2 72 O M/ N & B AR T 5,

ITP /2 /EHE

FEIRFER CAAI & O SN2 ITPIERERIZEIR R EAT oA K, ¥FHY—1, BXOTVF
F7Y . FERE a7 ) v (IVIG) . BXUWID®EI a7 ) o Thot-, AHl LA
D ITPIGEEZ AT 256 /M HERESEHE 2 8 2 72\ & ) 12/ M A B3 5

(42HZZW) |

46 ZRREE. EHIR. BXOEH

o4

ARG LI L E 0T — 2T L A LRV, B CIIAEMEENRD b
(53HZZM) , & P TORRMEIIRATSH D,

IR 3 X QMRS 2 FTREME D & B BEAT L TN e WA E~ D AR K| OB G 13 HELE L 72\,

1A 47
AFNEFITZORBEIR E BOREALTITHMENDNE I DIIRHATH D, Bk CAH
IR IS SN D REM N S D Z LR &N (B3EAZBM) ., L=n-T, RIS
KT B fEBRMEIERRAA TE 2V, ARICH T DRADOHIRIE EIBREOFIREEZZE L CTRILE
kT 20, KR OFEE 2 ke £ =13 1L 2 2524l LT e 5720,

47 HBHEIEOEEZR X UOBROBIEICHTHE

H B H O ERFS L OB O BRVEIC %9 2 2 B3 2 3 BRI I L TR,

48 HEFELLRWVWHE

LB 3 BRI K OELLI AR 2 3B AR 2 % 5 S =181 ITP BRE DT RS\ T

AHN 2B G- S NT-HBREITBIT DA EFLORBELRITL 82% (367/446) Tho7-, xtHRHEM
2B T HAK ORGSR 304 H (FHRAE) BLO37T7BEFETH- T,



MedDRA DEEEBIRSHEE L OB 1296 > TUTIZE & O - A EES I XIEBRE(TEA
X AKIEEEESH Y LR ENT-ERTHD (N=446) ., FHEBEEOSHIZUTO X9
WEFE LT,

BRI (1/1084 1)

MR (1/100LL -~ 1/1047i%)
- (1/1,000L4_F~1/100A7)
Fhiz (1/10,000 LA F~1/1,000 i)
< EhIT (1/10,000 Ai)

A AF LT =20 bHEETE W)
JRRIE S L OV FF A HUE
L &Iz WHEHZE , JREGIERG:, A 7m0 RIFHEAZ, AE~L~A il

K. BIRIPER, R, EXOERY

RVt I L OFEMT DY) (FN o o P Y — 7% 5¢r)

L&z IEL 5 S AR Mo Jo

Mo L XY N

L&z Hf, ARMERKR/NARRIE, AFRRERHIINGE, RmtEE ., i ERE N
SE, HRHEREEIE, M/ NMEIAME, ~F 27 v BN, ARRE A R BN, ~e s m e
WY EBEEREAE, I/ MREEEIN, A i BRI

SESERIE

E &Iz W EUE

(CH s L DR 7 N

F&iz HERHE, (K7 ) v AMAE, RARBGER, AU, FmE, Ky
T L, R B N

T

20 AR

&z MEIRFETE . 242, 9o, EREUE, KoZfh, B
PHRE R 2

SEENZ IR

VY PEIRT

F&ic FEMED N, R RE . IR, IR, . Rk, P

F R, RS, BUEE D TR, R = 2 — a8 T R = 2 —
moRF— | LEEREE PEE s o —n S F— A
IREE

YaYel/ AR, R



L&z T, K IIRE, SLAL. BB AR, REHm, IRE. SRR,
Ml i, MR SR EROE, KT, MRS, HmERE, RigRE L ORI

%

15 L O R 2

s &Iz HJ. R E 0

LRI

L&z SR, BMEORHEEZE, LmEREE. T —B B PSR,
DFEXIQTIEE

M BT

F&iz PEE RIMASIE . mfE, JEREE, 13TV, RIEMEMARTEFIRE
AL, iR

IR g5, NIEBE L OVl 2

L&z SR, WIEARE . WRREZE. MK, SESRPRUE.  HREIHERKIE T K
FEMRSESR R SRR AR Ry IR e

Bk

VYA W5, T, R, R

- REERADRIER, REERRZA ., 1N, AL R, WEek, IR, R

i, ERAE, REEZ. DRERNHII, R, A6, S5, R, JRERESEm, ki,
H AR

HTHAE R

2320 TI=UT ) N T UARAT 27— BN, TANRTEX T I/ b
SURATZ 25— MBI SE YL MEE. TR RE B

L&z BB 5 o IR, TR

* BB IEDND, TI=20 T I ) N F VAT =25 —PRMNMET AT VBT ) b
VAT =T —BHINIFRIRFICEBRT 258085 5,

SGH L VL il skl 2

DR Y BB, € OFEIE, BBIE
L&z PERHHIL, ZYTIE, ®HPET O FEIE, SRS, BUEAE, sURHI,

mit, #LEE, AT —T A BT, GRUERES, EEA, BRI, SmER

BRI L Vi 5 R i 27

PR Pt PR, AR, ER

-y AARTE, DU, E



B . RIS

L&z AL, BMERR, V-7 2ER, KEBIR, BER, fHIRFEHE
My bz v F =N, JREB S VT F = N

P T L O P FERE

DR Y W57 ARAVEEEIE
& &Iz Fde . BuE. R, M SRR I, HERE, OV OV, AR

7Rl . ARBRIE, A > 7 PRI, PERURR, RSO SAE, HEDIEIENR ., FEEA,
W%

Bkt &

E &Iz M7 T I8, mP7Arh) 74 A7 72 —EHEIN, WEA
BN, RERIN, MR 7 LT A, fRpH B

GE, F#E L ORE G OHIE

L&z Petls, YoR—
M 245 (TEE)

bk 3 BRI K OFEEiGAER 2 BBR TAA &2 Kb S o N ZHE ITP B 446 510D 5 b
17 BNZEF 19 4F0 TEE 3% BL L. £ oML CGEBUBEZIR) PEEIRILIEEE (n=6) . JiiZE
BAE (n=6) . TUELHMEZE (0=2) | MEEZE (h=2) | ZERJIE (b=1) Tholt (44HZZ
M)

7T AR RGBT, REAIGROMEN & L TRBREL 2 B G Lo L &, BHTREA
A9 2B 261 I 6 B 7 HEOPMIRAR MARTERMEFR P BI Lz, b9 1ENTTIEBREEOK
Beb1% 20 A BIC ORI 2 B L7122, £ S L TULan,

G- 11 o ifn /D E

PR 3 3BR T, G P IEBABIRED 8%, 7T B REED 8% T/ IMRE N —FFIZ & 5
BMELL T E IR F L Q4THAZSR) |

FEEOLTF 7 U N

FEIRBAR 7' 1 7T L&l U CHIRMICH B2 BB E £ 721308 T RE R E 2 R 9 2 B IR AT
RITERO o7, 1 TERICLTZ Y UREO T ARF O 2 H1E1L7-
(4.4 THZZW) |

49 BEHRE

W EBEGAZ L0 i/ R EEE N U, et e S8 A OHE DS R EBL T 5 "TEEtEN &
5, MERGOEE, KilzXL—bML, WMNEZMZ 5720, ANV T L TAI=U A,
¥ AU LJ-E R E OB REA A 2 B TRAIOR ARG 2R D, M IMREE B 1T
Bl 5, HEBEHIE - HEICHE> TARAIOER G2 HT 2 G2HEZZHR) |

BRI B W CIRER GRS 0 | #ERF 1IAKIS000mgZ IR L7z, & ShicfmESR

LITRE OIS . —IBEORIK. ALTB X QAST EH-. 225N Th-o7-, IRA#%2H
H22518H B £ THIE L7 ITEESREIZASTASULND 1.6, ALT233.9(%. A U LB 7324
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CThot-, IRHAKISH H DM/ IMEIE672,000/ul, I/ NkE D i & E132929,000/ul TdH - 7=,
RLES T R TOFERRITIHK L, BBIEZXR o7,

AFANTE PR D 722 <0 MR AEA~DOREERD @D, MBI IIAF O K Z M T5
HEELTHRBIEITBZBZ LR,

5. FEEIEM

51 FESERIRHK

SEENEE - PUHMZE, ATC =— R : B02BX 05
TEHBF

TPO IZERZERIE R E L O/ IMRPEA OFRFENCBE D 2B LA N A THY ., TPO-R D
WK Y B RTh D, =/ ba R 7 T b TPO-R OEE@ERIC/ER L. WK -
1Y ARAREF > (TPO) EFE—TIEZRWRERED v 7 F M2 2 @B L, B SEaisE s
SEMEKOBEE L OV b A HET 5,

H I

BIH, BELL, —HEEMm., 77 AXERER2E, RAISE (TRA102537) B L O
TRA100773B, 72 & N A — 7 U illik2i%%k, REPEAT (TRA108057) I X O'EXTEND
(TRA105325) TBEIRE DR NIEMEITPESE 2 xf 5 & L TAAIO LM X OE 2 2 5
L7z, Z6OBR CTARANI2776I6 % H LA E, 20282 14D E# 5 S iz,

E it 7T AR

RAISE#ER : 19761 & Uigdit H oA 8, & 5-BRMERTOITPIGHEEE, I X OB 5-BRAGHT O /MK
YRk L, AHIEE (n=135) ioot07 TR (n=62) (22:1DH TEMEALLTZ, 6%
Hog5HET . KAloR G EIXK5RE O/ MO CCHRE L, BIBHEIZT T
DYERF T50mg Th 72, 290 B DG T £ CARABED15~28% THH &1X25mgll T,
29~53%T75mg Td > 7=,

(2. PERITPIGHEER 2 & L. & EOERERN IIBRIEICIE > TRIARAZEHcCE b 2 &
& LT, BIREEEO LU EOWERE 33K, EDOITPIREIK O H- %2521 F . 36%0° g
EXZIT TV,

WERRE & B ICHGBARTO M/ (P 9fE) 1316,000/ul T, AFIFETIIi 58 F 015
H B LA 43k H CT50,000/plB A3 6t L. 77 B A EECIEsBR M £ 18 U C30,000/pl A
ThHoT,

6 » H OFe 5 W A Rk A& il i MR EL 50,000~400,000/pl 1252 L 72 g 5RE L

FIARAFEO T NAEIZE -T2 (p<0.001) . BHHIENS 6 WRIBZICARBED 54%, 77
TAREED 13% T/ IMEDS Z O L~z %uio AR, FEROZIEN R L, 6 » A
DG WM TRFICARBIRED 52%., 7T BREED 16% THRNRBD LT,
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% 2 : RAISE 35k 0 Bl Yk G 2h it 2E4fh

ol ) P N = AN
INT 7Z R
N=135 N=62
B 2RI E H
%&?ﬁﬂwmuinmmmwmwﬁkﬁﬁ(ﬁ)\ﬁﬁ 11.3 (9.46) 2.4 (5.95)
75%LA_E ORI AC BAEEFE  (50,000~400,000/ul) (28 5
FHRE . 0 (%) S1G3 4
P <0.001
6@§%Kmm(wmy7v—Pr4>%%ﬁbk%%ﬁ\n 106 (79) 56(93)
P 1™ 0.012
6 » HRICHI (WHO 7' L— R 2~4) Z3H L7-#5E . n 44 (33) 32 (53)
(%)
P /A" 0.002
RFEEA VL LB, n (%) 24(18) | 25(40)
P/E" 0.001
B 5-BIAAIF I ITP IR PR A2 L T\ =g (n) 63 31
B 5-BRMRIRF OITPIGFRER O & F 7213 H 1k 2 3 2 7= 9B
= 0 (o) 37 (59) 10 (32)
Pfe* 0.016

a AR DOBINER CHIEL-r Y AT ¢ v 7 EfET /v
b AHIEECTHG-BRARENCITPIRERIE 2 L TV 72636172141 (33%) 23 % 5-BRIARF OITPIAH 3K &2 4~ TH
1EL7=,

B 5 BHAAET. BIBEEED 10%BO#EERE 12 Hifl (WHO 7 L— R 1~4) 3% 1 . 20%EB DOk
BRECERIR I R i (WHO Z'L— K 2~4) "oz, 6 # HOEEWRF, 150 H
NORERTETICAFIRFECTHM (FL— R 1~4) BXORKEMICERZ2HM (FL— K2
~4) HFRBLLUTHERE OFIA LB G- BALART & Pl U TR 50%(K T L7,

TRA100773B &k : =2 A ZDMFHMEIE B X9l 0BG & Uiz, ZBNE, /s &5
BRAAHTE O 30,000/ul A2 5 43 H B IZ 50,000/ul L EIZHIIN U= giBaE &z Lz, /R
HHS 200,000/ul 8 & 72 > 272D G2 F ik UT-9eE & B & x7e Uiz, /RIS
Do BT EOMOBH TR & Ik U729 13IER2 B & 2170 Lz, BEIREDEME ITP &
FE 114 ZAFEE (0=76) BLXORTTEREE (0=38) |2 2:1 D THEELIL LT,
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7% 3 1 TRA100773B #BR DA 20 D fik 5

oy N S A
74 77 R
N=74 N=38

B2 FEEFmEE
BN MERENT RG], n 73 37
Be5-BRLAT 42 A B £ Tl R 2y 50,000/ul BL 272
S TR (B E-BRAART O M/ MR EL 30,000/u] A & ke 43 (59) 6 (16)
1) . n (%)

b /i <0.001
B 2RI E H
43 H BIZHIm Ol 2 52 1 72 #2855, n 51 30
Him (WHO Z'L— K 1~4) . n (%) 20 (39) 18 (60)

P /& 0.029

a BAEZALIFOBIAES CHIELIZr VAT 4 v 7 ERET L

RAISE Bk . TRA100773B#BR & 12, 7T &R &l U7 AF O &) ST H/E A LIFO ITP
TRIRIE g HH oA, 3 X O S-BREGRT oI/ MrE (15,000/ul BL R, 15,000/l #2) (2
M BFHELL L T,

RAISE 3%k 35 J2 OV TRA100773B #BR IZ W) T 5-BHAATE 6 B ] TARKIFED 43%IZ K1
D BTN, BEBIAAETO ML/ IR DY 15,000/ul LA T O4RERE O ER4Y 8 Tl i Mgk (
JAE) A EEEL UL (50,000/ul ) IZEEL7e o7z, S HIZ, RAISEREBRTIX 6 7 A
B TRE, ARFIEECREG-BRLART O M/ MRS 15,000/ul LT OERTE D 42% TRHE TR
D 5T, RAISE 5BR TIIAAIRED 42~60%DHERF A 29 H B EHH4& T £ T 75mg O
G a==ZT1,

g G- A —7 R (6 O G-I & £ D%4E M OWREIM 2391 7 v) THIEL
BOWTHED a—2 25 Uiz L E AR OMRITIHE L 2ol

F— T IERRER T 299 BlIC AR G U, EHIMIT 126 61T 145, 48 61T 18 & A [H,
17 B C2HMTh o7z, RAEGRTO M/ REIE 19,500/ul TH -7, 12, 18, BLU24 »
AR/ (FRE) (X224 68,000/ul, 75,000/ul, 35T 119,000/ul TH -7,

A

BN 22 58 i 8 2T AR VR R FE MR /MRS VESRBER (ITP) D/NE B Oy M 2 % 5 &
LR R 2 RN 2 8B 2T Lz ChNE~OHREIZET L E#IT 42 HEZZH) |

5.2 FEHEREARE
HL B RE
TRA100773AFER 35 L INTRA100773BEER CTITPAE 88 15l & 158 & dU 7= ASHKI o I A5 Ao s —

BE T — & R AR 111 floT — 2 L TR 2 L— 3 U PKIENT %2 36 L 7=,
ITPEE BT Mg T /v ko RN TREDAUC B L VO Chnx £ L 0T (F4)
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K4 AN ITP BE BT 5 EFIREBTOIRYERE T A —Z ORMEEE (95%(FHIX
i)

)V ha RN T DO N AUC(o.". pg.h/ml Crax' « pg/ml
&, 1H1[H

30mg 28 47 (39, 58) 3.78 (3.18, 4.49)

50mg 34 108 (88, 134) 8.01 (6.73, 9.53)

75mg 26 168 (143, 198) 127 (11.0, 14.5)

aRtal—v3 VPK@%?&ﬁE*ﬁ&:%’)\ < AUC(O_-[)iG X (){Cmax

P25 DRy R R

Eltrombopag |ZWIN S 4v, #% 1B 514 2~6 REfH] Cl i M IR IS T 5, K &l ERAlL
72 B ONCHAEL B KON R T VREMBIE N e EOZMGA 4 v EEtefln A FHEEG T 5
EAFNOBRBEENA BT S W2HESH) o b MIRBRO®RE L & ZoMxtiydEy
FHRARIIE STV e, JRPHEINS K ORI S . ARA| 75mg & HERE O &5
L7z & E O ESEY)E OWIERIT 52%LL E L& HEE ST,

i}

TR EE MIUEERE,. BHLICT LT I U ~DOREEENRE W (99.9%#8) ., —
JL b RN 1EBCRP DEE THH N, PREREEL LUOATPIBI O EE TIX2 W,

103

T b AR IIB OISR, Bk, B v g, SAVEFF FRIEVAT
A EREICE TR EN D, EHbEWE WK RBR T, =/ ha AR 73Mm
E UM IR 58 D AUC . D 64%% HdT=, 77 v U fRiaas L Oeic k20 E0K

LR S 72, InvitroadBR TCYPIA2 B L UNCYP2C8 NAHI Db B 5 L T
HZENREENT, DIV IV a =)L T A7 27 —FUGTIAL B LW

UGTIA3 237 v 7 a Ui &Iz B 5 L, TS T OMIE 23 Bl AR B IZ B - T 4 RIREM:
N 5D,

VzES

W Sz b o RT3 FE L EN S, BY 2 PEIREITHEF (59%) T, RH
TG 2O 31% 3R & LCHitts g, IRPICREIE (v ha R X7) s
SNV, FERICHE SN D REB(VIR IR G EDOR 20% TH D, MFEH I 135 21

~PNEETH B,

FY B RE R A (EH

Bk L b RS R W TEERIRRBR T/ L 7 o VBRI I AR ORBHI B W CEE
BRI L TRV ERRENT, B MFI 7y —2Z2HWERBRTARO 7 V7 o v
P 5 IC b 5 & LT UGTIAL B X OVUGTIA3 ¥E S viz, AAFNL invitro T% < @
UGTE:ZZHE LT, RFIO TNV v U BERIEAIZE W TE A @O UGT BEE OB 513 7e iz
OV v REAICEE L CERMICA B2 EERANE Z 5 £ 13E 2 o,

ARAN O HFEOHKI 21% Db 22T 5, & MFI 7 vy — LAz AWl B AR O
LI AEEZE L LT CYPIA2 B LN CYP2C8 23R E & 4u7=, Invitro 3 X WV in vivo 7 —
ZINOARFNT CYPEERZLEOFHE S Ly WSHESH) |

In vitro 3B TAAFIL OATPIBl F 7 AR —Z —B L OBCRP kT v AR—F —%[HET S
ZEDREN., EIREMMEAEARER T OATPIBI BLOBCRP DB THDHH AN K F
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VOBRFEEAENIE QSHEESR) , ABIOFBKRRER TIIRA X T REROHE%
50%BET 5 Z & N HERE X s,

AFNIER, IV T L, T FVTL, TAI=UA, BLY, BXOEN R EOLMGA
FraEFL—rT5 G2BLXO45HEBR) |

LB & BTN RE s 1 ) — @R OER & & HICAH Somgz HiEE 532 & AH
DMHEFHAUC). 3 £ OCaME T L7z, —J7, &I AL [HLy D A S0mgAiti]
(Fh Y —B L OB RIS )b & PARKI O mIEFIgE RICAE R EEE 52 hpo T
(42 BLVASHEER) |

15 e B HE [T

B RE S

BN DR RERRE E B (IARAK 2 e 5 L CERYENE 2 Mt L7z, S0mg% Bl G- L7z & &K
FNDOAUC, TN & b U CHRREE DN & 45 FE DB RERRE BB T 32% D 36%., HEED
EREHER E R T 60%IK T L7z, BREREREES S EFEERE OB EIXT o XN KX,
Z ORIV EHEL TV, BHE L OREAENEWDIERKEGT L b v RmRT (%
PEIR) OREEITHIE Lo 7o, BHEREEERE ICIXEEICERS L, &7 LT F= R
BLORMREEL LML CTHOIBlET25 @2EEZSH)

Vig: =

%N O FFRERERR B IR 2 % 5 L CERYBEIRE 2 Mt L7z, SomgZ Half b Lz & &K

B DAUC L FEFE N & Lhil U TR O RS RERE S B C 41%., ) O HE O T GER

EHRF T 80%M 5 93%HEN Lz, FFRERER S B L @RS OREEITIT D I BN

<. FOMPAINRVEHL W, EAELOMEENEWZOIE-ET/L ba R
(EHR) OBEIZNE Lo T-, Lo T, HEFEINA288ENETEN TSR
MARED G2 RS 720 R Y | RS BHE OFEEREE RS (Child-PughX 27 7
PLE) QAR ZES Ly W2BX0N44HEZBR)

N

1 BIOREEN GET 7R 3141 BLOUTPEE 886 (T TR 1841) Zxfg4 L LT
ARE = b— a3 YPKIEZE W TARBIOIEYBHREIZXIT 2 T U7 2O RN D 52288 % 5
L7z, RE=2L—aPKIETHEET D &, BUICHANGRDIERT U7 R L ik
LT, T YT (FT72bb, BAAN, HEA, BEA, BLOWEEAN) OITPES Tl
RV b AR R T REDAUC D 87%m -7 (KEZEICKHMiERL) (42H%E
ZH)

i/

111 FlofEREN (i 146]) BLOSSFIDITPEE (LMES57TH) x4 s L TR 2L —
v a UPKIEAE AW CARBIO Y EhREI X T A MER O ZFMM L7, FE =1 — 3 PK
ETHEET D &, BIEITPEGE &bl U TR MEITPAE TliEr = L b o VR R RED
AUC 230 50%=i22 o 7o (REZAIC K DHfER L) .

53 HIERZEHET —%
AKENL, TPO ZREOEFERMEDT- O~ T A, T v b, £33 X O M/ NES 2218 L7
W LIRS T, Z0H0EMNLELNE T —X2 1%, A L OEEEREREZ &G0 T, b

MZBT D AFNOMEEEERICEE L CRIAT HAEEOH 5 EEFLE I KT 5L 0
TIE7u,
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o IR 5ICBE T 2 ANERRED Hiv, HER X ORRIKTFEH TH - 72, AUC IZHE
OIBFEETE PO G EEZERGLI-EE, vURXAT6oHEBERBIOT v T 28 #HH#E
ICHNERZRD b=, AUCICHESSIRZERE CTE FO4EU EEZEEG L&, ~U AT
BEM%ZBEINT v FTI39BEMZICHNERRO bz, 4 XTI S2EMKEGLTH
(AUCIZHESLKIBRRETE o 2f%) ANBEITRO bR oT-, ZH OFT ROEEKRK
EBERIIAHTHD G4THEESR) |

~TABLOT v MZ 14 HEHE 5T 2R T, BEEEBLIORTE2HR T HBRERETH
PRANE FBMEDGRD Bz, BIRME EMEIT~ 7 20 2 ERR O &REmEMERRTYH 25, 75
B LU 150mg/kg/ H TRD HNT-, HEMEWVIZEHEES IHMELS . SF I ERFES LA K
e L, HIEAEIZAUCICESSKIBERETE PO 1215 Tho7-, AUCICE S IREE
TENZNE FOAREBI O 2MGICHY T HEEZ 7 » MT28BER], £72i3A X2 52 MfH
Beh L7- & EBIEICTT 21ERITR O b roTl-, ZHb O ROBRAERIIAHTH
Do

YURAR, Ty b BIUOAXITBWTHEEL XU CZFHRT 2 0AF N NR R HET,
2 < O E MG TR E ORI 20 5 | FFHII0ZEME £ 72 I3 BIEAGR0 b ivie, AUCIZHES
SBEETENENE FOARBRBLIO2FICHET 2MEZT v b Q8#M]) £7i3A X
(52 8] (T#G Lz & AP 2 EMIER O bhied o7,

Z7 v B LS XOEMEERBRICBWTABRENRRBE R HE (AUCIZESSIBRFEETE
NZENE O 105H) THRIRIRMERL ORI L OFAMOFHRMEEELK (7> o
) DERD BT, AUCIZESKBFEE TENENE FO 2005 45I2F 24 3 5 F K
A7y M8, A4 X528 M, bR~ ABINT v M 2EMEEL-E X
FRIMER B3 K OHEIR IR M ERE I (AR T R E B o 72,

7 v bOEEREBR CIEMAE TH 25 60mg/kg/H (AUC IZEESBRFEETE FD61%) % 28
BRI G Lz & BN ILEBRINRD bz, ~ T ABIOT v MZ AUCIZHS < IRE
BTt MO 4FITHEY T 2 HELZAEFHRY QFM) &5 L L EFOEITRD bR
Nole,

AHF| 2~ 7 A2 T5mg/kg/ HE T, HDHWIELT > MT 40mgkg/H £ T (AUCIZE S IR &
Tk FD4fE) &5 L& X, wBREITEO bR o7, M %2 HW 722288 BB
LO7 v & HWzinvivoikii 2 55 OB X OV EBIDNAG AGRER . Crad 25 <
IREEECE FD 10£5) TAFNITE R S LEAREFEFRELRO ONR o7, In
vitro~ 7 2 U Lo JEHIRERBR TARANI DTN TH o 72 (2R BAEE D 3[4 D HY
I . A oinvitrods X Win vivoD FT 7 b ARFIIL b NI 2 BInmE O BRIEIL 220
ZEMRBEIND,

7 v MZ 20mg/kg/H (AUCIZEE S IRFZEETE hD2%) £ TEHEG Lz & S AKNITMED
ZHRTE. RHIRRA, B OMBIEBEICEEL 5 2 oz, v CldkaRBHED
150mg/kg/ B (AUCICHE S BEBERETE FD 0.51%) £ TE2HFEG L L SR IEREICHE
BHZ7ehole, L, 7y NOREMMICKT HEMEETH D 60mg/ke/H (AUCIZHS
SBERETE FO61%) Tk, MOZIMEERERR CIMET GERRTE X O KRB LT ROHY
m . BRAER L OMEEFEEREOEM., WRIERARBR CHEY (HHERHEV) BLO
JEIRAEEORENRO b, 7 v MIam i H & 40mg/kg/H (AUCIZHE S S IRFERE T
b RD3fE) FTEREEL L L EARANIHEOZBREICEEE 5 272 o72, T v SOEFEH
BLORAHEGRBR TR O BEEE (1035 X0 20mgke/H) 1IFMET » b OITE,
M, BLORIAICEE L WEEII e, AR (F) Ok, FE, MRRITE7HE
FOVAETHMREE IS B 2 - 2 e o T, FoRFENIC AR 2 £ G- L7z & & 22 RE O£ i [ &
B U CaeF HAEROMER CARINKRIE S, Ty MHAERIIRILZ 0 U TR ORER %%
TFDZEDRRE T,

AFNOin vitrosBR THEEMEDFERYED R S LT3, T o BB CRF IS4 2 6wt (AUC
(RS CIREETE bO10F) E7FRICSHT SEmME (AUCICESSIRERETE H o5
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LIE) OFtiidEd bnieinoic, S 61T, 366la x5 L UK EHERER TAAI75mgk
HRIEHBBAIE DO R 2 /me 3 5 FT ISR b e o 1o, ZHUTEERDE TR
fliL7z. LarL. eatEicBE3 2 AR RERER 2 F2Hi T & TWRWIZD T L —3 5884
DIERIEITSE TE 2,

6.  EFIFERRFE

6.1 HRA
EER = T

ATT VU~ TR T A

~ = h—/ (E421)

Wrs L e L e —

RE Ry (K30)

FoF ) a— g R A AR

FEFID 2 —F ¢ 2
Ea Ano—RA

~ 7 v 32—/ 400
Y Y _— | 80
" kT & (E171)

6.2 EARER

ARl

6.3 AHIR

4 4

6.4 AHEICET RRIRER
Rl R RAF R I T L B2,

6.5 ZA#mOMRE LIUOHRE

T =g LT 2AH =04 (PA/AIWPVC/Aln) D7 4 v ba—T 4 L 7 EE 14 8EF 7213 28
BEAVDOERBIORN T gV ba—T 4 U TEESIEEAND D~ /LF Xy 7 (Q8FEXZ /N 7))

TRTODEY A ARSI TWD DT TIER W,
6.6 PBEEIZETARHIRER
R OB I X OEIEDIIEE OBt > THEET S,

GlaxoSmithKline Trading Services Limited
6900 Cork Airport Business Park

Kinsale Road

Cork
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Ireland

8. ERMTIRARES

9. [ERFEAER/AKBEHA
10. ETH

AFNZBE T 2 522 IO £ 35T (EMEA) @O 7 =7 %A hhttp://www.ema.europa.eu/
TAFAHE,
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1. EXEL4

Revolade 50mg 7 1 /L L3 —TF 4 T §E

2. HOBIUHE

T4 T—T 4 TR EERICTL b RS S0mg \ZHY T A L b RS 4T
L UEET,

B

BRIZAIOFEM 72— 6.1 THE SR

3. AIA
T4 ba—T T

FEIZ TGSUFUJ BXW [50) OAEHINHHME, i, 87 (v bha—T 4 T §E

4, ERRHIRRK
41 WERE

hOVEEE RIBREAT A R, ®Era7 ) o y) TIIEne <, Mgt 257
- AN D et (ReggtE)  f/ RO MESEBER (ITP) s 2 52 1 TV 2RV
BETH-TH, FINNEROBEBRIITEDI L RIALDOEKE LTESLTH LV,

43 MHiE-HE

AFNT K DR IR BOIEREDRER )N b L ERI OGP T TIT 9,

AFN DO FEIIE BE DM/ ES W TR LR T IER B0, KANZ L H1EEO AR
W/ IMEE 2 IEEA LT 5 Z & TiEa < il Y A7 30 L Zg i MR ER D v
(50,000/ul #82) ZHEFRFT 22 LI2H D,

% < OBRE TH/ MBS H43 28N 212X 1~2 B E )05 B.1HEZSR) |

JEA

HEEBRAG I BIZ 1 B 1\ 50mg (=L b U RARZ L LT) Thb, KT OT ROBETIE
BRAG &A1 B 1A 25mg ISR % (52IEAZSMR) |

HREDBE I J O A D

TRIEBRAAIR T L U 2 7 1 D ABEMEITIE U T, I/ MREDS 50,000/ul BLEIZZ2 D | 2 DNk
MR SN2 KO MEZMET 22 L, | ARG ERIT T5Smg B R 720,

AFNP G- FITE WA MR PR A s L ONTRERER A 42 i L, & 1 © B 2> Tl MR
BIZEASWTAKNO A& ZRIET 5, AFIEG F i X OFRM M EHRE % 5 T2
MERFHE (CBC) % Mf/IMREMNZE (50,000/ul PLE2Y 4 BRILL EFRHGE) 92 £ Tl 1 [B15E6E
T 5, Z D%/ IR L OKRM LB HRE L ET CBC & H 1 BIE[T 5,
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BRIR T AT C Tl MRE DOMERFIC LB i MR B2 & 5 5,

1)L ha RSO MR

1fiL /R Lk - E S E SN

P 5-BRMAE 2 BRI BB L | 1 HE% 25mg 370, fkiE 75mg/H £ CHET 5,
T 50,000/l A5 DA

50,000/ul LA F~150,000/ul LA F | Hiif 2 85 & 72 13 &8 5 i/ MR A HERF T 2 72O K
Fld KOG ITP i E D IR &2 & 59 5,

150,000/l #8~250,000/pl LA F | 1 H&E% 25mg T oOET 5, 2l MG THER L%
D% D BRI OB R 2 T 5,

250,000/ul KRB OG- 2 kT %, (/MRS E O A %58 2 [\1IZ
9,

1/ NBEAY 100,000/ul BA RS2 5725, 1 H &% 25mg I
5L THEEEHEHT 5,

ARENIMO ITPIEEIE EOEHT D Z E N TE 5, AREE G A/ M AN 8 IZEE I L 220
X O IZHEH ITP 1B B2 WM IC 4 5,

2 LA B4 o T/ IMREN 6 2 B O R 251l L, kO B2 BE 2,

BETIHELHEET 2560, AFOMEEIZ I B 1E25mg &35, 72720, HEILE
FEORLRD T 4V bha—T 4V TEEOHBEDENVEREEL WD,

ARG

1 B 1[5 75mg T 5-BA1% 4 HRERGE L CH ERRIICEZE 22 TE59 2 0lz+4 72 10
IIMREIZZE L WSS, ARl 21T 5,

Y EITEE 2 E WIS L, B3 T L IR RO O L EZ M2 W 5, b1k,
IR A E DS R3S D ATREME DS B 5 (44 THEZM) |
B RERE N

R RERRE B TIIAAIO B2 P9 o 03, BIRREIRE S A I EEICRE L,
M7 V7 F =itk LORRAS 2% L T HolcBligd 5 G2H2zS3HR) |

N EERENE B 7

MR SN D AWRENEE SN TS MRIMARIE DGR Z EE S 220RY | REE) S EE
O REREE B (Child-Pugh A 227 7 LA L) IZIFAAKIZHE Ly 44HEBR) |

AHN OGN VB GA . BIGHAEIZ 1B 13 25mg & Lgidiud/e b,

BHERFR B A AT 5 BEIEENIREORE E LT 1 B 1\ 75mg % 2 BE#& 5425 &k
FERMEES (TEE) OERENHERKT A ENMON TS Q4B IN48THAES) |

Y

£
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BEMER L OEMED T — & N30 2N 8 18 At D /N ~DO B I3 HESE L 7220,
i

]n

65 WL EOBREICAAN ZRE LI EOT—X IR TWD, AKFIOREERRABRIZIB VT,
65 W LA EOWEERE & 65 mEAT D HEERE TARK| D22 e vrm WCHBE 2B 2ot %
DA OGRS AR C b Eilind & IERm IS O TG # R LIRS TN, FilE O
SN EWERE NN D Z EIIEETE R0,

T T HDEE

W77 RoOEE (FEAN, BAN, BEAN, EEANRE) OB, FriEZ 1A 1[H
25mg [TJHET D 2 LB ET D C2HESW) . M/MREOREZAE L., £ DORITIRY
H 72 BEEIZ e > CHEZ T 5,

KRG

BRI AR OG5, HEEA, LS (FREtotob vy azgthefit) - £
GA A (B, ANV T A T FXTA TAI=TA LY, BIOEHERRE) %
e IR TIVREBMBIBE M & ORI Z BT 51 4 KL EORMBEEZ BV TR T2
A5SBIOS2EEZSR) |

43 5

TV b a RS FE T IIARFI ORI AN 33 5 mBUE,

44 BEBIVMEALOEER

AR X OEEE TO ITP O2KHEL, M/ IMEIEE BT 2 MORREEZ R T H 2 L2k -
TR T HR&ETh D, i%fﬁitiﬁ Wl 5. B2 60 A iz 5BETIX
FRIR 3 L OB IERIN &8 BREZERS L OVAER O I &2 REhd 5,

le==-37 D*%éhtﬁ»ﬁﬁ&f&i@ B FERUEERE (MDS) Z & e od i/ Mk
TP DIFREIZ )T D ARAN DA M X OVE ML LTy,

HFZE DI
AENOEGAZ XL FERERE NI T D2 &1 H D, AFOEKRRIZS W ! 7 7 =

VT )RG5 AT 25— (ALT)  TANRNSEXUEBETI ) R I A7 x25—F (AST)
BXOvU LE LD ERNRER @Emﬁ_M8ﬁ%£%)o

B DT RO KE S i%ﬁ(ﬁv—Frd>fTLﬁf%w JFHERERE A R~ 5 K
) IRBERBBIRIERITRO b2noT-, 77 RZxE L7z3 ﬁ%f77ﬁTﬁ@lW
%;@Kﬂﬁ@1%&7v~P4®ﬁ%%@E@E%%%@%nko

AHFNOFeE-BARGRT, FHEFIEEIM X 2 B 1B, #ERHERIEZIT A 1R, Mg
ALT, AST, BLO Y A ZHET D, HEEMRAEMEEE T 3~5 HUNICHHRE L 5
i U CRHM3 5, BEMEPHERINTSGES. BREENSERETIILERT 50, &5 FHLERT
IZRS £ TS REME 2 FE T 5, ALTED E5 (EF#PHO FR [ULN] @ 3 £20L
) L.

o EITHTHD., HDHNZ
o AWMILLEFHGT D, HDOWIE
o HEEULELDLEHZMES, HDHVNIT
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o JITHEREMEE OEFRAIER £ I ITIFREREOBEZ M 5 56
AAIOE G ZHIET 5,

WEEZ AT 2 BFITEEICEET 5,
i A ifn e FE AR S PRE

ITP B35 ClI etk inte S8t th A OFE 2SS BLT 5 AIREMED & D, L/ MBS TE 5 HiPH %
Z % & Hmmc et MRS OHE 2 BB T 2 ERIENH 5, AR O KRR T
INBCEMEAE . TR EIPEN CTIMAR R FRRNRD N, Bt EVRFI 457 7
E) FETIFBRYE (ATHI KIEE, PV VAREHUNEGER L) OfaRIK 1, mis, EHIMH
DIET X VIREE, TEMIEE . BT L OVR Ve R FEE. Tl AME, IR, B L O
Jil 70 & O MARTERIEDERIN 28 5 BE AR 2R 5T 585130 ELET 5, f/MK
BaEICEMA L, BIEME Bol-> 7258 3AR 2 BET 20, 852 P45 425HE
L), JRRIZ D S iRt HROERENH L BE T AT X2 T v bR
VAERET D,

TBYERFR R Z AT 5 BREICREBIIEROWERE LC 1 H 118 75mg % 2 @& 55 L imk
FERMEFESR (TEE) OERMEN KT L2 enmbnNTn5b, LEN->T, HiRShsfiE
PEAMEFE ST B FAARMARIE DO fERRME 2 RS 7R Y | HHEEEE A & FE O P aeRE 8
# (Child-Pugh 2 =27 7P k) QA Z &L L2V 2B L4888 HESH])

KA D LG 1 1 D il

AENOBGH 1%, /MR ED IS D AREMEN B 5, AFIO®E G IE%E, /X
Koy DB T 2 M LANIC B GBRIGRITEIZ R v . i OfERERE < 20 . Hin s X 7=
Babd 5, brkkiAlE i3t MERFI O G HICARF Z R 1T 5 & ZOfEBEIENE KT 5,
AENOB G2 HIE L2, BHOIEETA KT A4 12> TITP OIREEZ T2 ERE
F LV, SOIZEFWEELE L ChigRmnAlR X OB/ MEA o F ik BrggEiEEo . £
7ol MR 72 £ 038 5, ARANOF G % 4 BT 1Rl M RE U722 T U7
SN

BRI T2 Y TS L OV BERRAENE DIG R

AFNFTEBETLT 7 U UBHEOTERR £ 7213 ETOfERIMEZ KR ST 76BN H 5, o b
0 ARRETF R AR (TPO-R) 1EENEK & [RkE, Z O ROBEMEIT 72/ L TR0,

AANDOF G2 Blhad DRNC, RIHMBHREAR 2 FEMITHRA L, B 5BRAAER O Ia AR 2R 5
WAMERT 2, HENLZER, AR (WBC) 2z &L 2MEREHE (CBC) & H 1%
M3 %, RN ETIZRAAIANEED GGG, RIEMBHRERZHRAE L Tl 2P ES
WYRE 72l (RS L OAERILER, REGEIERZ: &) & D\ i BRI E 2 s
T 5, B RBRRFIRT 7213 D D VI M ERBAER R D BTG ARlO#RE %
ik U, RS 25 T B BE AR O S fi &2 It 5.

BTG 55 L OB ENE G DT T

TPO-RYEENERIT b v AN A A = F L FIBEAIAG OEGE, s b, d6 KON/ 2 75584 5 18
JERFTdH %, TPO-RITE bITH BRI OMILEEIZFHH T D, TPO-RYEENHIIELGHAY
(CMDS 7 & D BEAF D 1 i g EAMEREIS O AT 2 iR e 4~ 5 ATREMEDN & 5.

F1 A/

Fow e O TEAR OBEMERBR THNENRO e G3HZZR) , ZOFTADERIK
H 72 BRI AR TH 5, EHRNCHABROMRAZIT O ZENEE LU,
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AH| DRI

HELE B CTAF Z &5 L CHIRNE LRV, D UWIT M/ MR & #EFF T & WA,
FEELTF 7 U O EOJRNE BT 5,

45 HEYFHEERAB L OZEOMOFMEEER

KB Dl D e |2 555

HMG CoA & L/ FE M Z 4

In vitrogBR OFE 8. ARANT AT =4 LBk AR ) X7 F ROATPIBl OFE TRV, =
DFTUVAR—H—ZHETDHZ ENRIITZ, F72invitroidk T, breast cancer resistance
protein (BCRP) DEETH VW HEFEFEHEZAET D L brSivic, 39 NDOREEFEMANIZAHA
75mg% 1 H 1[5 5 HE& 5 L, OATPIB1 353 X UBCRPOIEE THH 2 AR K F o 10mg%
5T 5 Ea ARAEZF U OMBEFCpuld 103% (90%CI : 82%. 126%) 35 & TAUC,.,
X 55% (90%CI : 42%. 69%) M UL7T-. I NRNAEZF L U NRRAEZF U B AR
2 F 72 EOMOHMG-CoAiE iR EA & OMAAER L TRISND 2, AAIET RN
ABF U ETNT T NNRRAZ T AR AEERBAERIT RWEEZ 6N, AAI &G
M ET256. A2TF U REHAIOWEEHFT L, AZTF 2 RERORIVER % s 12 8l52 T
Do

OATP1B1 .5 CFBCRP DA

AH L OATPIB1 OE (A F hLFH— K pE) BILOBCRP DAE (topotecan 35 L T A
FRLUFH— 1) EOFHERGRITERELZET 2,

F h 22— A PASO HE

| A= DN LAY a0 G = S - - W D AT/ I o o P S B R OV 7 B b
7 x2RWTHE L7z & &, AHl (100uM £ T) I in vitro T CYP450 B%3E 1A2, 2A6. 2C19,
2D6, 2El1, 3A4/5, B L N4A9/11 Z#[HFEE T, CYP2C8 B LN CYP2C9 #[HE L=, 24 A

DOERE B VEYER AR 75mg 2 1 H 1B 7 &G LizE &, 1A2 (W7 =A>) . 2C19

(AATZ—) [ 209 (Fnrerarcy) | £72033A4 (XY TL) OFTa—7

HEOMRFOHELFELBD LN o T, AKHE CYP450 FEE 2 PG L THERRD
WCABRMAEERITI s WEEZBND,

D [ Fe 7 DAFIZ S 55 72

Zg1 4> (FL— rME)

RENEER, BNV TLA, T X UL, TIAI=UA, LU, BIXOHES 7 EDOZAMEGA
Fr X L— 5, AKH| 75mgl i1 A2 & G TehlEeAl OKER(LT L =7 A 1524mg
BLORBE~ 737 5 1425mg) Z HEIGFAE G325 & AAIOAUC,..1E 70% (90%CI :
64%. 76%) I X DPChax IE 70% (90%CI : 62%. 76%) 1K TF L7z, F L — MKIZ X > TAA
DO RZE LR T LZ2WE iz, mlfgAl, i, BIOSMGA 4 2E&T I X T V%
TR 7 EORG 2 BT D1 4 L EORRZ B W TAKIZ G LTl b
VN (42 AEZR)

D
JLALEL 2 ST EREN eEm e U —, EEOFR L & HICAR] Somga HalE L & & A

A o> MAE P D AUC).1E 59% (90%CI : 54%. 64%) . Cumaxld 65% (90%CI : 59%. 70%)
KT L2, R, REWAL ARBLOIHMRIE (DL T A w73V T A SREZTINL
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TR Ya—RA, LT, BLOIERILBED R EDIK N T L8 (AT L
50mgRiiti] XA v U —B X OIEHEEIC»b L TAROMETIREEICAE L EL
2ot (A2THAE SR |

z B e S N EL

AFIEvrren,/ U hF e (LPVRTV) &I 25 EARORENE NI 5 6

PERND D, 40 NORFEHRERE 255 & L CLPV/RTVZ 1 H 210 400/100mg% S iE# 5L, A&
# 100mgZ Hi[a[# 5 L 7Z5BR T, AFI D MmAEFAUCg.0)lE 17% (90%CI : 6.6%. 26.6%) (KT
L7c, Lo T, KEIELPVRIVEHES T 258 ITFENLETHD, rETENL

S U N TFENLVOBREEZBGEIIFPIET 2856, AFOHENEUICEEI N TS Z LA
MR 9™ 2 72 O M/ N & B AR T 5,

ITP /2 /EHE

FEIRFER CAAI & O SN2 ITPIERERIZEIR R EAT oA K, ¥FHY—1, BXOTVF
F7Y . FERE a7 ) v (IVIG) . BXUWID®EI a7 ) o Thot-, AHl LA
D ITPIGEEZ AT 256 /M HERESEHE 2 8 2 72\ & ) 12/ M A B3 5

(42HZZW) |

46 ZRREE. EHIR. BXOEH

o4

ARG LI L E 0T — 2T L A LRV, B CIIAEMEENRD b
(53HZZM) , & P TORRMEIIRATSH D,

IR 3 X QMRS 2 FTREME D & B BEAT L TN e WA E~ D AR K| OB G 13 HELE L 72\,

1A 47
AFNEFITZORBEIR E BOREALTITHMENDNE I DIIRHATH D, Bk CAH
IR IS SN D REM N S D Z LR &N (B3EAZBM) ., L=n-T, RIS
KT B fEBRMEIERRAA TE 2V, ARICH T DRADOHIRIE EIBREOFIREEZZE L CTRILE
kT 20, KR OFEE 2 ke £ =13 1L 2 2524l LT e 5720,

47 HBHEIEOEEZR X UOBROBIEICHTHE

H B H O ERFS L OB O BRVEIC %9 2 2 B3 2 3 BRI I L TR,

49 ZEFLLARWVWHE

LB 3 BRI K OELLI AR 2 3B AR 2 % 5 S =181 ITP BRE DT RS\ T

AHN 2B G- S NT-HBREITBIT DA EFLORBELRITL 82% (367/446) Tho7-, xtHRHEM
2B T HAK ORGSR 304 H (FHRAE) BLO37T7BEFETH- T,
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MedDRA DEEEBIRSHEE L OB 1296 > TUTIZE & O - A EES I XIEBRE(TEA
X AKIEEEESH Y LR ENT-ERTHD (N=446) ., FHEBEEOSHIZUTO X9
WEFE LT,

BRI (1/1084 1)

MR (1/100LL -~ 1/1047i%)
- (1/1,000L4_F~1/100A7)
Fhiz (1/10,000 LA F~1/1,000 i)
< EhIT (1/10,000 Ai)

A AF LT =20 bHEETE W)
JRRIE S L OV FF A HUE
L &Iz WHEHZE , JREGIERG:, A 7m0 RIFHEAZ, AE~L~A il

K. BIRIPER, R, EXOERY

RVt I L OFEMT DY) (FN o o P Y — 7% 5¢r)

L&z IEL 5 S AR Mo Jo

Mo L XY N

L&z Hf, ARMERKR/NARRIE, AFRRERHIINGE, RmtEE ., i ERE N
SE, HRHEREEIE, M/ NMEIAME, ~F 27 v BN, ARRE A R BN, ~e s m e
WY EBEEREAE, I/ MREEEIN, A i BRI

SESERIE

E &Iz W EUE

(CH s L DR 7 N

F&iz HERHE, (K7 ) v AMAE, RARBGER, AU, FmE, Ky
T L, R B N

T

20 AR

&z MEIRFETE . 242, 9o, EREUE, KoZfh, B
PHRE R 2

SEENZ IR

VY PEIRT

F&ic FEMED N, R RE . IR, IR, . Rk, P

F R, RS, BUEE D TR, R = 2 — a8 T R = 2 —
moRF— | LEEREE PEE s o —n S F— A
IREE

YaYel/ AR, R
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L&z T, K IIRE, SLAL. BB AR, REHm, IRE. SRR,
Ml i, MR SR EROE, KT, MRS, HmERE, RigRE L ORI

%

15 L O R 2

s &Iz HJ. R E 0

LRI

L&z SR, BMEORHEEZE, LmEREE. T —B B PSR,
DFEXIQTIEE

M BT

F&iz PEE RIMASIE . mfE, JEREE, 13TV, RIEMEMARTEFIRE
AL, iR

IR g5, NIEBE L OVl 2

L&z SR, WIEARE . WRREZE. MK, SESRPRUE.  HREIHERKIE T K
FEMRSESR R SRR AR Ry IR e

Bk

VYA W5, T, R, R

- REERADRIER, REERRZA ., 1N, AL R, WEek, IR, R

i, ERAE, REEZ. DRERNHII, R, A6, S5, R, JRERESEm, ki,
H AR

HTHAE R

2320 TI=UT ) N T UARAT 27— BN, TANRTEX T I/ b
SURATZ 25— MBI SE YL MEE. TR RE B

L&z BB 5 o IR, TR

* BB IEDND, TI=20 T I ) N F VAT =25 —PRMNMET AT VBT ) b
VAT =T —BHINIFRIRFICEBRT 258085 5,

SGH L VL il skl 2

DR Y BB, € OFEIE, BBIE
L&z PERHHIL, ZYTIE, ®HPET O FEIE, SRS, BUEAE, sURHI,

mit, #LEE, AT —T A BT, GRUERES, EEA, BRI, SmER

BRI L Vi 5 R i 27

VAV Pt PR, AR, ER
L&z AR DR, B
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B . RIS

L&z AL, BMERR, V-7 2ER, KEBIR, BER, fHIRFEHE
My bz v F =N, JREB S VT F = N

P T L O P FERE

DR Y W57 ARAVEEEIE
& &Iz Fde . BuE. R, M SRR I, HERE, OV OV, AR

7Rl . ARBRIE, A > 7 PRI, PERURR, RSO SAE, HEDIEIENR ., FEEA,
W%

Bkt &

E &Iz M7 T I8, mP7Arh) 74 A7 72 —EHEIN, WEA
BN, RERIN, MR 7 LT A, fRpH B

GE, F#E L ORE G OHIE

L&z Petls, YoR—
M 245 (TEE)

bk 3 BRI K OFEEiGAER 2 BBR TAA &2 Kb S o N ZHE ITP B 446 510D 5 b
17 BNZEF 19 4F0 TEE 3% BL L. £ oML CGEBUBEZIR) PEEIRILIEEE (n=6) . JiiZE
BAE (n=6) . TUELHMEZE (0=2) | MEEZE (h=2) | ZERJIE (b=1) Tholt (44HZZ
M)

7T AR RGBT, REAIGROMEN & L TRBREL 2 B G Lo L &, BHTREA
A9 2B 261 I 6 B 7 HEOPMIRAR MARTERMEFR P BI Lz, b9 1ENTTIEBREEOK
Beb1% 20 A BIC ORI 2 B L7122, £ S L TULan,

G- 11 o ifn /D E

PR 3 3BR T, G P IEBABIRED 8%, 7T B REED 8% T/ IMRE N —FFIZ & 5
BMELL T E IR F L Q4THAZSR) |

FEEOLTF 7 U N

FEIRBAR 7' 1 7T L&l U CHIRMICH B2 BB E £ 721308 T RE R E 2 R 9 2 B IR AT
RITERO o7, 1 TERICLTZ Y UREO T ARF O 2 H1E1L7-
(4.4 THZZW) |

49 BEHRE

W EBEGAZ L0 i/ R EEE N U, et e S8 A OHE DS R EBL T 5 "TEEtEN &
5, MERGOEE, KilzXL—bML, WMNEZMZ 5720, ANV T L TAI=U A,
¥ AU LJ-E R E OB REA A 2 B TRAIOR ARG 2R D, M IMREE B 1T
Bl 5, HEBEHIE - HEICHE> TARAIOER G2 HT 2 G2HEZZHR) |

BRI B W CIRER GRS 0 | #ERF 1IAKIS000mgZ IR L7z, & ShicfmESR

LITRE OIS . —IBEORIK. ALTB X QAST EH-. 225N Th-o7-, IRA#%2H
H22518H B £ THIE L7 ITEESREIZASTASULND 1.6, ALT233.9(%. A U LB 7324
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CThot-, IRHAKISH H DM/ IMEIE672,000/ul, I/ NkE D i & E132929,000/ul TdH - 7=,
RLES T R TOFERRITIHK L, BBIEZXR o7,

AFANTE PR D 722 <0 MR AEA~DOREERD @D, MBI IIAF O K Z M T5
HEELTHRBIEITBZBZ LR,

5. FEEIEM

51 FESERIRHK

SEENEE - PUHMZE, ATC =— R : B02BX 05
TEHBF

TPO IZERZERIE S K O/ IMREEADFIRICBE D 2B H A v A > THY ., TPO-R D
WK Y B RTh D, =/ ba R 7 T b TPO-R OEE@ERIC/ER L. WK -
1Y ARAREF > (TPO) EFE—TIEZRWRERED v 7 F M2 2 @B L, B SEaisE s
SEMEKOBEE L OV b A HET 5,

H I

BIH, BELL, —HEEMm., 77 AXERER2E, RAISE (TRA102537) B L O
TRA100773B, 72 & N A — 7 U illik2i%%k, REPEAT (TRA108057) I X O'EXTEND
(TRA105325) TBEIRE DR NIEMEITPESE 2 xf 5 & L TAAIO LM X OE 2 2 5
L7z, Z6OBR CTARANI2776I6 % H LA E, 20282 14D E# 5 S iz,

E it 7T AR

RAISE#ER : 19761 & Uigdit H oA 8, & 5-BRMERTOITPIGHEEE, I X OB 5-BRAGHT O /MK
YRk L, AHIEE (n=135) ioot07 TR (n=62) (22:1DH TEMEALLTZ, 6%
Hog5HET . KAloR G EIXK5RE O/ MO CCHRE L, BIBHEIZT T
DYERF T50mg Th 72, 290 B DG T £ CARABED15~28% THH &1X25mgll T,
29~53%T75mg Td > 7=,

(2. PERITPIGHEER 2 & L. & EOERERN IIBRIEICIE > TRIARAZEHcCE b 2 &
& LT, BIREEEO LU EOWERE 33K, EDOITPIREIK O H- %2521 F . 36%0° g
EXZIT TV,

WERRE & B ICHGBARTO M/ (P 9fE) 1316,000/ul T, AFIFETIIi 58 F 015
H B LA 43k H CT50,000/plB A3 6t L. 77 B A EECIEsBR M £ 18 U C30,000/pl A
ThHoT,

6 » H OFe 5 W A Rk A& il i MR EL 50,000~400,000/pl 1252 L 72 g 5RE L

FIARAFEO T NAEIZE -T2 (p<0.001) . BHHIENS 6 WRIBZICARBED 54%, 77
TAREED 13% T/ IMEDS Z O L~z %uio AR, FEROZIEN R L, 6 » A
DG WM TRFICARBIRED 52%., 7T BREED 16% THRNRBD LT,
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% 2 : RAISE 35k 0 Bl Yk G 2h it 2E4fh

ol ) P N = AN
INT 7Z R
N=135 N=62
B 2RI E H
%&?ﬁﬂwmuinmmmwmwﬁkﬁﬁ(ﬁ)\ﬁﬁ 11.3 (9.46) 2.4 (5.95)
75%LA_E ORI AC BAEEFE  (50,000~400,000/ul) (28 5
FHRE . 0 (%) S1G3 4
P <0.001
6@§%Kmm(wmy7v—Pr4>%%ﬁbk%%ﬁ\n 106 (79) 56(93)
P 1™ 0.012
6 » HRICHI (WHO 7' L— R 2~4) Z3H L7-#5E . n 44 (33) 32 (53)
(%)
P /A" 0.002
RFEEA VL LB, n (%) 24(18) | 25(40)
P/E" 0.001
B 5-BIAAIF I ITP IR PR A2 L T\ =g (n) 63 31
B 5-BRMRIRF OITPIGFRER O & F 7213 H 1k 2 3 2 7= 9B
= 0 (o) 37 (59) 10 (32)
Pfe* 0.016

a AR DOBINER CHIEL-r Y AT ¢ v 7 EfET /v
b AHIEECTHG-BRARENCITPIRERIE 2 L TV 72636172141 (33%) 23 % 5-BRIARF OITPIAH 3K &2 4~ TH
1EL7=,

B 5 BHAAET. BIBEEED 10%BO#EERE 12 Hifl (WHO 7 L— R 1~4) 3% 1 . 20%EB DOk
BRECERIR I R i (WHO Z'L— K 2~4) "oz, 6 # HOEEWRF, 150 H
NORERTETICAFIRFECTHM (FL— R 1~4) BXORKEMICERZ2HM (FL— K2
~4) HFRBLLUTHERE OFIA LB G- BALART & Pl U TR 50%(K T L7,

TRA100773B &k : =2 A ZDMFHMEIE B X9l 0BG & Uiz, ZBNE, /s &5
BRAAHTE O 30,000/ul A2 5 43 H B IZ 50,000/ul L EIZHIIN U= giBaE &z Lz, /R
HHS 200,000/ul 8 & 72 > 272D G2 F ik UT-9eE & B & x7e Uiz, /RIS
Do BT EOMOBH TR & Ik U729 13IER2 B & 2170 Lz, BEIREDEME ITP &
FE 114 ZAFEE (0=76) BLXORTTEREE (0=38) |2 2:1 D THEELIL LT,
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7% 3 1 TRA100773B #BR DA 20 D fik 5

oy N S A
74 77 R
N=74 N=38

B2 FEEFmEE
BN MERENT RG], n 73 37
Be5-BRLAT 42 A B £ Tl R 2y 50,000/ul BL 272
S TR (B E-BRAART O M/ MR EL 30,000/u] A & ke 43 (59) 6 (16)
1) . n (%)

b /i <0.001
B 2RI E H
43 H BIZHIm Ol 2 52 1 72 #2855, n 51 30
Him (WHO Z'L— K 1~4) . n (%) 20 (39) 18 (60)

P /& 0.029

a BAEZALIFOBIAES CHIELIZr VAT 4 v 7 ERET L

RAISE Bk . TRA100773B#BR & 12, 7T &R &l U7 AF O &) ST H/E A LIFO ITP
TRIRIE g HH oA, 3 X O S-BREGRT oI/ MrE (15,000/ul BL R, 15,000/l #2) (2
M BFHELL L T,

RAISE 3%k 35 J2 OV TRA100773B #BR IZ W) T 5-BHAATE 6 B ] TARKIFED 43%IZ K1
D BTN, BEBIAAETO ML/ IR DY 15,000/ul LA T O4RERE O ER4Y 8 Tl i Mgk (
JAE) A EEEL UL (50,000/ul ) IZEEL7e o7z, S HIZ, RAISEREBRTIX 6 7 A
B TRE, ARFIEECREG-BRLART O M/ MRS 15,000/ul LT OERTE D 42% TRHE TR
D 5T, RAISE 5BR TIIAAIRED 42~60%DHERF A 29 H B EHH4& T £ T 75mg O
G a==ZT1,

g G- A —7 R (6 O G-I & £ D%4E M OWREIM 2391 7 v) THIEL
BOWTHED a—2 25 Uiz L E AR OMRITIHE L 2ol

F— T IERRER T 299 BlIC AR G U, EHIMIT 126 61T 145, 48 61T 18 & A [H,
17 B C2HMTh o7z, RAEGRTO M/ REIE 19,500/ul TH -7, 12, 18, BLU24 »
AR/ (FRE) (X224 68,000/ul, 75,000/ul, 35T 119,000/ul TH -7,

A

BN 22 58 i 8 2T AR VR R FE MR /MRS VESRBER (ITP) D/NE B Oy M 2 % 5 &
LR R 2 RN 2 8B 2T Lz ChNE~OHREIZET L E#IT 42 HEZZH) |

5.2 FEHEREARE
HL B RE
TRA100773AFER 35 L INTRA100773BEER CTITPAE 88 15l & 158 & dU 7= ASHKI o I A5 Ao s —

BE T — & R AR 111 floT — 2 L TR 2 L— 3 U PKIENT %2 36 L 7=,
ITPEE BT Mg T /v ko RN TREDAUC B L VO Chnx £ L 0T (F4)
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K4 AN ITP BE BT 5 EFIREBTOIRYERE T A —Z ORMEEE (95%(FHIX
i)

)V ha RN T DO N AUC(o.". pg.h/ml Crax' « pg/ml
&, 1H1[H

30mg 28 47 (39, 58) 3.78 (3.18, 4.49)

50mg 34 108 (88, 134) 8.01 (6.73, 9.53)

75mg 26 168 (143, 198) 127 (11.0, 14.5)

aRtal—v3 VPK@%?&ﬁE*ﬁ&:%’)\ < AUC(O_-[)iG X (){Cmax

P25 DRy R R

)L b RTINS, RO 5% 2~6 R Clm MUAE P R AR ICE T S, AHI &
fefl, 72 b ONCHBMB L O R T VREBMBIBML I EOZMEA 4 & &8 & O #
5925 L AR OBREENAGEICHD T2 Q2HA2BHR) , b MIROEE Lz & & ot
B FERIFIRFIIE STV e, RIS X OEP RS . AHK| 75mg % Hilal#e
A5 L7z & & OFY)RHEY)E OWILERTE 52%LL E & H#EE S,

i}

TR EE MIUEERE,. BHLICT LT I U ~DOREEENRE W (99.9%#8) ., —
JL b RN 1EBCRP DEE THH N, PREREEL LUOATPIBI O EE TIX2 W,

103

T b AR IIB OISR, Bk, B v g, SAVEFF FRIEVAT
A EREICE TR EN D, EHbEWE WK RBR T, =/ ha AR 73Mm
BER PR IR B DAUC ). D 64% % 5D T-, 77 v U BiEB L OB L 50 &E0R
LR S 7z, InvitroadBR TCYPIA2 B X UNCYP2C8 NAHI OB 5 L T
HZENREENT, VIV IV a =)L T A7 27 —FUGTIAl B LW

UGTIA3 237 v 7 a Ui &Iz B G L, TS T OMIE 23 Bl AR BE 12 B o - T % RIREM:
N D,

IS

WX S fzm/v ba R 73 LSRR a5, BH PRI IE S (59%) T, K
(T BEEEO 31%BMRE & L CHREE S D, IRPICRZ IR (b b e R X7 3k
SNV, FERICHE SN D REB(VIR IR G EDOR 20% TH D, MFEH I 135 21
~PNEETH B,

FY B RE R A (EH

Bk L b RS R W TEERIRRBR T/ L 7 o VBRI I AR ORBHI B W CEE
BRI L TRV ERRENT, B MFI 7y —2Z2HWERBRTARO 7 V7 o v
P 5 IC b 5 & LT UGTIAL B X OVUGTIA3 ¥E S viz, AAFNL invitro T% < @
UGTE:ZZHE LT, RFIO TNV v U BERIEAIZE W TE A @O UGT BEE OB 513 7e iz
OV v REAICEE L CERMICA B2 EERANE Z 5 £ 13E 2 o,

ARAN O HFEOHKI 21% Db 22T 5, & MFI 7 vy — LAz AWl B AR O
LI AEEZE L LT CYPIA2 B LN CYP2C8 23R E & 4u7=, Invitro 3 X WV in vivo 7 —
ZINOARFNT CYPEERZLEOFHE S Ly WSHESH) |

In vitro 3B TAAFIL OATPIBl F 7 AR —Z —B L OBCRP kT v AR—F —%[HET S
ZEDREN., EIREMMEAEARER T OATPIBI BLOBCRP DB THDHH AN K F
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VOBRFEEAENIE QSHEESR) , ABIOFBKRRER TIIRA X T REROHE%
50%BET 5 Z & N HERE X s,

AFNIER, IV T L, T FVTL, TAI=UA, BLY, BXOEN R EOLMGA
FraEFL—rT5 G2BLXO45HEBR) |

B 2GRN Em e ) — SEOFRE L & HITAHK SomgZ HLR #5925 & AHA|
DIMAEFAUC) B L OCrMEF L7, — ., BB T AR [T L SOmgAi ]
e ) —BXUEHEEICH DL T AR OMIETIRE&ICABEREE L 52 2o 72
42BIXVN45HAZER) |

FERI 0 R

B RE S

BN DR RERRE E B (IARAK 2 e 5 L CERYENE 2 Mt L7z, S0mg% Bl G- L7z & &K
FNDOAUC, TN & b U CHRREE DN & 45 FE DB RERRE BB T 32% D 36%., HEED
EREHER E R T 60%IK T L7z, BREREREES S EFEERE OB EIXT o XN KX,
Z ORIV EHEL TV, BHE L OREAENEWDIERKEGT L b v RmRT (%
PEIR) OREEITHIE Lo 7o, BHEREEERE ICIXEEICERS L, &7 LT F= R
BLORMREEL LML CTHOIBlET25 @2EEZSH)

Vig: =

%N O FFRERERR B IR 2 % 5 L CERYBEIRE 2 Mt L7z, SomgZ Half b Lz & &K
A DAUC T FERE N & Lhil U TR O FRERERE S B C 41%. FEE D & O GER
EHRF T 80%M 5 93%HEN Lz, FFRERER S B L @RS OREEITIT D I BN
<. FOMPAINRVEHL W, EAELOMEENEWZOIE-ET/L ba R
(EHR) OBEIZNE Lo T-, Lo T, HEFEINA288ENETEN TSR
MARED G2 RS 720 R Y | RS BHE OFEEREE RS (Child-PughX 27 7
PLE) QAR ZES Ly W2BX0N44HEZBR)

N

11 BlofEFEAN GE7 7% 3161) BLOITPHEE 8841 GRT 7% 1841) #xf%L LT
R 2 L— g Y IPKIEE W CTARAIOEWENREIC KT 2 T U7 RO RIEME DB 45
fiL7z, A2 b —a yPKIETHET 2L, BOUICAANLRLIIERT T REH L
LT, W7PTR (Tbb, BARAN FEA BB A BIOEEAN) OITPEE T
MgEF TV ko VR TPREDAUC o3 87%E o T (REZEICLDMIERL) (4218
22

i/

111 FlofEREN (i 146]) BLOSSFIDITPEE (LMES57TH) x4 s L TR 2L —
v a YPKIEE W TARKIO B RE I Z 3t T DR DO B2 it L7z, "= L —3 3 »PK
ETHEET D &, BIEITPEGE &bl U TR MEITPAE TliEr = L b o VR R RED
AUC 230 50%=i22 o 7o (REZAIC K DHfER L) .

53 HIERZEHET —%
AKENL, TPO ZREOEFERMEDT- O~ T A, T v b, £33 X O M/ NES 2218 L7
W LIRS T, Z0H0EMNLELNE T —X2 1%, A L OEEEREREZ &G0 T, b

MZBT D AFNOMEEEERICEE L CRIAT HAEEOH 5 EEFLE I KT 5L 0
TIE7u,
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o IR 5ICBE T 2 ANERRED Hiv, HER X ORRIKTFEH TH - 72, AUC IZHE
OIBFEETE PO G EEZERGLI-EE, vURXAT6oHEBERBIOT v T 28 #HH#E
ICHNERZRD b=, AUCICHESSIRZERE CTE FO4EU EEZEEG L&, ~U AT
BEM%ZBEINT v FTI39BEMZICHNERRO bz, 4 XTI S2EMKEGLTH
(AUCIZHESLKIBRRETE o 2f%) ANBEITRO bR oT-, ZH OFT ROEEKRK
EBERIIAHTHD G4THEESR) |

~TABLOT v MZ 14 HEHE 5T 2R T, BEEEBLIORTE2HR T HBRERETH
PRANE FBMEDGRD Bz, BIRME EMEIT~ 7 20 2 ERR O &REmEMERRTYH 25, 75
B LU 150mg/kg/ H TRD HNT-, HEMEWVIZEHEES IHMELS . SF I ERFES LA K
e L, HIEAEIZAUCICESSKIBERETE PO 1215 Tho7-, AUCICE S IREE
TENZNE FOAREBI O 2MGICHY T HEEZ 7 » MT28BER], £72i3A X2 52 MfH
Beh L7- & EBIEICTT 21ERITR O b roTl-, ZHb O ROBRAERIIAHTH
Do

YURAR, Ty b BIUOAXITBWTHEEL XU CZFHRT 2 0AF N NR R HET,
2 < O E MG TR E ORI 20 5 | FFHII0ZEME £ 72 I3 BIEAGR0 b ivie, AUCIZHES
SBEETENENE FOARBRBLIO2FICHET 2MEZT v b Q8#M]) £7i3A X
(52 8] (T#G Lz & AP 2 EMIER O bhied o7,

Z7 v B LS XOEMEERBRICBWTABRENRRBE R HE (AUCIZESSIBRFEETE
NZENE O 105H) THRIRIRMERL ORI L OFAMOFHRMEEELK (7> o
) DERD BT, AUCIZESKBFEE TENENE FO 2005 45I2F 24 3 5 F K
A7y M8, A4 X528 M, bR~ ABINT v M 2EMEEL-E X
FRIMER B3 K OHEIR IR M ERE I (AR T R E B o 72,

7 v bOEEREBR CIEMAE TH 25 60mg/kg/H (AUC IZEESBRFEETE FD61%) % 28
BRI G Lz & BN ILEBRINRD bz, ~ T ABIOT v MZ AUCIZHS < IRE
BTt MO 4FITHEY T 2 HELZAEFHRY QFM) &5 L L EFOEITRD bR
Nole,

AHF| 2~ 7 A2 T5mg/kg/ HE T, HDHWIELT > MT 40mgkg/H £ T (AUCIZE S IR &
Tk FD4fE) &5 L& X, wBREITEO bR o7, M %2 HW 722288 BB
LO7 v & HWzinvivoikii 2 55 OB X OV EBIDNAG AGRER . Crad 25 <
IREEECE FD 10£5) TAFNITE R S LEAREFEFRELRO ONR o7, In
vitro~ 7 2 U Lo JEHIRERBR TARANI DTN TH o 72 (2R BAEE D 3[4 D HY
I . A oinvitrods X Win vivoD FT 7 b ARFIIL b NI 2 BInmE O BRIEIL 220
ZEMRBEIND,

7 v MZ 20mg/kg/H (AUCIZEE S IRFZEETE hD2%) £ TEHEG Lz & S AKNITMED
ZHRTE. RHIRRA, B OMBIEBEICEEL 5 2 oz, v CldkaRBHED
150mg/kg/ B (AUCICHE S BEBERETE FD 0.51%) £ TE2HFEG L L SR IEREICHE
BHZ7ehole, L, 7y NOREMMICKT HEMEETH D 60mg/ke/H (AUCIZHS
SBERETE FO61%) Tk, MOZIMEERERR CIMET GERRTE X O KRB LT ROHY
m . BRAER L OMEEFEEREOEM., WRIERARBR CHEY (HHERHEV) BLO
JEIRAEEORENRO b, 7 v MIam i H & 40mg/kg/H (AUCIZHE S S IRFERE T
b RD3fE) FTEREEL L L EARANIHEOZBREICEEE 5 272 o72, T v SOEFEH
BLORAHEGRBR TR O BEEE (1035 X0 20mgke/H) 1IFMET » b OITE,
M, BLORIAICEE L WEEII e, AR (F) Ok, FE, MRRITE7HE
FOVAETHMREE IS B 2 - 2 e o T, FoRFENIC AR 2 £ G- L7z & & 22 RE O£ i [ &
B U CaeF HAEROMER CARINKRIE S, Ty MHAERIIRILZ 0 U TR ORER %%
TFDZEDRRE T,

AFNOin vitrosBR THEEMEDFERYED R S LT3, T o BB CRF IS4 2 6wt (AUC
(RS CIREETE bO10F) E7FRICSHT SEmME (AUCICESSIRERETE H o5
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LIE) OFtiidEd bnieinoic, S 61T, 366la x5 L UK EHERER TAAI75mgk
HRIEHBBAIE DO R 2 /me 3 5 FT ISR b e o 1o, ZHUTEERDE TR
fliL7z. LarL. eatEicBE3 2 AR RERER 2 F2Hi T & TWRWIZD T L —3 5884
DIERIEITSE TE 2,

6.  EFIFERRFE

6.2 A
EER = T

ATT VU~ TR T A

~ = h—/ (E421)

Wrs L e L e —

RE Ry (K30)

FoF ) a— g R A AR

BRI DT —F 2
Ea Ano—RA
IR SR (E172)
B {bek (E172)
~ 7 1 =—L 400
kT & (E171)

62 MALE

BARiaE

6.3 AZHR

44

6.5 RAEICEET DHRHILRER
R 72 R AFSRAF I T B T2

6.6 ZA&DOMERELIUHE

T =g LT 2AH—4a4 (PA/AIWPVC/AlL) D7 4V ba—T 4 L 7 8E 14 8EF 721 28
BAVOEBIO T 4V ba—T 4 L TEESAEAD D~ LT /Ny 7 (288Ex3 /3 7)

TRTCOPEY A ARSI TWD DT TR,
6.6 BREIZEITIRIRER
A FH DL X OBEFEMIIS E ORIt > THRIET 5,

7. ERMLTBRUKBIIGE

GlaxoSmithKline Trading Services Limited
6900 Cork Airport Business Park
Kinsale Road
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Cork
Ireland

8. EXRMMHRARES

9. [EEREAER/AREHA

10. %ETA

AANZ BT 2 5Em 22 i II RN EER AL FE AT (EMEA) O U =7 %A
http://www.ema.europa.eu/ C A T A[HE,
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1.7.

1.7. RERD&A—EX

[FFERZDA & LT, #akf pH4 B ASE 707 o (o 7 m R — VS SiisE g 2.5g) .
L h=vay (FL =2 5mg) OWEE - 5. Mk - &, Bl EOEESE2, A
AlExth L TENENZK 1.7-1, £ 1721077,

1.7 -p. 1



zd-,

®17-1 RERMROME - DR, AL - AE. FRALOZEOHER

— x4 )b RS AT I Wz pHA WLER N0y a7 )
Wi7e4 | LA L — F®E 12.5mg P a R — VSRR 2.5

£414) | LA L— FYE 25mg (CSL _— U > 7k &4h)

(757 « ZAI A7 54 RS
i) — Rk 2044 H 14 H
£AH
e — SRR 14429 H 25 H
F£AA
i - Wpk 1348 H 24 H
£HH
Hiil X5y — FeE A kB | A A EIR
a== o O
& ’ N COM
N>/\/\(/ N e NN
\N ° OH
H,C CH
FIR O | LR L — REE 12.5mg : 18EF /L by R3S T30 159mg |V 7 al— )V siisiE A 2.5g 0 1 A TR AGE s/ v 70 > G
o (Zv b UARARTE LT 125mg) #&5H 2,500mg % & A
LR L— REE25mg : 1 g =L ha A7 4730 31.9mg
(Z)L b RRT L LT 25mg) &4
ZhRe | MR PEAR IS M L NP SR B LR S NCES v~ 7 a7 U o fE
<SR || ShEE - HRICEET AERALOEE

HEEZONDYGAICHENTSZ &,

A5 &,

() OIS T RBENE SNRVES, UL EAMICER S |

@) MU, BRAEER B 2T Y X 7 R & B X BB |

2. EERYYEIC B W CTHUEWE L OO
3. REFEVEIL IS PR SREE (LA 23 B2 C L 2 B 7 HH o A8 ) 203
HY . AREALE AT ES R LA B2 VI L 3 586

<BRERIEHRICEES HEALDITE>
FERGYEIC B W THUAEWE & ORIV 55613, WY RHE LY
FIEICE S TH TR RROGONRVEIERIYEL IR L5 &,

iy

(i

]

=

<)

LT



cd-

— x4 = N = VA A a7 A vz pHA WLER N uys /7 v
FHE WHE ., A, =L ha R Lyl G 12.5mg 2 1 | AANZIRA O B RAEBE AR (S0mL) (2 L CafEiiET 5,
&2 | BH1E, BFoFitk 2 L2 CEERFIOGROKET 5, 72 CEBAELUIZES S OTY VIEICERT 35S

B M/, ERICIE U TS 2, £/, 1 ARREGE

X 50mg &9 5,

Bt - BEICEET 2ERALDOEE
(D) AFNOF L, MR & OFFRERERR A 2 E IR 320 L, AH
OREIXTR D)~7E22Mo L, T 52 &, BB OG5 BLARE

A M/MENRET S (/MR ER 50,000/l LA B 72 < L
b 4ME) ETIEEE, BELIBIIEARET S ENREEL
W,

1) ARANTTEH BB NEO B CHEHAT S Z L,

O b 2BEMITRI—-HEZHERT5Z &,

3) M/ MREL 50,000/uL & B2 & L, I/ MEEDSEh % TlE D84
I EAEEETDL L

4) /A 50 000/uL~200 000/uL DA

Tf%éﬁﬁhzﬁmd@®mikﬁéi RS B ET
HZ &,

5) i/ NRECS 200,000/pL~400,000/uL DA ITITAF R ET D =
L,

6) /MR AS 400,000/pL %8 2 I35 B IIARI 2 RES 5 2 L, 2
OEE i/ MREL OB E IE I 2@%%#5 k#mibw IRIE
. I/ MREL DY 150,000/ul F TR L7258 II3REERT O # 5 &
iD%EW&LT*&W%%%H%LKLT&@%%%?&:
L,

7 B EEZRET AHAITIE, EE., 25mgHToET 5,

Q) AANIREL &b W%ﬁé&m$ﬁfﬁﬁT¢6:&ﬁ%é@

T, BEORE 2 BEF 28T CERCIRAT S 2 & ( T3RYE)
ml@ﬁﬁ%)o

R

(3) HilERAl, L B A (BE, HALT T A, TII =T A,

B OV SRR iR 2 V3 i A R ORA i B AR AR 2 4 & e B

2) AANDZHIRIE, WE 1~2HE TH SN D DT, MROMRDT

W, 1EASE 17 Y G & LT 200~600mg (4~12mL)
/kg IKRE % 3~4 BEMMR TR ET 5,
BEOWREBIL U CHEEET 5,

FEERPECSVTHAEVELOHRICERY 156

BE. AR LTIE, 1FRAGE a7 Y G & LT 2,500
~5,000mg (50~100mL) %, /NRIZx LTl 50~150mg (1~
3mL) /kg REEZHEET 5,

- RFRE/MUBRDEEBSICERYT 558

W 1R, AEZ a7 U GELT200~400mg (4~8

mL) /kgﬁ@%&“%u@% 72k, S BREMER L THIERICSE
WD BV AT, Do G 25 2 L,

AR R OYERIZ IR U Cl T 5,

X, o U R 7 &K

2. BEH AR

3. KARLNCEN U~ n T ) VIED A - A&, iE IgG b

<HERUVAEZICEEY 2ERLOIE>
1 BORICERNT D LMER T2 T’ H o FRHICER 5T
T o~ a7 ) VIEOBRFIITEET LI L) .

HEW&ﬁﬁﬁw%ns\@mLso SREIE 0.3~0.6mL/4y T 5
L. RITER% HHTRNED b, 09~1.5mL/%y £ T
%am&%ﬁﬁ&hff%;m

7 7MEE BB, EHRERCRIYER & DRAAERIZISE T, #
& BEHELMHETO20ERHL L EBET DL,

77%/7A tV/ ) SAMAEL L BIRAT L LR

LT



ypd-21

R TN bRYRANT AT W pHA JUF ) i 7 07 ) o
FHE
= FlOMmAREMET T 20T, AEIRH ORI 4 KX 25 0
Bzt o2 & ( TFHHEMER) OESMR) |
4 AH % 1 H 50mg, 4 BREHRE L CH M/ REAEINET, EERM
WCRRE & 7 B HIMAE ) O SEED RO IV WA, AF oK E
PIEEEETLH L&,
A Eo
B [Z2E] (ROBEIIZEBRGLARNWI L) [T (ROEFIZIIRELAENIE) ]

AFN D RS LIBUE DAL O & £ B

AFNDOREIFICH Ly a v 7 OBEROH 5 BE

1. EERE ROEBFIIIEERIZRGTHZ L)

(1) FEEDCH HEFE (FFEENENTIEENLRD D, T,
I AR R — R AR T EAE (AUC) 2T B AREER H 5
( TEEhRE ] DIESMR) , ]

(2) BEEDO® L BHE [BEERE COAIER LM
LTCWaWnWes, ZiunORBE T/ IMEEOHERIZ N2 T
LBRVEIZOWTHEEICBIZE T2 L ( [3EY#E 0BRSS
M) o ]

3) TrF hrrErNIXE, LY CIEEHUNE GRS O iR 2E
BIEORRNOH 5 HE [MRERIEND LbNDdIBETNRH
%, ]

(REIZEE (ROBHFIZFIRS LGV EZRAET SN, HITBE
ETHBEICKEERCRETSHIL) ]
AFN DS LIRBUEDOBAEIE D & % B

1.

BEERES CROEBFIZFESRIZHRETSHE)

(1) IgA RIBIEDBE [P IgA PURZLRA 3 2 BE ClIidEsOn
FRITBENLLRSH D, ]

Q) BREOHHEE [BHEL B2 BZNR LD, ]

(3) B+ DRI BREESUIE OEERO H 5 BE [ KEKGIZX
2 MRS EE O EHST L0 I 2E 3300 FEZESE O i A2 FE 2
EXERZTBZENARDH D, ]

(4) IMAZERIEDfERIEDEWERE [RER G XL D Mgk E o
FRECEMeERELZR ZTRBENLNDH D, ]

(5) itk - R mOERF [B R LR T A LA B19 OREGE
ERITAREEEZ R ETE R, B LEGAIIE, BEL
Al E D BEERETERERETZENH D, ]

(6) EAREEBE « EMEMREDOREE [B ML ART A LR
B19 DG EZE - T RlEE 2 R ETE R, BERLELAIC
1T, FEEtEoBEM AR T ZEnH B, ]

(7) DHEBEDIKR T L CWAERE [KEREIZLY,

MITE LS EABENRH D, ]

DR A% R

(e <)

S

LT



Gd-,

— A

bR FTI

HLJE pHA MWBE AN GepE /a7 ) v

fEH Eo
EE

2. EEREKRKTE

(1)
(2)

(4)

(5)

ARENT, MAEHEEDOIRFIC kR A R ORI O & Cff
HI3sZ &,

AR OFEIZ L0 TFHEEEEEN D S bND Z ENHDHD T,
AN OB H-FaH K O EFREHRL 2 Wi E, HEoZLER
7R AuX 1 » B EICHTRRERMR A (AST (GOT) . ALT
(GPT) . BUAEVE) 252 ( THEKARRIE
H1 omEBE)

MRS EF AL T Ch o TH MARTERIENZRD HILT
WA T2, I/ IMEEZ 303 B9 IR FERE DR BUCEE T
L (TERREWEH] omESWR) , Fio, /MK IE
WHRHZBEZ D L, MARZERIED Y 2 7 584 5 Al REMEA
HHDOT, BEEHSITATO, I/IENREOBIELE T 5
LV B2 T35, AR OWRE X IR A B BT 5 5%
EETDHZ L,

ARAN O 5 1Rt 2 B AN I MR 28 & & OARBEIZ
R, HMZAUAZ EnHDDT, AFlOEEH 1% 418
MR 1T RN i M 2 | ET 5 2 & ( TERZENEH]
DIEZMW)

AHzEde br U RRTF U BRSEBRIC T, B0 LT
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T3, £, B ML AR T A LA BIYIZHOWTE NATIZ &
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E,

FFHEREESE, #yE---AST (GOT) . ALT (GPT) . Al-P. y-
GTP, LDH O L\ ERSEA1E D FHRERE S, $ERH 5 b
N5 ERBHLOT, BEELHSITITV, BENPRD LN
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BEMBIES - RERGIC L BEE MRS (CEERE

REA FEIR. EO - REHH D VITERRERSE) "hbbhb
ZERHLHDOT, ZOXIRGEIZITEGEFIEL, @Yk
WLEEATH Z &,

EHBELRe AR RERNHDbNAZENH LD T, ¥
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R, /MR L ET S (fI/MREK 50,000/ul BLE2S D72 < &
HA4MEE) ETIIEE, BELEBITEBHABRET S ZENEEL
A

D) ARFNTIEH EE R/ MROARETHEAT 52 L,
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BERIR D DRETEER I L 0 b2 BF- U, BERA
PHEET2BThDEH 5, |

FHREORS [HAMMUEMSICLY, BHERENHEE
TERBETNR DD, ]

BAEOBRE [FEHOPMANBIES 5720, FREREIC K
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— R4 T ha RN AT I T R=ynrr
R o | 4. BIER 4. 8l¥EA
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WM AR RER (3T 135 61 50 651 (37%) | B PR R A fiE 5
WEGURIERNRE SN, 20X bOIX, 5 15 4
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NBHZERHDHDOT, BEEZHIITITV., BENBO LN
BT E 2P IET 2SR ME AT Y 2 & ( TEERIK
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(1) FEE IR LW D afREME D & 8¢ NI, 1B EoF
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UiEtd ~DF 5\ BT 5 23S L TR 59, IR om
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(1) G SUTEIRE LT D ATREME D & 2 6 NI, 1R Lo AT
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TIE, Mt A R E (= 15pg/mL) T 700ml/cm’ O %,
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1.8. FfAXE (F)
181 ™IE (%)
1.82 #hEE - 2RI L OE ORERL
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1.8.1.

H AR YERS a0 B 5

873399

: #Om/MREME/ O URRTF o SEREEDHE

LR — F°8E 12. 5mg
LR L— K°8g 25mg

Revolade® Tablets

ILbaYRRT #+5

I SiRRTE
EABIR - BEIcRR

-

S UM
AR
SR A I EH
BR5ERAsA £ A
= BRFEA £ H

€ Bl oBEHITHEE LRV L)
AN O 3% UIRBUE OBEFEE O & 5

[#ER% - $£1K]
1. #AR
. LR L— REE LR L— NEE
Broed 12.5mg 25mg
1EEF OV ha R
RT FI7Iv (=) 15.9mg 31.9mg
farRR7E1LT0) (12.5mg) (25mg)
&
fEmELrE—2 D-wr=F—)L, T
T TV a—nAgEF NI UL RATTY
w4 VBN TR A RE RV BT R R
m—A, B{bF¥ . w7 mF—) 400,
AU Y — |k 80
2. R

AFNTACRED 7 4 v ba—T ¢ v JTEETHB = — KRB
FTREDEBY THD,

sen | ® i W [ o
WIS | ook | e = gmx) | HE
oS g
1’4 Zﬁ 173 GS ."/ \"I
— iz MZ1 \12.5 // 3.5mm 184mg
12.5mg | 125 N~
7.9mm
LR GS
— g NX3 4.2mm 364mg
25mg 25
10.3mm
[3heE - 2R]

1B PR FEME L/ N PSR BETR

! Bk - AREICEETSHERALOER :
P(OARFIOEG L, MR R OFHESRERE 2 EMICERm L, A i
POAOMRE TR D~DESRO L, fiT 5 2 &, ARIORER
B RE e OF P B R B0 R U2 /NSO S OVR A L B R AR AR & 5
TeMmERFHE A . /MR L ET S (/ML 50,000/l L E i
M7 b 4TM) FCIEE, ZELLKIIEARES S
EIMEE LV, :
DAANTIEH LR/ NROHECHEAT 2 2 &, :
DAFOMEIL, WH 1~2 BHTHLDbRDDOT, BROMR
DI &b 2 MMITFE—HELZHMERT 52 &, :

3)ifi MR E 50,000/ul & HZE & U, IfiIMERE D E % Flal 5854 ¢
ESE R ET & R R :

4) M/ RERAS 50,000/uL~200,000/uL DHAITIE, HifLo Y =2
KT CTE LD EXNER/NRORREE 25 Ko, WEEE |
LEETDZ L, :
SYM/REL DY 200,000/uL~400,000/uL. DEGAITITIAFK % i
5k, :
)M/ MREDS 400,000/l %R X T A IR R T 5 2 L,

Z OA /I OREITEIC 2 BIFEmT 5 Z ENEE LV, |
RS I/ MREDS 150,000/uL F TR U772 A II3REERAT
@&5%&@%%%&LT—&%%%%H%LKL?&%%§
BT L, :

NG REEZWEHT D56 12E, @, 125mg AT ET 5,

L QARIEETE L GICRAT S L MRS E T L B b D |

DT, BEOHIH 2 WA CEERC AT 2 (5 |
Bk OEBW), :

D OyRIRRAL T, BB A (B, AT A TAI =Y A,

VI RUY A ELL, M) SARHEIE L L ICRAT S L
AANO I FPEEDE TS5 DT, AFRA ORI 4 BRITZ NS |
OERZERT 5 2 & (THAEER] OEBR), :

L @AAIE | R SOmg, 4 MHES LT b GUEEO U, BTk |

I FEIRE & 72 5 B DB AS R0 IR WERITIE, AFIO |
BhHHIEEBESTD L, :

M- MECEET SEALOXE

| (l)ﬁEOD?éﬁEll'f%‘éiiiéﬁﬁéﬁ§%%?>?Litb‘§%%?\31&i232§ﬂ£b:ﬁ5%§b§E

bHLEZONDGEIMHERTAZ L,

| MM, BRARAER A B 2 CHLL U X 7 2 L 2 s B |

WZHEHT 22 &

(A% - AE]

WE. A, = ke RS L LR SR 12.5mg % 1
B 1[E, AREOF% 2 K28 CEBERICROR ST 5, ek,
M RER RIS U Cli B 5, £72. 1 B iR # 5813 50mg
L5,

[FRLDOEE]

1. HERE ROBFICITEEICKESTHZL)

(OWFFEEEO B 5 BE FEENELTIBZENNH D, £-, M
W — R T ER (AUC) 2SEINT 2 REMEN S 5 (T34
e OEBM), ]

QEEEFEDH 2 BE (FEEBRE COFMMER O MM LT
W2 2B OB T MR OHERB IS 2 TR eI
OWTHEEICEET S Z & (Eyihne oESMR),]

BT v F ba BV, BV v HEEHUAERE RS O M JEAe
DOHFRROHLHRE [MREREND DN IBZENNH D, ]

2. EELRERMERE

(WARFNE, MG B OIRFIC 3 725 & FFoEffio b & T3
HTZ &,

QAFNIOBHIC X FFEEERER S bbb Z &35 5 DT, AH|
O GBRMAHT L OH ERERT 2 W, HEOEENZRITR
X1 5 HEICHH#EERA (AST (GOT), ALT (GPT), U E

1.8.1-p. 1



VE) BN AZ & (THEAXAREWEMR OEBR),

G)IML/INRE AN IEFH#EHLL T Tl » T b MARTERIEN D b TV
Bz M/MRERIC v b IR ERIEOBFUEFTT5 2 &
(TERZEIER ) OESBIR), £72, /s 1IE 5 #2882
D&, MARFERIED Y A7 BN D AEEMENH D DT, B5E
FATO M MRECSTRIRD B & 55 LV & B 2 T2 A1
. AAIOBEIIREEZE T HEEET D L,

OAFI OB IR 2 B LA MREDR D 23 5 & OIRTEICRE
V. HMEAEL D ZENHDDT, AROFET 114 4 BEREFEE
VRN f MR E R RE T D 2 (TERAREWER ] OHEBHR),

GCAFEET b a R RDF U RAEBERICIT B0 LT 2 Y
UBHED T R ORAHE(L 2 1T S B 5 ATREMEAS 8 5 D T, AFID
Be 5 BRAARTIC I RAS M B HAE AR 217\, fila O TEREF 0 Bk
EMERTHZ L, Fio, AAlOEE IR, B BifERS A2 5T
M ERFHE ZRA L, RAGII SO RSB S =5GA
. RIE B AR 21T, IR E (R RLER, H
EERIER, REEMERSS) ORBZMR L, mERED OF 8 i
BTHZ L, ZNHORENRRD SNZEAITIE, AFOFKS %
kL, BBEER el X 2 BRI L ORNS) OXEE S
By 5z e (TEXZEIER OERR),

(6) b 7 VRN =T L FRMEEN IR 1T, BEAF OB i ST RRE A
O I i B RE  EAT S D ATREME B B,

MITF > HEZ AW BERRICB VT, ARERA SN, F7-.
FEARRBRIC W T ANEARE S TWBH 0T, ANBRICKTT 5
MREH 722 2 EHIRCAT S Z ENEE LUy,

3. tHE{EH
BEEE HHcEETS L)
EHEE ERERAER - B AL #Br-EiREF

OQANRAZT v | Kl aARALZTF L AR D3
OPFAIC LY 1 282 % | OATPIBI KOt
FromPigEN EF L | BCRP Z[HE T
L OWENRD B, D AHEMEDS B
0 ANRZEF o OREE | B (T5EmERE)
ZELBEORELZEE | OEBMH),
BT HZ L,

il BRI FIRFICARA T2 EARID | AANXZ S

AR WA L i bihd ZAMRGA A

BHBAA Y| ZeRHDIOT AARE | LokEEZ TR

(%. Ao | ORI 4EHIZIZAGD | 75,

L, PILE= HBINART D Z L,

L, TR

L, LY, B

nE) SHEA

%

4. B4R

ENEERRBRICBW T, 23 Fld 11 6] (48%) IZHEEMRAERE %
GLRIERNBRE SN, TOERLOIE, &Y. ALT (GPT) #
0 RSN AR S U T A IIES 2 6 (9%) TH - 7z GKFREE),

FTo, THD 23 il 19 #iI23F D% FENE kR 53R BRI BT L

7o AT L7219 67 5 651 (26%) ICERRMAM R 2 & ©RIfER 2

WE SN, ToEERLOIE, AR 2 6 (11%) Th-o7, (2009

1E 8 H WSO PR # )

WESMERARFBRIZ B\ T 135 Bl 50 6] (37%) IZEERMRAE R &

ETRWERNRE Sz, £OxER b OE, W 15 61 (11%) . ALT

(GPT) HE4M 6 {5 (4%). Hls 6 B (4%). HNEE S Bl (4%), T

F4H 3%) Thol- (KB,

(1) EX%GRIEA

1) FF#RERESE : AST (GOT, 4%). ALT (GPT, 9%)., B U /L b
(4%) OHINEDONTHEEERENRH LPND Z ENHIDOT, A
F B 5 BARART B O b 3 B A I C AR RE R 217 5 &5, BISR
ATV, BRE SR LN GA TR G & P kT 5%
Y7 iE % 4T H 2 & (THEERIEARNER] OHSR),

2) MASTEARAE | HFERRAE (BT RIA™ )| BEERIRMARSE (BEEE
REA®E ) —iB MR L REAE (4%) . OIFEZE (BRI )|
BN AR (BRI ) S e ZERIENH Dbl s = &
NoDDT, BELETHITITV, BERED NI GEITITE

1.8.1.

Bk 25l e g 21T ) 2 & (TEEAREANER] O
HBW),

3) B : AF| OG- k%I HIm BEERETD ) 24ET0 52N
HHOT, BEETHIATV. BRENRO DNIGEITIE.
Ul7e i@ 2175 2 & (TEEARLARNEE] OESM),

4) FEEHAL BRI GEETRIHAT ) N d Sbh s ATHEM N
HDHOT, BEETHIATV. BRENRD DNIGEIITRS
ik S B AT D 2 & (TEERIEANER ) OH
),

(2) ®DiaEIER

5% L | 5ok | SERERD
e F W, R, O PR
R [TESTNE
"~ TR, TR RN, e
ki e N
P 55 | I MHEE S, PRI Y
/1 B B
N K
FoM | B U Y
D LE
HNPRE,
S
TE) WA DB T BTN B ENERIC W TR & L
7=,

5 miE~DRSE

FEHE TIX—RICABBSRENME T LT B 0T, BREDIRIEZ B2

LANRSEFLTHRETSZ L,

6. 1. EiR. RILBRE~DEE

(DFFEIR SRR LT D ATBEMED 8 5 i NS, IIR oA ietEn
falbgrt % b2 & SN D HAICoREETHZ L, T~
DG\ BT B LML L TB 53, BIE o M/ M~ 58
WZOWTHARHATH D, B (T v 8 ICBWTRHAEEM
B CIRESE, IR RARE ORAE & OMRBEE OSERL (£ R) OHmn
WEESNTWND,]

QIO AL, B 5E2BET D2 EBREE LV, S EEHTE
LG4 35EAI01%, RAZMTFSE52 L, (8RR (5 h)
THHF~OBITHNREIN TS, ]

7. INRE~ADEKE

INREE T D 2 A ME R OIS LTy (FE R 03 70

VW),

8. AERE

g - FEIR : AF 5,000mg F i@ BT UIZREG] T, BEORS,

—IEMEDOMAR, JKF. AST (GOT) K UNALT (GPT) LHE-MB#HiE S

. /R I 929,000/ul E TEIIN L 72,

WL N A2 B0, ALY TN, TAIZUA, w7/ %y

T RNEOSMGA A EERTARAOROKEEBETH &,

F o, M/RERDORBRE & BHIENCATV, BEOWREE o ICBlET S

Z &, AFIOBPEMOF G INS < MERAKARNE D,

MBI RREBETIT RN EEZ BN D,

9. HALMIEE

(OWFEAIRFHEE © PTP @O AN PTP v — M HHY L TRA
THEHIFESTDE 2L, [PTP v — FORKICL Y, BOHLATS
DNEEREEA~TIAN U, FISIXZE LA R & L CHERRIRR ZF O EE 7
AOHEEZIFET D Z ERME SN TS, ]

(QPTP > — R HOWY UL, BO— Va2 FINB LIk, 5O
THLETZ L,

10. 2 DD EE

(HEBRBY K R kDin vivoltZ &R CIkE N ENEEEH
PR OVCRAIEME 2 R S22 o 12728, in vitrodG B R it B Tl
AR EENE 2 R TIRE (= 15ug/mL) T 700ml/cm>*DUVHRSHIZ & 0
Y R BEH IR RO b,

QAFNLE FROF R =P D b r U ARR T USRI
stULEAIMEZ 723, B hROTF R0 =D OBz LT
IIEME A R 720, T OB ERERIC BT, SEBEME AT
9 2 BN LEHI S TV R0,
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€-20E]1))

1. MR

A AR NBERER N BPE 2 RE BT, ARF 25, 50 & DM 75meg % 22 B IR
B R O ERE ARG Lk, AFITHERSICRIN S v, & 51 3
~4 B (PefE) ChREMEETRE (Cuw ICE L7z, HEKO
RIFH G ORER (Cont FAUC) 1, HEREOHIICKT L, 13
IERIERNCHIN U7, F7o. ABNIE R 5B %K 7 A CEFIR
RBISET D LB 2 b, -1 ICHEWBNRE T A —F &R LTz, (K
FOENARARIT 12.5~50mg% 1 H 1 [mFETHD,)

®-1 BEFRAICEERY 10 BREEOKRE L-ROENHE

NS A—4
B | ] | Cona | AUCY | e | tin | CLIF
(mg) | % (ug/mL) (g hr/mL) (hr) (hr) (L/hr)
H[ElR 5
25 10 3.56£1.13 5544232 3.0 2.0-5.0) 29.6+5.0 05340256
50 10 6.4412.14 106.6+32.4 3.0 (15-5.0) 310459 0.525£0.218
75 10 8394284 134.9+37.4 3.0 (20-6.0) 324476 0.604£0.201
RS
25 10 4.83+1.17 58.9+18.4 3.0(15-5.0) 397432 0.478£0.196
50 9 10.6+2.38 133.8+33.6 4.0(20-5.0) 513+12.2 0396:0.102
75 10 12.78+2.84 164.2+35.5 4.0 (2.0-5.0) 4784115 0.476:0.102

FUHTTEIE AT 2ty (F PUAE (HDH)
a) HiEES : AUC,., . RS : AUC).

H AR A 7256 1 i/ SRR A 1 SR B R I AR A 12,5, 25 A\ i
50mg &G LR O EEIRBICRIT 2 IRMEIRE T A — 4 232
2, AR S v RSB EHERS A (X1 ISR LT,

-2 HAARREHLMIEOERBREEOEERBISEITS

EMEEE/TA—4
BE5E #l Conax tnax AUC., tn
(mg) 2 (pg/mL) (hr) (ug-hr/mL) (hr)
125 8 2.99+1.25 3.19(2.00 -4.17) 41.6424.36 " 19.5+7.16 %
25 5 6.78+2.62 4.00 (2.00 - 4.00) 92.53+41.12 27.0+7.66
50 4 11.88+3.93 2.97 (1.92 —4.17) 171.6+75.24 18.2+4.94
BB AR S b X PR (EER)

a) n=7 b) 4R ETORS > bHBRMOTD, S5

(pg/mL)
16 r

——125mg (n=8")
—-25mg (n=5)
—A—50mg (n=4)

N S,V DTEHBHE

0 4 8 12 16 20 24
R (hr)
* 1 24RO IR A > b DI n=T
H-1 BAARRMO/MMERIEEBFEEEOERREIZETS
mEEFTIL FOVRATREERS (FHELEERS)

2B, HARANKOGME N O Rk E 7= REE M SR BhREfiEdT o fk 3
TV kv U RNT DAUC.  V, FEHT 2T SRR L MR PR SR

BEPRE (FEICAN) LU T, BT 7 REFFE M MR

PR RE TR 87% i AR L=, £72. AARANERIEME M/ MR

PEEEBERG BB DAUC,. 1%, T 27 BRI ML/ MR 8D 1 2R B 7

BHFDAUC,. . (REFMIEMBYEANTHEEM) 1T~ K 85%H1H

LTz,

2. 9%

AFNE in vitro R OFE R, 2~100pg/mL OB EEHFIPH T 99.9%LL E3
b MISEEAE LG L, EREEGEABIIT AT I Tholz,
AFNIBCRPOIEE Th 7275, PHFEAE (Pgp) M FOATPIBI @
HETH WD ERMRINT, iz, AFNXin vitroik Bk T
OATPIB1 KX U'BCRP# HE (ICsofl : Wb 2.7uM) L7z,

3. R

AHFNZin vitroaRBR OFE R, K 100uM O E TCYP1A2, CYP2A6,

1.8.1.

CYP2C19, CYP2D6, CYP2El, CYP3A4/5 R UXCYP4A9/11 D&M %
PR Lo 7o, CYP2C8 (X7 U # ¥ &) KOCYP2CY (V7
vn7=F7) OEEZIE L, ICoiEidZn £ 24.8uM (11pg/mL)
K1O202uM (8.9ug/mL) ThHoT,
FERERR A B PEIC A 75mg & SAERE A5 U2 g ARAIIL CYP1A2,
CYP2C19, CYP2C9 K U CYP3A4 DIEMEZ HEK OFHE LA > 7~
FMEANT—24),
AF1Zin vitroFtBR O F5 5. UGT1AL, UGT1A3, UGT1A4, UGTLAG,
UGTIA9, UGT2B7 K TRUGT2B15 DiEM: & FLE (ICsfi : 3.0~33uM)
L7,
TEEEER A BHEICAKI OMCHZTRIA 75mgZ 1 $% 5- U7- e, BR(LIAR,
TN a LA, TR F A BRI AT A AR
RFEnz GFEAT—%), £, in vitrokBRDO#E R, AHIOmR
LB HTIZIZCYPIA2 R ONCYP2C8 28, Z /v b VI &I12iX
UGTIA1 X *UGTIA3 AL LT b EE 2 b,
4 it BAEAT—4%)
AHNOFE PR EIT I T TH O | AHIOCHZFHRMA 75mg % HL[ERE
M35 168 FEfH] & Tz, TR G ED 30.7%BRHIC, &
D 58.9%MNFEFIZHEM STz, IRACRE K (=0 ha RN
IR BT, FEPIITE G BOR 20% B3 RELA L LCHEES R
72
5 BEOEE GEAT—4)
TR NICAF] SomgZ, AR EEeEmIn ) —, BEHOAS
(2T 5 2TmgEA) &L BICHERNES LR, Z2EIRFIC
HE_TAUC),, 13 59%., Coudd 65%IE N L7z, £72. AK| 75mg% &
RERF SUTAEIRRE D B v v o A EF RO (Somghiil) BF L L1
WL LT, Wb L h a2 R OAUC). K ORC e h 28
2ot
6. tER - Fih
REEE KB RBARAT Dl J . ZoPEHR 38 M I/ MRS PR SR BB R 1
B BHAUC L. BIEIZHARTH 50%E - 7o, Fiz, FEliTAH]
DIEMBNREIZ B S KIE X 7oz,
1. BEESREICETIEDERE GIEAT—4)
PR R CARAD SomgZ WL D G L7z )L b e R /Ry
D AUC e D % 0] S fE VL FE AR A & b~ TR o & i 55 i
(CLy : 50~80mL/min) T 32%, PHEEOEEERE (CL, : 30~
49mL/min) T 36%, EEOEEEEF (CL, : 30mL/minAfi) T
60%{K o 7=, L L7Rnd s, fRFEAA K OV ~ B O B [ 55 iR
FHDAUC DFEIPA /Ml ~FKME) 1%, NHIZ 32.65~99.32, 22.54
~83.51, 21.10~109.95, 3.44~117.54pg-hr/mL & X HOXRNKE
e 7’:0
8 HEFEEHICETLENEE GIEAT—4)
B B ICAA] 50mgZ HilElfE N b L7cFo =L ko R8s
D AUC e D %] S E VL REFERR N & Fo A~ TR B o i B 55 i
(Child-Pugh A =1 7 : 5~6) T 41%., FEE O fFkEEEE (Child-Pugh
2AT :7~9) T 93%, HEEDONFHEEEHE (Child-Pugh2 =7 : 10
PLE) T80%mnoTz, LU M 5, (EREARA K O~ FE T D
JFF R ER S 0D AUC oo D HFTH (s M~ Be KA 13 BT 34.46~174.99,
35.86~127.74, 57.64~263.22, 32.26~263.51pg-hr/mL & 1 5> X 78
K&Ehoiz,
9. MEMAER EAT—4)
(DFIEEH
R AL, AK 75mg & SAMA 4 ORKBMET VI =7 AR
VR~ 7 %> U L) &l & He 0p &S Lk, =
Vb IR DAUC K ONCay 13 E HITHI T0%IE T L7z,
QBRIREFY
HERE AR ASA 75mege 50 B HUIRAERFIZ, OATP1B1 X U'BCRP
DHEETHDH 0 ANRNZEF 2 10mgZ HEIGHHTF S L2, Bl
BRI ANTE 22 ZF 2 DAUC T 55%. Coaxld 103%3H
L7z (n=39), JERIMENT DFER, 727 A Tik, AUC,.1E 32%.
Coad X 61%EMLTZ (n=21), 72B, BANRZREF UL, KA
SRHENIEIC B E RIE S R T,

[ & PR A&

1. ERERERRER

BE V6 B OO 18 P 5 M N AR D MR SR BE R R (I BB S
30,000/ul R3H5) 23 Flzxgs LT, “EEKR FTAA 125 Xt
25mg % 1 A 1 [HIZ2iEHC, 7 BM&E Lz, #5103 12.5mg 7255
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WL, B5 3 B om/ MRS T 25mg ICHBHFF L, =0
FER, Beh 6 WHICEIT 2AROAME (f/MrEsY 50,000/uL LA
. 400,000/uL DL FICHEIN L 72 B OEIA[95%F X M) X
60%[32.29, 83.66]TH V. 7T &R (0%[0.00,36.94]) (ZHA~RTHH
D7 /IR NN R D358 8 BTz,

CHERMIK TRIZ. AR ORGHIE R 26 WEIZRD KD ICAH
Zifoe e 5 Ui, HmEF i/ MRENCR CC 12,5, 25 XiT 50mg (7
L7z, TORE, %5 5 EENS 26 WA £ TOMm/MMEE (hk
E) 1% 50,000/pL Z# 2 THERS L. il MREL OB A H iR
nekE Lz (K2, 3),

180

1
160 P Ev
|
140 |
3 120 1
=l 1
e 100 |
g w |
g 60
|
40 |
20 |
0 ‘ ‘ ‘ ‘ ; ; L.
BL 28 48 6@ 108 148 188 228 268 268 308
H-2 m/MRE (PR{E) DTS : TRA108109 B
Bars represent the 25th and 75th percentiles
80 N |
270 Py | A
oo :
5 50 |
g 40 4 |
B 30 I
£ |
20 |
=]
H 104
0 : : : : : : !
BL 28 48 68 108 1458 1858 228 268 288 308

E-3 HmERAHShI=BEDEE O : TRA108109 HER

FE 23 il 19 23 E AR B 58RI BAT Lo, A EiEfsh
IS U T 12.5~50mg (ZFASI L, 19 filH 9 il Ciiie 5 HED
A DR GHROFE BT 72, T OREE, Rk G-
BT b i/ MR OB & HiffER OB s Sz, 5o
WA 335.0 B (#iPH : 260~464 H) ToH-o7=, (2009 4E 8 K&
O RS RE S
2. B ERERER B
BE V6 % 0 18 M 5 256 M I /s BB AD ME SR BE R AR (I R S
30,000/uL Rii) 197 FlaxigE LT, AF| 25, 50 Xix 75mg % 1
A 1 [EZEfgrEic, 26 BMEE9 2 “EERABRE £ L7z KA
135 6, 7Z7 &R 62 Hl), #51% 50mg »HRLA L, M/ MREN S
U T 25, 50 X% 75mg [ FHEGHET L7, ZOfER, AFIHOT 7
AT 6 2 ML /N N R D A v R EL[99% 15 HE X 11X
8.2[3.59,18.73]TH V., HEICEI»7= (p<0.001), F7=, AFIFEDO
M (FPfE) 1, 5 1TEB XML, &5 2~26HHE
T 50,000/uL ZEE X CHER L (K-4), ARFEEIC X0 HiiER
(WHO Bleeding Scale % FIVCTaFAlli, Grade 2~4) 23380 Hil7- i
FHDOEIRITHONWT, KFIED 7 T REECRTT DA v KH[95%(5 1
XTI 035[0.19, 0.64] TH Y . RFHEOHF N EEICK T L
(p<0.001), (AHIOENARHEIL 12.5~50mg % 1 H 1 [A[§ 5T
H5b.)

80

70 4

M /MEE(X10YuL)
IS
o

20 4 ..
10 |

1

0 T T T T T T T

BL 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
HERHI GB)

-0— Itk -&— &Hi

E-4 m/MRE (RRIE) O¥B

1.8.1.

(€3 E-2:3)

1. fERARFE"

t b VAR F UZERE ORROMEEERAZA LT, b
VAR TF DT FMMRERKE O —E A EM LT LI XD

B RERTERAR A & BAZERIC T BRI B #l oo BTl K O3k

FRESE, ZOMBEL LMW E NS5,

2. f/MRELEREERY

(DIn vitro IZBWTC, b MEZERMKROEM A RESE, v R
FRERTSEHIIA O BERER~D b 2 HE LT,

QF oY —~D 5 ARAEEIC LY | kiS50 6~10 H%
VI SRR KT 2 sl B8N L 7=,

3. ERM/MEMEEICR(FTEE

b MEFM/MEICBWTT T/ v v 2 ) UEEH RO MM S

WEERFTSTP, PR LI FUORREBE LR T2,

(BRSBTS ELFHME]
—fx4 = hw AR AT I (Eltrombopag Olamine)
b4 : 3'-{(2Z)-2-[1-(3,4-Dimethylphenyl)-3-methyl-5-oxo-
1,5-dihydro-4H-pyrazol-4-ylidene]hydrazino}-2'-
hydroxybiphenyl-3-carboxylic acid bis(2-aminoethanol)
éj\%it : C25H22N404 . 2(C2H7NO)
Sy FHE : 564.63

s
H,C
Ny COH o
SOV e
N
o
CH
H.C 3

PR RE~B OB R
ARk (log P) : 4.05

[B£]
LR L — FEE 12.5mg : 70 82 (7 $EX10)
LR L — REE 25mg : 70 §E (7 §E X 10)

ilijf 7 /v I = A PTP
ffim 7 /v I =7 A PTP

[EE=H#]
1) Erickson-Miller C.L., et al.: Stem Cells, 27, 424-430 (2009)

[EHFERE]

TT9 ) AIRAT TA RS

T 151-8566 HUFHB AN X T-BK 4 4 4-6-15
HAR— T B H—
TEL : 0120-561-007 (9:00~18:00,” + H ¥ H R OMAARZEH 2 FR<)
FAX : 0120-561-047 (24 W[5 4)

gskad

TG e AR TA A
HORE AR X T8k o £44-6-15
http://www.glaxosmithkline.co.jp
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1.8.2.

1.82. ik - MRB LU TDERTERHL

1.8.2.1. e - DR
LGRS N IWANY 85 R e e S 2 R

1.8.2.2. HERHL

FEREME /MBI D PESEBESR  (Idiopathic Thrombocytopenic Purpura : ITP) (&, JRK 23] & 7>

TR < HEPURIC & 2 /MR O EE TTHE R KON/ MK EE A OFIHNC X 0 i/ MO % &
=T HRIEOHCRIERBTH D,

F 72 B I/ R EERS I, /MR 5 B PR &I L7e i SOSIZ K D, FRICIE MR
TiE, PUl/IMEPURDRFEA LA 7Y = Ak Uz /MR A B 72 & OB R C Foy /IR %

ML Twrr7 7 —VICHit- BRI, Miid % & 723 & B 2 54TV 5 [Cines, 2002],
it P/ MREUR DO RISHURIE M R D 70 & T EREEZ RIS S RBBLT 5 2 L6, Hull
mw LIRS EAZER O i P E o il = 2 5 U, v IMRPEAE L MHl9- 5 2 E AR ST

%[McMillan, 2005], & 5iZ '@ﬁHP$%®m$FHVﬁfI?VCMmemMVﬁw
Eﬁﬁﬁa%b<iE%iD%%mw&ﬁT&Dmmzms R BRI O B A3 A 145
bHZERERINTND, ZDd) \EﬁﬂPﬁﬁwﬁﬁkUTWOx@¢7:ﬁXFﬁ
IRERTEEBEZ LTV,

TV hrARNT AT I (BUF, AAD X, GlaxoSmithKline #1: CTR¥ S 7-f 5
AlREZR b r AR AR =T KK (Thrombopoietin-receptor : TPO-R) DXy 7 Z=A F Th
%o AANX, TPO-R & ORFEALHEHEIEAZIT LT, TPO O ¥ 7 F/UARZERE O % 151
645 Z LI L 0 BEBERTESHAL A S EAZERICE 2 BRI 1T 2 M ORhE R L OV b 2 e
¥, FORRE LM RIS E S B2 bRD,

BEIRIE D8 1TP B 255 & LT IR ERER Tl AFIR G2 L0 Mz #in &
HHEEbio, HERZSET D2 EARE, KETIE TRIEEEAT A K, @k s
07 2 FE T MR Ty 2R A NS S Au A WBMERRRAE L N SR B ) O ZhEE
HRITT 2008 4 11 HIZAGR SN TWAD, £, BRINTIL 2010 43 Al TRIBREAT 2 A
R, 7 a7 ) i O CH SRR NG AT, e A 52 7o R R PR i s
PESRBLR | OZIHE - WRICTHERB IR TV D, 7ok, MU 28R TE 2 0WEAIIE, i
DOIEHE FEIREEAT A R, @Ekra7 ) 7R y) THRENE LN WEEITR L
THAFZRGETHZENTE D,

AFRTIX, 1B ITP BE KT A AKNOFAMEZ MRS 5720, 7o X ab, 77 vR%t
%@:E%@%kiU#ﬁ%@%Eﬁ%f%&énéﬁﬂmmh RBR (TRA108109 #XER)
EM LT, ZORER, 77RO ZEHERS EHIFHME) 2B\ T, RAEREIZEY
77 BRI AT B 2 e /MBI R R STz, iz, REEE G L ORI EE
9D Z EBRER SN, & 5612, HIMAER O S ESCHEH ITP IRRE ORI 2 2 E0

S AL, BARNEME ITP BE T D AFOA AR R I,

—J7. WEFMTIE, TRA108109 alBk & JSUILHE /BRréfIEHER L O G 2N ERI L, 2o
ISR a2 b= T HBICEE L Ae D BT EERN T 5 7T B AR EE R
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1.8.2.

BR (TRA102537 3BR) A9l L=, EORER, ARFIBEOIEH 26 [ 48 U 72 i/ MREHHE
M Fix, 77 B RBEHCxT D4 v XN 82 EHEIZE K (p<0.001) . AAIEE-HITZD
NRNEFET H Z LR SN2, £, AFNIRN—R T 14 o/, OFH ITP 1G53
DO DA I T ONIERE H O A 203 03b B, BEREOENE ITP BE o Mk a7 5
BRI THRICHENEES Z R ES Tz, 62, 77 BRCxT 5HE 2R
DUGE (p<0.001) | fFFH ITP IaEEE (FriC RIB RE A T 1A R) OfiE £ 72131 1k (p=0.016) |
ftFE R QOL D72 & DR fesl S iz,

LLER Y AFNZEEGR O ITP BE 126 L TRWA M Z R AITH 5 Z LR &
iz, 2hee - Rz MeEVERRRENEm MRS TERBER ] & LT,
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1.8.2.

1.8.2.3. SE
Cines DB, Blanchette VS. Immune thrombocytopenic purpura. N Engl J Med. 2002;346:995-1008.

McMillan R, Nugent D. The effect of antiplatelet autoantibodies on megakaryocytopoiesis. Int J
Hematol. 2005;81:94-9.

&I AT RIS PRI NSRBI . A K 7. 2008;49:1298-305.
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1.8.3.

1.83. HiE- AEBLUTORER
1.8.3.1. Ri% - RE

WL RANICIE, = b AT E LT GE 125mg 2 1 B 1B BFEOH[# 2
IRpf] 230 T C R ISR N3 5972, Zpds, /iR, SERICIE U Clla i T 2, 72, 1
Hix K& 581X 50mg L9 5,

1.8.3.2. R ERBL

1.8.3.2.1. TRA108109 BARICH 1T HAFFKIDBRAE (12.5 mg) DFRERH

HANI K OYME RN &2 x5 & U728 1 FHERARRER (TRA105580 35 X O TRA102860
ABR) 5 K ORI/ MR A 4EBE)  (Chronic Idiopathic Thrombocytopenic Purpura :
&M ITP) B Z 5% & U ddb iR RBR (TRA100773A 3 L OV TRA100773B 5RBR) A&
Fe3%&, TRA108109 ERIZ IS 2 ARKI DB sEH & A5 E L7,

o5 1 FH R R ERSR Bl AR

HAN (TRA105580 7tfiR) 5 L OMME ABERER A (TRA102860 #5R) 123UV T, AAl 50 mg
G LT & & OFEWEREA G L72RE R, AARNIZEBIT DIRER (Cp B8 X VAUC) 1354
E AN TEME (EFIRED AUC,., TKI2 f5) ZoR L7, 7o, RIER A& 5% D1k
B OHENVER 2 et U7ofE R, HEEAEN 20/ MR OBEMRNiE b, RCHAREZERS L
7o & X OM/IMEOHEMORRE L, AARAOTHHAENL DO No72, EHIT, HARA
BIXOSEA L HICBREE (AUC,,) OHEIMIED, M/ OEILE (R—2T A b
DI REALER) DI D580 BTz,

YE I R AR SR i

TRA100773A B TlE, 128M: ITP B &2 %512, AHI 30, 50 £721X 75 mg % 6 &K G- L
7o & T OFINERL LOL R Lz, £ORER, &5 6 1 H DOAHF 50 3 LT 75 mg #ED
AHhER (#5638 B O ML/ I 50 GI/L LA L& 72 o 7248 E OEIS) 137 T B REECEERT
BREIZE»272 (OWTHLh p<0.001) o F7o, AFI30mg #ETIX, 294 H 84 (27.6%) TH
itz

TRA100773B 7Bk Tl 18V ITP & 2551, AH 50 mg & 6 WG Lz & DA
PEds FOVZeME et Lic, 7ok, AAOBRMGHEILS0mg & U, /MBS CCHEH
(K 75mg £C) L, ZOREE, &5 6 BE OARFBEOHNRILT 7 B REICHAT
HEIZEN- 7= (p<0.001) |

5 T AHERARGRBRBGRE  © . MRS R SUBR D B A H & C & 5 Al 50 mg 1Z H AR NI
25mg ICHIYS T 5 LB R Emto LU, ITP AT 2 M/ MR O BSOS i%o%yﬁ)k%b\
T ERLRMEEEE LT, TRA108109 iR CIIZW NG CE A RIEAETH D 12.5mg %
BRfAHE S L CRRE LT,
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1.8.3.

1.8.3.2.2. ERESEREAERA#E (TRA108109 XER)

1.8.3.2.2.1. Bl
SR Casii6Em) T EARNB. —EER

R CIE, AHI 125 £/ 25mg 2 1 H 1 al, 6 BREEE Lzt XA Z27HE L
oo AFI125mg (£721X77ER) 75:&“51/7‘_?& #5338 B o i IMREU G U S
(mAWﬁﬂum&mﬁﬁw%é@ﬁ%mg ) L, AAEZ7HE X cHREG L, &
FFECIX, B3 A 25 mg i ;Lt&%ﬁim%ﬁuy%f%otoﬁk 1541
A lE— ‘riﬂmr@mlz%f’ﬁ (Eﬁ“) D=, FH 10 B HiICiEBEoBEE2HIE Lz, —FH., 77
TARBETIERAINEE 3HEBIZ 125mg 7T BREEL 1§80 28EITH R LTz, 2D,
Beh5 3B OB 125mg BHREOFHZE, 5 6 H B OB ZFEILE BT 25 mg &5
REDH R ETRT LB LI,

AFIFETIT, BE3IHBIZ154% 5 8038%) (IL/IMREDR—A T A D 30 GI/L K 5>
5 50~400 Gi/L ([ZHN) &/ oT=, D9 B340, &5 3 HOM/WED 100 Gi/L LLE
Tholzlzd, Bh 6B FCRIHEEAZERE LTz, /-, AFBECIIES 6 HAIZ154F 9
%4 (34 :125mg, 64 :25mg) WA ER-7= (F 1.83-1) , —J. 778 RETIIES
6 HE TIZTHER & oo TR X 2o T,

UEXD ., KF125mg 1Z7 T BERICHXTHEHTHY , 25mg ~DOFEICL Y AFEITS
HIZEL o T,

% 1.8.3-1 EHASEMICHTS5EE (FAS) : TRA108109 A&

Placebo Eltrombopag
N=8 N=15
Week 3 n 8 15
Responders , n (%) 0(0.0) 5(33.3)
95%ClI 0.00, 36.94 11.82,61.62
Week 6 n 8 15
Responders , n (%) 0(0.0) 9 (60.0)
95%ClI 0.00, 36.94 32.29, 83.66
Percentage of difference from Placebo NA 60.0
95%ClI NA 35.21, 84.79

Data Source: TRA108109 CSR Table 7.1 33 XY 7.5
NA: Not applicable

RS CGAEMA 26 8R) : JEXRE

RHIRHME Tl AR G025 78 B LS (CEHERUIN 77 2 R EOLE 13 38 B L) |
ﬁwuﬁﬁqurdzszsitism% WCHEREL, 2688 (— E%&Eﬁxrrtfﬁ@

BIXE 5 33 H) FOARAIRG 2k L7z,

ﬂMgmmai#ﬂb&ﬁéxﬁ&ﬁﬂg6mau%®1Hiﬁ&ﬁ%@ﬁﬁ@@mn~
38.1mg ThHhoto, £z, H5 6 1 B LSO I/ MELD FR-fifix 50 Gi/L % 2 THER LT-,
ZDZENDL, L OWHRE TITM/IMIERE 50 GI/L LA CHERFT 2 72912 25 7213 50 mg
ICHE L CWD Z ERS T, £, #RE Z & AITRFI O & & if/IMRE & ORISR & st
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1.8.3.

U7cbsR, i/ MREDS 50 GUL Rl O 72 DIz G5 HI Iz 7 < &b 1R 50 mg (R L7
18 4471 16 4 Tld. 50 mg ~DOHEIC L 0 i/ MREA N 5 Z LR &Sz,

BRI T o /S o R L OY THIIER | 232 D9 OEIS OHER 2 2N
ZH 1.83-1 BELOM 1.8.3-2 127, f/MrREOFTRAEIL, 5 2 3 BIZ 30 GI/L {1
ML, $&5 5~26 B £ TS50GI/L Z#x THERE LTz, £7-, B TH% 1B Ol Mok
DOFRAEIE 40 GI/L T TH Y, BHEKTH2BERIITN—RAT A UAHTIIK T Lz, £/,

MR ) 232 BT BRE OFIG 1T, 1R 26 B Z 1B L TX—Z 7 A4 VITHATET
L7,

180

AR

160 -
140 -
120 ~
100 A

80 A

/MRS (GilL)

60 -

40 1

20 A

o777 7T T
BL 2 48 6& 10:8 1458 1838 22;8 268 28 30:8

® 1831 M/MREOSDREDHF : TRA108109 KER

Data Source: TRA108109 CSR Table 7.18
BL = Baseline, Bars represent the 25th and 75th percentiles

®rE=H

BL 2:8 4 68 10:8 1458 1858 2238 26:8 28;8 308
X 1.8.3-2 MHmER] B SN -HEREDEESDOHFE : TRA108109 HER

Data Source: TRA108109 CSR Table 7.24
BL = Baseline
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1.8.3.

1.8.3.2.2.2. =zt

BRI CIX, AFIBET 2 400 BICHEBL LA EFGIIRMHIER 44, 27%) BLALT
B 34, 20%) Thotz, — 5. 77 v RBETIE2 AU ISR LEZAEREZIT 20 - 72,

EHREHETIX, bo b AONTAFEFRGIIEMIALK (104, 43%) THY, KNT
ALT 8 (444, 17%) . AST 8B KO8R (% 3 4. 13%) Tholo, AEFROEE
TR TREEZZIPEECHY, EEOFEREZIIRO LR T,

BB T, 24U ISR L AEERIT o, BEEOFEFSIL, /M
JE (14, 1B OREME/R L) O 1L4DOHRTHY . ZTOMITT R TEETH 7=,

AR T, SETIEHE S ehotz, 7o, REEMZG0ORBMM a2k Cc, EERA
FHHEGN 6 HITHBL LT, —WMEMEMRBIELRE . T X COFELDIEERIE & 0 BEE 72
L &HIr ST,

FFILEROFEREGII 23 4F 44 (17%) TRELE, W LBEE TP EED S
THO, MH ALP MO 14 (R OBEMEe L) ZRE, T X COERNRAAIER G H
FIIFERBEMICER L, e RAEFGIL23 4T 1 4 (EMENE e, B,
AHNE OREMEH V) THBL LI, Fio, 234F 34 (13%) T/ Mk 400 Gi/L %
ZTEIM U728, WINogiRE b e EREEEFRIIRBE L ehoTz, FEHIEEZD
—IEPE D i IR (i MREDS 10 GI/L Al 732 X—Z 7 A )26 10 GIY/L LA EDOJED)
D 3LITFRO BT, WTNOWERE b BRI RE & 72 5 HifER<C H i A EH R T
PEblenodz, ZoOfh, EEER, OMERICEET A EES, BHEICEET I FESR
L7 LN E R L OB MHEARICBIE T 2 A EFRICOWVT, KH & DI & )70 B I 3ER
DN T, Fio, BREST, AN X OVESERHEE LR b ivie o7,

1.8.3.2.2.3. HEEE

AERTIL, =/ b IR T DIEYENRENT A —Z 13174 (125mg: 844, 25mg : 5
4. 50mg : 44) TERHIATEETH U | tyay (3589 3~4 ], Cpay 3 XV AUC 1IAAIO I &I
EITHBI LTI Lz, Zeds. HARNITP B3 ORE & St o 1TP A O RHE S B HEfE
Mt B2 b L7 3 B AR AN D AUC13FET V7 NITP (B & Lbl LT 185 5 fi 27~ L,
TR & RIT R N ZEZ R LT,

1.8.3.2.2.4. EX.)

ENERRRBRAED & . BEFIRE CTIXH o2 R0 G o e g ITP BE TR LT, K
F12.5 mg K 0 #5286 L W5 = L i/ M s U TR ETRER (1 B k%58 50 mg
FT) THZ LK, /MR ERINESED LB, B ITP BE O TR TH 5 Hif
FERZUGET D2 LRSS, 7o, A 50 mg £ TO RAF BN MR ST,
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1.8.3.

1.8.3.2.3. BEORE

AR E IV T DEREOBONEEE L HICEGT 2L, BER (Coun B L NAUC.,,) B
KF L7z, BEDPBFICEENDIIN VT LR EOSMH T4 B2 BT 5 2 SR EET
oL EBEZDE . REOKYBRE~DKEZ ATRE/ IRV BET 5720, ARANIZEEIFIC
BHETHZEnNEUTHLEEZLND (27.132) .

UUbEDZ &t BARNEME ITP BE T o ARFOHESE L - HEE NEE ., AT,
T b YARARTE L CHEE G 125mg 2 1 B 18, BFEO[FI% 2 Rl 28 CZEiEny
R OB 5, 2ok, i IMRER, IR U CEEEIT 5, £72. 1 BHRKES- 81X 50 mg
LT 5, | EREL,
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1.8.4.

1.84. EALOEE (R) BIUEOHRERN
FERAEDZEE (F) R TEARBL
[£% =] ROBFEIZEEG LRV &) DO — XA R EFH L

AFN D B A3 U BUE DREERE D & 5 B

© ZWEE - ZHRITBAE S B L OER

(D OIBIEIC T 5 72 AR DRV S, ULBEE

(BN H D LB ONDHEIMHENT L &,

QUM BRAHER & B THIILY 227 BN E B XS

NDGEITHNTDZ L,

DA - MECBE B LoERE

C(VRRI OB ERIL, MRRA R ONFR e A 2 NI 3
S ML, AROAREII TR D~NEBRBRO L, #HET 52
Lo AFI OB 5 BIRARE B OV SRR 1 MR R O
KR MBI AR E 2 S e M EREHE 2 | M/

ET D (/R 50,000/ul BLEA D72 < &b 4 )

O RE LA RAET S 2 LA E L,

DAANTRR LS/ NROFAETHMN 5 Z &,

 ORAIOBRIL, B 1~2 BETHLDNEDT, HE
- OWEROTDL 2 L b 2 BRI R EHERT 5 2

&

DEHAICITMBEEZET D L,

) MRECAS 50,000/uL~200,000/ul DA IE. o
AT ZRT CTE DIaH LB R/ NROMBE L RD L5,

HEEBEOLSET D &,

- Sy 200,000/ ~400,000/uL DA IIAFH %38

BTHZ L,

;@@¢W@ﬁmnmmm%ﬁit%ﬁﬁ@ﬁﬂ%%%?;
L AT e, ZoOBEMMEOREIREIC 2 EET S
EMEE L, RIEL, 1/ MREAY 150,000/ul F TR

1.8.4-p. 1

)/ 50.000/uL & B 72k L. S Z kT

LCaE LT,

(DFEFEME M/ R P SR B
X T D OTBEREIZIB N
T, T2 R AN
TRENIR Do T AT A
ENDHZEMPBRE L,

Q)i RE, BRIRIEIR 72 & &
BREO b, AR ALY A
7 DEWEEITR LTS
SNLEREHEAITHLZ L
MOHERE LT,

(1)CCDS DFL#k Iz IS & AHA|
O E- ik AR X
O REMR A 2 EHIRIZ 52
M5 Z &R BTN TR
L7,
1)CCDS DFEHUIT HD & 5RIE
L7z,

DARFN OB RIFEBL E Tl
1~2 2245 2 &)
5., CCDS OFtalc o X
EEAHE LI,
3)~6)

FHEFHERR O i MR oo B %

%, CCDS 35 X O EU DAt

LEOTLHMESBIZHRE L

77




1.8.4.

FREDIE ()

L7
_ E%nghhf&%%ﬁ%?é_ko
s DEGRERETTHAICIE, EE.
Y

COAFITAIEE L BT S & A MR T 2 b
L BHHOT, RFEOH 2 W& TR R

5 & ((EYERE OESH)
- Q)R FLEL,

HIEM OEZR)

E(4p&§l%-1E15mng 43
T EERAIICTRE & 72 2 HH A R 0O 2B 23378
ZiX, ARG FIEEEET L L,

1.8.4-p. 2

CRRIERI OB R D bR E U< BB

mm@ﬁfot#é

Sl A B, AT TN T
I=UA VIR VT L Ly, M) GRS
LIRS & AFIO M PRI NE TS 50T, A
IR ORI 4 BEEIZ 20 S OBER BT 52 & ( TH

SRS L C b i e
B B

7)CCDS #&#&Z, ERNTO
HEEHE- HEZEE 2T
RIE LT,

QEBFIZHEENDZMA T A
VIAEKNOF I EF L O
a7 Ty dEe
MR D D = LB ENA
THENE L 7Z R Z &
BICRE LT,

GOARANTZAMEG A A &
L— hEERTHZ LK
DA T Hivd 2 &b
5, CCDS Dz o &
RE LT,

(DARAN O I8 1~2 18
MThobiLdId, KH
BT OEREGETH
% 50mg % 4 W HEH LT
& i/ RS AN i
PREIZIE & 72 % HH i
M DU EDFE D HIRNG

AIIIARA OB G- H 1k %
EETRETHDLZEND
RE LTz,




1.8.4.

FREDIE ()

BREARHL

(M EoorE]

1. EHEEE ROBFITITEEICKREGT 52 L)

(WIFEEFE D H % 8 IFREENE(LT 28N RH D5, T2,
i P E — e AR N AR (AUC) 23N 2% "rRErMEDS &
5 ( THMEhRe) OEZMR) , |

QEEEDH L BE [BEEFERE COAMMER ORI
LTV, 23D OB T/ MRER O HER LN
ZTRAEMICOWVWTHEEREICEEZE TS 2L ( [HRyEE)
DHEZH) , ]

@7 v F hrr VMK, LY CHRBEHURREGRES O e
ERIEOFRKROH 5 BHE [MARERIENH LD BEN
ndb s, ]

2. EEREAWEE

(OAANZL, MR EOIERI 7R & R OERTO 6 & T
AT &,

QAANOEGIZ L VIFRERERSH LD Z ENnHHD T,
AHN D 1 5-BrAAHT S OV S EiRe I 2 08 )4, D285
IRTUL T » H e a (AST (GOT) . ALT
(GPT) . v U LB U5 2FE T 52 & ( [ERZEWE
M1 oESBH)

G/ IMEE S IEF#FHHLLT Th - TH IMARZERRIENTE O H L
TWD 72 M/ IMEERIZ 230 i & 3 AR ZERRIE D R B 1%
HToZ e (TERREWEH] OHEZB]H) , £/, MMk
BN ER#HEEBEL S & MRERED Y 27 BHENT 5
ATREMEDN & 2 DT, Bl A+ TV /MR IR D
HIEL T2 LUV A2 7o 56 1T AAI O E X TIRSE
EEETLHHEEETHI &,

(DAHN O F - 114 2 LA fi MRERU D 23 & & fk g
WY, HilzA T 52 ERnH DD T, AFNOEE-FIE%
4 MR TN i MR E ET S 2 & ( THEKRZREI
ER OEZR) |

GCYARFZETe b o U RRF U RIRMEBKIC X, B L
F 7 U URHEDTER K ORRME(L A AT S 5 ATREE DN & 5

1.8.4-p. 3

(WAFI OB HZ X0 [T RER
EEEENHODNLD Z &
Ny, FEEDH L EE
TIIFREENET D B%
nndHsHZ L, £7- AUC
DSHEINS 2 IREMED B D Z
EMBERE LT,

Q)BEEERE TOHMMEL X
O MRS L TR B3,
HEEICEGETOMLEND D
EMBLERE LT,

B) B DOBF BV TR
ERENRDHSbh b BEN
WD EDBRE LT,

(DARFN T MR R DR = 1T
I0ERIhLZRETHD
ZEMBLRE L,

QAFN D512 X B ATHERERE
FICET HEH. A DM
@z T, CCDS DL
EBEICERE LT,

GIAA DO 512 & i teFERe
JED U A7 IO AT REMEIT
DWW, CCDS Dit#iz %
BITRE LT,

DARFN OB H IR IR T
REXHIMDO Y A 7122V T
CCDS DFL#IZE D EFHE
L7,

GYEREDO LT 7 U U RRHE K
BLOETOY X7 | ik




1.8.4.

FREDIE ()

BREARHL

DT, AHN OG- BRAERTIC TR MR HIEARA 2170,
MR O REFERE 2B 52 L, Fo, RAloF L+
. A AMERSE 2 G e M ERE R A RA L, REVI
T FAAR BIEE S N5, R M B RAEA R A
ATV, EREFEYE (AR IER, AR MER, KA
MERE) ORBMAMR L., MERBDOFESHETH 2 L,
D DEENED NG AT AR ORE 2R IEL
BRI (el X2 B R L OFHMNE) OFEiA B K
T5Z L (TERREIWER] 0EZH) |
(6) h B U AR T R EEN IR, BEAF OB iR ROE
(BRSO MM 2 1T S D ATREMEDR & 5,

(DT > E AW mERBRICB T, ANERAR LT,
F7o, BKRRBRICBOWTHNENRE SN TWAD T, H
NIk A IREIR e E 2 EHIRNIT ) 2 ENEFE LU,
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DFENEIZEIT D IERIZ OV
T. CCDS Oii#iic - x
FRIE LT,

(6) MR AN 2 AT S H 5
A[REMEIZ DUV T, CCDS @
FLEC DS EFRIE LT, 72
B BRI MR 4
BER BB kPG & LT REIR
AERTIL, AAREE 7T &
AHEE ORI, g
BEDOFRBLRIZ T DAL
Nl

(MEWNREIZEET 2 5 /i LU
FEEIZSWT, CCDS DFt
WESBITRE LT,




1.8.4.

FREDIE ()

g{!ll
fill

HRHL

3. FHAEEH
OFRER OHRcEET2 L)
S 4 5 BRASELR - #5185 1E | BT fEBRIR 1
BANAZF v | RKEIE v A NZZF | RKEIRN
yEDHHIZLY OATPIBI KX
0 ANAZF L OIfl | BCRP % [HE$
HEN EH L | DAREEND D
DHREN D 5, ( TSEEhhe )
HANZAZF O | DHEZH)
BEEEL, BEO
WheZ HEICBlIZE T
L5k,
il e 741 FRFICIRAT 2 AR | AR D%
FLA R OWINAZE L WG | flikGA A2 & g
ZAMRS A A FonsZ ERnbd | KEEKT 5,
Bk, vy | T, KAEIEG OR]
L, TII= % 4RI NSO
L, w7y | BRERTDHZ &,
A, BLv,
) oA A
e
4. BIfEM

ENEFIRBRIC IV T 23 Bl 11 1] (48%) (ZERRMR A fE
B e G TRWER N EE SN, TOER L OIX, KT, ALT
(GPT) #iA0, I/ MREHM, K7V o AMES 2 6] (9%)
Thote UKBREE) . £72. s 23 il 19 Il D% [E
PN Wik foe 15 53R BR IR T LT, BT L7= 19 Bl7F 5 451 (26%)
IZERRRAEE R 2 5 ORIER N IE S, 20FERBD
X, ANERE2 B (11%) Tho7-, (2009 4F 8 HHF S0 HH
HWAERER)

WEAERREREBRIZ I\ T 135 B9 50 61 (37%) (B AR R AL A
Bz URWERN#E SN, ZTOERLbOIX, 5 15
B (11%) . ALT (GPT) 06 5l (4%) . L6 1 (4%) |
HWNRES B (4%) . THI4 61 3%) Tholz KFRKE) .

1.84-p. 5

OATPIBI $ & OV BCRP D[fl
EERAEET DR ANRL T
v EDPEFHIZ OV T, CCDS
DTS EHRE LI,

AENT MG A A &% L—
kEERT D Z LT X VR
DT 55 Z s CCDS
DOFEHICFESEHE LT,

FrFEPE A MRBA VESE DR &2
K5 L LT E NS ORI
RIS X FEH LT,
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FREDEE () BB TEARBL
(HEKRZREIEM (1
1) fFHRERESE - AST (GOT. 4%) . ALT (GPT. 9%) . t | DAAIOEGIT &0 FFHkRERE
Vvey (4%) O¥EIMEOIFEREREENH bbb Z & ENAHLNDZERH DI

W % DT, AHINPG-BlhaT M OG- 13 E e HRe
MRAEZAT O %, B2 01470, REXRD oL H6
I kT 2 S B AT ) T & ((TEE e
AWEE] OEZR)

2) MARZERRIE  FZERRAE (BEEEARB™ ) | REEERARMARAE
(BEEERBA™ ) | —WPEREIMIEIE (4%) . DAFE%E (B8
FERB® ) | iR (BRI ) S50 it ZE A E
NHLOLNDZ ENHDHDT, BlELTHITTV, BEN
RO LN AT G 2 LT 2 5E O R E 21T D 2
& (TEEREARWER] OHSH) |

3) Wi AF| OB G R IR H D BEEARRY ) 2EC5D
ZERBDHDOT, BEE DTV, BRERRD LN
AIIE, WYREEITH 2 & ( TEEREANER] O
HEM)

4) EBERHEL - BRI EERT ) b bbihs

AREMED B D DT, BEEZ DTV, BEIRBD LN

a3k G 2 Pk 2 EE R 0E A1To 2 8 ( THEE

REARHNER] OHEBH)

(2)F OO EIEH

5%LL - S%AT | BEEEREAT
HIbZS L Mait, R, N R
B & HESE, FZ
il B A& R, B R
. TEASIR. Bm
ZOM | YT, s MHEE I, PRSI Ge
HREHE N,
(2SR
fiE, AW
f%. BRJF

E) A DOHLTRDO LN TWARWERICOWCIIBEE R & L
776

1.8.4-p. 6

O, FEEFLHE LT,
¥, Ty aNOBHEEILE
WEGRRER COWE % K
HH L,

2)REFEME I RIS PEER B S
DREE TMARERIENH 5
PNDHZENHDHIZD, 1E
BEAiiE LT,

B By aNOBEEIXE
G R FRBR C O & FRIC
B L7,

)AF DFe G-I D iR
KoK FIcky Hma4T
HIENBDID, EEE
RLHEE L7z,

4) b VRR T U RARE
K@Y 27 L LT,
BRI L B Bl b A
MR D20, EEEF
#HLT,

(2)CCDS DLl K ONE P
IRFABRICEE D ZJE LTz,
k. EWERAGUER T
beho ZBITERIZ W
TIFBHEARHIZHE LT,




1.8.4.

FREDIE ()

BREARHL

5. EEE~DOE 5.
FRE Tl RICAEFRERE DR T L TWA DT, BEDIREE
EERLRPLERLTRETH L,

6. hfa . pER AR FLIHE DG

(DEEA SUFEER LT 2 ATREME D & 2 i ANITIE, 1B Lo R
WHENfEREE ElA 5 SR ST DS AICORE ST 5 2
Lo Ui ~oF 5T 2 LT L T LT, M
RO M/ IEA~DEBIZ SN T H AR TH D, BB (T v
) IZBWCEMARME & TESE, IR IRE KM L O
IRHEEE OSE) (ZR) OBMARESHTWD, ]

QFAF O NI, BEEBT DS ZENEE L, ek
BPELET25H810F, BleiT s s, [BR
B (T v F) THAHHT~OBITHARBR SN TS, ]

7. NREA~DEE.
INREEIT XIS B 2 L OV RO MRS LTy (AR
BRASZ2N)

8. MEEG

e - ELR - AAI 5,000mg il B S U7 ER] T, BEO
B, —mPEORIR, Y7, AST (GOT) KUY ALT (GPT)
RS S AU, i/ RER X 929,000/l F THIN L 7=,
WL W A2 D7-012, DIV T LA TAI=T A <
TR T DNEOSMGA 4 G/ T HRAOROEE %25
BT 52 L, £io, /MDA ZHBNTITV, EE DR
B2+l BiRd 52 L, AAIOBIMOF G-I/ < 1
RELS SRR SN, MIEEITIIA D RBREE TRV
EEZHND,

1.84-p. 7

— I B Tl AR PR RE S
EBFLTWAZ EREZLN
HIZDBE LT,

(OB BRIZ W TE A I
5N TR WNE DD,
It C OfE R BRSAS+5
ThHHIENLREELT,

Q) BNk D RCHE A FRITE E
L7,

/NRTOFERRERN 2N &
MHERE LT,

HESSC Ot e 5- D IEF] D1
HB L OWEZRLE 2OV T,
CCDS DOE#klc o X308 L
77,




1.8.4.

FREDIE ()

BREARHL

9. WA EOHE

(DFEAIZZAfFIRF - PTP 1% ®%ﬁimT/~F#%ﬁDﬁbf
AT 2 L2 EESTHZ &, [PTP v — ORI
@%ﬁﬁ%ﬂﬁﬁﬁﬁmﬂﬂb BT ZR LA 2 Lfﬁ
bRl R EDORERERGIHEZ T2 Z Ll ST
éo]

(QPTP > — b MHOE D H LIE, EO T — /L &2H D LTk,
FEOETH LT Z &,

10. ZDOMDER

()ZEBREY KO b Din vivot Z EMERER TIEZ N EILEE
FFEE R OSEEAEME 2 7R S 2o 7223, invitrotB n e tE
RBA T, MM REEE 2 R (= 15ug/mL) T 700mJ/cm’
DUV £ 0 YLK R EFIEN RO bz,

QAT FEOF R P—LIAD ha RN T U
RIZKLBIREZ 729, B REROTF R =PI o)
Nk U CRRBE M2 R ey, Z oo mERRIc kD
T, FEHRMEICARES 2 BRI S LTV R L,

(1) B ARG Ao & 2N iE
&tto THER LEGbHE]
IZHE~ 77,

QARFDIER LS — M/
ORI Z P Tb Do —
AR ENTEETH D Z
Enn, 1%’@2&/‘— k2
DO L HIZET 5
BEAaiid LT,

(D)In vitro JEEA= S itk
Tholo BB TIZ invivo
FEHRBRTHL~ T AD
R YemErRRs L Ot b
DItEMERBR TR TH -
FEEERICESETHL
77

QA&ANTE FROT R
=L oI LTI
HYEMEZ RS 72N &b
AL L72,

1.8.4-p. 8




1.9, —ENATICRIXE
1.9.1. JAN

1.9.

20l =W A BB BRfEDEEBAFRTFMHHRICB N TUTO LB PRE S, 200849 A 5

H AT A3 A 855 0905002 =12 L D A SN T\ 5,

JAN : (AARL) =/ harRRT T3
(¥£44)  Eltrombopag Olamine

1.9.2. INN

OH
c2 HNT O

RECOMMENDED International Nonproprietary Names (Rec.INN) : List 56 (WHO Drug
Information Vol.20, No.3, 2006) (Z eltrombopag & L CIU# ST 5,

19-p. 1



1.10. HZ -

1.10.

BEZFOHEEEEHDOFELD

b4 - Hil4

3 {22 -2-[1-3, 4=V AFNT = =)L) -3-AF)L-5-FF V-
L5-Yb RaAFET Yy — -4 VT ] KTV /)~
- X B 7 2= -3~V R U BERAQ-TI /)X ) —))

152
COH OH
c2 HNT O
CH
H,C 3
ZhEE - AL | 1S PEREFE VR i R DB PR SR B 5
- & | @, AT, = bR R LCR&REE 125mg a2 1 H 1E, BF0
A% 2 i A T CEfERF IR O & 595, Zeds, i/, SERICS U CEE
T 5, £70, 1 BRRESGEIZS0mg &35,
B T | B url s aEs | sl
TRAKOHE | K v ba RN T I3
ARGy « e | A LA L — REE 125 mg, 25mg (1 8g /L b R/87 & LT 12.5mg. 25
mg % EH)
i HEEE OSSR (mg/ke) &1
7 v h3Q 1000
A4 X349 >300
KiERS ®WmE 5 &5 e Y R E=VASs gz
M K (mgkg/H)  (mgkg/H)
Zw b 28K Do 3,10, 30, 30 60 : B, HFETEBLT, 5
60 PR, HIE, RN -
EEEE |, ANEE, TR E R,
SRR ZEE - BEAE - 25a
b« AB, Bl R BT o
laZehait - 838, KERE - I8
B R K
A4 X 520l &0 3,10,30 30 L
wE BIERZBE (AR MEET L2 5T) 11/23
=48%
B E R o FEsE %L
TI7=v T2 b T AT =T —BHIN 2
i IR EE N 2
KAV 7 A fE 2 »
I 7 2
=1t TT0 )« AI AT T A RS BA A

* HRORGE IR LRI

rmlx

1.10 - p. 1




L d-2L)

1.12.

1.12.1.

RTEH—E
REH—E

FEE T ORRIS Tref] BAFLENTWDEHAIL [2EEE) 2B%T 5, F—E2EHEOEA TIHT 5610, BMYEESRICCOMmsIHT 5%

BESE2eTHRt L. EERICERZRMT T 2EE SIS TMEMN LTS, £z,

WAERHI TR THAER Z AT a7z, FEEMITHIER L,

H3EB (AELICBE 2 30
N . Document No. et e PP - e - A
—— v RN R ENGER | WA w |
@E{«J—/g\;iq,ﬁﬁ %7 LiStudy No. HA K niﬁﬁjﬁ%ﬁmﬂﬁﬁﬁﬁ i Rjﬁéi‘f’ﬂf’ﬂuX #&*ﬁ* i‘%%i /7-/3%
ELTROMBOPAG TABLETS 20F1A R e S -
- . o GlaxoSmithK]l i G
: Module3-Quality ~ SR e axoSmithKline | ¥4k | tHP&H: AEA
T4 RS IR B 25
eS| N sA b e | smeEioii || mass | 00
- F 721 Study No. e =
ieti i - i i d CD34+ k t 19 ; S -
42111 UH2009/00040/00 T.hrombo.p(?letln controls in N2C-Tpo proliferation an megakaryocyte W+ GSK_(UP) wash | ape S
differentiation assays ~20l+0A
K (UP
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Oral Dose Safety, Pharmacology and Pharmacokinetics Study in Female 200l+mA ] N TRTRN -
42.1.14 CD2004/00054/00 Chimpanzees ~20M<m . sk | HRNE R A
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. . . . 200lA 5 - -
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42,132 1OITTO/1 Single Oral Dose Cardiovascular Study in Dogs Iy (UM) Woh | AN ER A
. . . o 2om W . : o |
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and bismonoethanolamine salt suspensions ~204-0H
42225 - . 20MmF A ; s o
42392 CD2003/00252/00 |14 day oral toxicity study in rats o OmVERS GSK (UM) sk | FENE R ST
4.2.2.2.6 CD2003/00327/00 |14 day oral toxicity study in female rats with a 4-week reversibility period 20M 1 GSK (UM) ot | N EE R
4.2.3.23 ~20l+WlA
42227 o o . 200D . . .
K (UM ; Si N
4232 4iref CD2003/00303/00 |14 day oral tolerability and toxicokinetics study in rats e T GSK (UM) o | g AT
42228 20.f|5lﬂ
4'2'3'2'5 CD2004/00332/01 [28-week oral toxicity study in rats ~20+lA GSK (UM) wEsh | AENE R AT
Fd.L) oMW 5T
GSK:GlaxoSmithKline UM:Upper Merrion

T



Gd-zi'l

MBS

Document No.

ZA kv

I 5 it 1 )

kI 5 it it

AR

FEAI

* 7213 Study No. e
SB-497115/RSD-  |Preliminary investigation of the intravenous pharmacokinetics and oral 20l A ; o -
2.2.2. . o . . K (UM y BHE A
42229 101TIN/1 bioavailability of SB-497115 in the conscious male beagle dog ~20lIA GSK (UM) S AR s
SB-497115/RSD-  |Preliminary PK evaluation of free acid and ethanolamine salt (wet granulation) 20 ~0A s - -
422210 101TK1/2 formulations of SB-497115 following oral administration to male beagle dog ~20l+=A GSK (UM) iish | AL ¥ i
422211 .. . 20+ IA N _— -
42329 CD2003/01148/00 [52-week capsule toxicity study in beagle dogs o omERA GSK (UM) HEgh | FENE R AEAT
L o 200+l
422212 SB-AI?)71 rlrlji//l;SD- Z;‘;lir;l;rliiri]hlen::z;g:tf; ni)ofl 171\11s E’nlz rll)lii;ameters and oral bioavailability of SB- ~20MER GSK (UM) wask | Ay SEAT
ynomo's 4 COMIA 8T)
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42233 CD2005/00469/00 |autoradiography following a single intravenous dose of [14C]SB-497115 (1 oMl B CcE) | s | Rk A
mg/kg) to male Long Evans rats
Quantitative tissue distribution of test substance-related material using whole- —
42234 CD2006/00707/00 body autoradiography following single or repeated oral administration of 20MERA . wash | HEer 5
e alternate labelled [14C]SB-497115 bis-monoethanolamine salt (10 mg/kg/dose) ~20l=0A " - "
. . . (Harrogate)
to male Lister-Hooded (partially pigmented) rats
42235 CD2006/00877/00 Determination of radioactivity in ocular tissues and plasma following a single o 20ll+=A = sk | e T4
e 14 daily doses of [14C]SB-497115-GR to CD-1 female mice ~20l5+lH - :
(Madison)
Extraction method development and identification of SB-497115 related 20MER]
4223.6 CD2006/00907/00 |material in the mouse eye tissues and plasma following a single or repeat oral ~20MERA GSK (UM) o | FRNE R R

administration of [14C]SB-497115-GR to CD-1 female mice

GSK:GlaxoSmithKline

UM:Upper Merrion

T



9d-¢g1'L

N Document No. U, I, - ; - LA
s o3 =] T =N /—-/\ =N e fFe 2L 4 *’ﬁ E‘E\ [
BRI % 7 13Study No. A AR St 491 ) AR R | B [ Hefk pr e
Assessment of SB-497115 protein binding in male mouse, rat, dog, human and 20l+A N o =
. S K (UM i BE il
42.2.37 €D2004/01516/00 female rabbit plasma by equilibrium dialysis in vitro ~20l0H GSK (UM) sk | ALAEDRE i
Preliminary investigation of the protein binding of SB-497115 to rat, dog,
- - 2 N o =
42238 SB Tﬁ?}rljSK//RlSD monkey and human plasma proteins by equilibrium dialysis and also to N%ﬁ;.i GSK (UM) o | fhNE R FFA
determine the blood to plasma ratio of SB-497115 in each species
42.24.1 SB-497115/RSD-  |A preliminary in vitro investigation of the metabolism of [14C]SB-497115 in 200 A ; - -
53.2.2.1 101TJJ/1 the rat, dog, cynomolgus monkey and man ~20M A GSK (UM) sk | ALAEDRE i
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4.2.2.4.18/ref SB-T(g)Z[l)Il(SQ/ﬁSD- and selected enzyme activities in female rats following oral administration at “’220(:&25.& A ] s | AENE R H#E
doses of 0, 100, 300, and 1000 mg/kg/day for 4 days (Madison)
The effect of SB-497115-GR on hepatic microsomal levels of total cytochrome I
B-497115/RSD- . 2 N , - =
422419 S 13]7_”(5];/]3 P450 and selected enzyme activities in male and female rats following oral ~20..£E£|5lfﬂ ] gL | FENE R FFA
administration at doses of 0, 3, 10, and 40 mg (free acid)/kg/day for 14 days (Madison)
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SB-497115/RSD- The effect of SB-497115-GR on l:lep?.tlc microsomal levels of total cytochrome 2R - o - )
422420 JO1XEX/1 P450 and selected enzyme activities in male and female dogs following oral B e I s | fENE R ST
administration at doses of 0, 3, 10, and 30 mg free acid/kg/day for 14 days (Madison)
Elimination of radioactivity following a single oral administration of [14C]SB- 20MEI)] [
42251 CD2007/00070/00 [497115 (10 mg/kg) to male and female intact and male bile duct-cannulated 20 ] L | AEE R AL
mice (Madison)
42259 SB-497115/RSD-  |Elimination of radioactivity following a single oral (10 mg/kg) administration of 20l+0A = wash | ape T (f
R 101TKF/2 [14C]SB-497115-GR to male and female intact and bile duct-cannulated rats ~20l+lA (Madison) N "
42253 SB-497115/RSD-  |Elimination of radioactivity following a single oral (10 mg/kg) administration of 20M+0A = wash | atpe T (f
T 101TKD/1 [14C]SB-497115-GR to male and female intact and bile duct-cannulated dogs ~20l+0A (Madison) "
Elimination of radioactivity following a single intravenous (0.5 mg/kg) 20lF1A . P -
4.2.2.54 RD2005/00299/00 administration of [14C]SB-497115-GR to male bile duct-cannulated dogs ~20MF 1A — sk | AAEDR ¥l
(Worcester)
An in vitro investigation of the role of organic anion transporters in the hepatic 20M<EIA e - -
4.2.2.6.1 €D2007/00813/00 uptake of [ring-U-14C]SB-497115 using isolated rat hepatocytes ~20l4lA GSK (UM) WS | HEPER A
SB-497115/RSD- - . 201 ; - =
2.3.1. y K (UM i B il
423.1.1 101V39/1 4 Day oral dose range toxicity study in rats ~20mmA GSK (UM) o | #hNE R A
SB-497115/RSD- _ . 20l <A ; e .
423.12 101S5D/1 Maximum tolerated oral dose study in dogs omERA GSK (UM) s | AENE R AT
g . 20m ] : e |
2.3.2. -Day ora X u ue Dawley rats ; 2
4.2.3.2.1/ref RD2001/01419/00 |10-Day oral dose range toxicity study in Sprague Dawley’ rat ~20MmA GSK (RTP) Woh | AN ER BE
42322 . . 20<FlH . _— -
42225 CD2003/00252/00 |14 Day oral toxicity study in rats 20D GSK (UM) sk | FENE R AFAG
42323 .. . . o . 20l EA N - -
42226 CD2003/00327/00 |14 Day oral toxicity study in female rats with a 4-week reversibility period olER GSK (UM) ot | NER AEAm
GSK:GlaxoSmithKline UM:Upper Merrion RTP:Research Triangle Park
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4.2.3.2 4/ref . o . 20MFlH . _—

AL TLAT TR Z Y 3 b 7;3
42227 CD2003/00303/00 |14 Day oral tolerability and toxicokinetics study in rats ~20MER] GSK (UM) o | B R =&
o 2 —

m CD2004/00332/01 [28-Week oral toxicity study in rats ~20<E1 A ] s | AENE R LA
e (COMTFRA UET) (Vienna)
SB-497115/RSD- . , 2004l ; e
o, P p s S
4.2.3.2.6/ref 101T3T/1 4 Day oral dose range toxicity study in dogs o OmER GSK (UM) ok | FhNE R =&
SB-497115/RSD- . . 2051 ; PR -
42327 101V3C/1 14 Day oral toxicity study in dogs ~omERA GSK (UM) oL | AENE R AA
L . 2041 . - N
4.2.3.2.8/ref RD2003/01089/00 |14-Day oral capsule dose range toxicity study in beagle dogs =Yy GSK (RTP) o | FENE R 5%
I
4.2.3.0.9 CD2003/01148/00 |52-Week capsule toxicity study in beagle dogs 20l [ ] Woh | HEE FEAG
4222.11 ~20MElA .
(Vienna)
SB-497115/RSD- . L o 201 - ; - =
o ES Y Yo' 2\
4233.1.1 10IKTS/1 Ames agar plate assay with Salmonella typhimurium and Escherichia coli 20mER | JE3E)) o | fhNE R A
I
4233.1.2 SB-497115/RSD- Mutation assay with L5178Y mouse lymphoma cells at the TK locus 208 0] [ ] s | AENE R A
101KFT/1 ~20M4slA
(Harrogate)
The ethanolamine salt of SB-497115 a selective thrombopoietin agonist; 20l -lA
423313 WD2003/00167/01 |mammalian cell mutation test at the thymidine locus in mouse lymphoma ~20M40A GSK (Ware) o | FhNE R FFAMh
L5178Y cells oM~ lA T
. ) ) . . 20F0A
423314 | WD2002/00089/01 [-Aminoctanol: Balt of SB-497L1S: Mammalian ¢cll mutation testat the ~20M I GSK (Ware) | s | AEAEERE | RFA
Y yoop oMFNA UG
L 2004 — o - .
423321 WD2003/01250/00 |Micronucleus assay in Sprague Dawley rats after oral administration omVERA | HEsh | AENE B AT
(Harrogate)
GSK:GlaxoSmithKline UM:Upper Merrion RTP:Research Triangle Park
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Measurement of unscheduled DNA synthesis in rat liver using an in vivo/in vitr 205 1A N . -
423322 WD2003/01251/00 I | o | R | REE
procedure ~20M-0H
(Harrogate)
. L 20M00A ; -
4.23.4.1.1/ref CD2003/00476/00 |14 Day oral toxicity study in mice ~oMEmA GSK (UM) HwoL | AENE R &
- 20M0FlA — ; -
4.23.4.12/ref [ CD2004/00836/00 |2-Week oral gavage tolerability and toxicokinetic study in CD-1° mice ~20M R I sk | EEE B%E
(Madison)
. 20l+0A I ; -
4.2.3.4.1.3/ref CD2004/01233/00  [2-Week oral gavage tolerability and toxicokinetic study in CD-1° mice ~20M R [ ] wEsh | AENE R B
(Vienna)
]
4.2.3.4.1.4/rct CD2004/00627/00 [13-Week oral gavage toxicity study in mice 200 W [ ] st | NER B
4222.2. ~20+0A .
(Vienna)
2000 A I
4234.15 CD2006/00751/02  [2-Year oral gavage carcinogenicity study in CD-1* mice ~20IF=RH [ ] st | FhE R LA
eom+lA %G (Vienna)
™ 2000~ IlH . . T .
423.4.1.6 CD2007/00923/00 [2-Year oral gavage carcinogenicity study in CD' " IGS rats ~20mERA [ o | B R AT
(Vienna)
. . 20l+1H ; _— -
4235.1.1 CD2005/00236/00 |Oral male fertility study in rats ORI E GSK (UM) sk | fhE R AT
- . . 20+ 0A . - -
423512 CD2003/00612/00 |Oral female fertility and early embryonic development study in rats Bpyr=yarar GSK (UM) o | fhNE R FEAI
. 20M4A ; - =7
423521 CD2003/00938/00 [Oral embryo-fetal development study in Sprague-Dawley rats < omFR] GSK (UM) L | AR E R AT
. . 20M0FlA . L
423.522/ref | CD2003/00394/00 [Oral dose-range study in non-pregnant rabbits 2 OmER GSK (UM) ok | FRNE R 5%

GSK:GlaxoSmithKline UM:Upper Merrion
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423523 CD2003/01136/00 |Oral embryo-fetal development study in rabbits ~20m=lA [ ] gL | fENE R AEAT
(BF4)
20M+0A
42353.1 CD2005/00331/03 |Oral pre- and postnatal development study in rats ~20+ M H GSK (UM) sk | AENE R S
(OMNEA &Y
423,54 1/ref CD2005/00660/00 A dose range juvenile oral (gavage once daily) toxicity study in the male and 200 IA I dash | wbpvees sz
female rat ~20l+
(Quebec)
423542 CD2005/00661/00 .rthvenile oral (gavage once daily) general toxicity study in the male and female jgflﬂ = Wik | rkrvees A
(Quebec)
femal 2 ; e s =
423543 CD2006/00651/00 Juvenile oral (gavage once daily) general toxicity study in the male and female ol Il A — wisk | e AT
rat (treatment from postnatal Day 32 to 63) ~20M4 A
(Quebec)
423721 CD2006/01391/00 Effect.on anti-KLH antibody response in a 28-day oral dose immunotoxicity 200E+0A pr— wine | rtrs 4
study in rat ~20=R )
(Quebec)
N . , 208! —— wr | »
4.2.3.7.3.1/ref | CD2006/00477/00 [Oral gavage toxicity study in female CD-1"(ICR) mice ~20mERA [ ] o | B R 5%
(Madison)
4.3.73.2/ref CD2006/01569/00 lr{lk\vestlgatl\./e oral gavage toxicity study in at least 26 week old female CD- 20<E1H P disk | et s
1*(ICR) mice ~204 1A .
(Madison)
42373 3/ref CD2007/00085/00 Ir{;vestigati@ study t'o evaluate .catarjactogenesis in the female mouse/CD- 205~ __ wioh | s s
17 (ICR) with and without ambient light ~20074-9 A .
(Madison)
423,73 4/ref CD2007/01150/00 Investigative study to elvaluate catgractogenesm in the female Crl:CD1(ICR) 20M00A ] wash | HEpr e
mouse exposed to ambient room light ~20l5ml
(Horsham)
42377 1/ref | WD2005/01434/00 Evaluation of in vitro phototoxicity on Balb/c 3T3 fibroblasts using the Neutral 2040A . sk | e P
Red uptake assay ~20+0A (Harrogate)

GSK:GlaxoSmithKline UM:Upper Merrion

T



ZLd-z11L

§ - Document No. b e b e - ; - SEAM
AR =] T =N /—-/\ =N e fFe 2L 4 *ﬁ E‘E\ [
BRI % 7 13Study No. Ak AR St 491 ) ARBRFE R | AR [ el pr e
I
4.2.3.7.7.2/ref CD2006/01671/00 |Oral (gavage) repeat dose (14 day) phototoxicity test in hairless mice 20 [ ] gL | FENE R 5%
(Horsham)
42377 3ref CD2007/01153/00 Investlgatlv.e phototoxicity studyA to evaluate effects on eyes in female albino 20MF0A . wish | xpak Bk
CD-1 and pigmented B6C3F1 mice ~20=01A (Horsham)
42377 d/ref CD2007/00033/00 Oral (§,avag,e) repeat dose (14 day) phototoxicity study on eyes in pigmented and 200 IlH " win | dbge e
non-pigmented rats ~20l+-A (Horsham)
423,77 5/ref WD2006/02097/00 In vitro chromosome aberration assay using chinese hamster ovary (CHO) cells, 20<FlA = wask | rEpr s
""" with treatment in the presence of ultraviolet light ~20l+1A (Harrogate) N =
In vitro chromosome aberration assay using chinese hamster ovary (CHO) cells 200l A I N N
423.7.7.6/ref | WD2007/00374/00 | . : e ’ I | O | ENEER | 25
with treatment in the presence of ultra violet light ~20+A (Harrogate)
4.2.3.7.7.7/ref CD2008/00059/00 |Oral investigative renal toxicity study in female CD-1 mice jgo..gilf ' GSK (UM) HE B R P =3
=R —
4.2.3.7.7.8/ref CD2007/01211/02 |Investigative study to evaluate potential renal effects in female CD-1 mice ~2051A (Madison) ok | FNE R 5z
(0 IlA &5 GSK (UM)
GSK:GlaxoSmithKline UM:Upper Merrion
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An open label, randomised, three period, crossover study to assess the relative
bioavailability of SB-497115-GR 25mg capsules and SB-497115-GR 25mg 20l
53.1.1.1 SB-497115/005 [tablets and the effect of food on SB-497115-GR 25mg tablet pharmacokinetics GlaxoSmithKline | &% | #NEE S
. ‘ . ) ~ 20501
in healthy, adult, volunteer subjects following a 50mg single dose of SB-
497115-GR.
53112 An open-label, randomized, five-period, period-balanced, crossover study to 200548 f
m TRA104631 assess the effect of food and antacid on the pharmacokinetics of a single dose of| 2005410 /1 GlaxoSmithKline | #§#h | *EPNEHEE AT
D SB-497115-GR in healthy volunteers
A randomized, open-label, two-period, period-balanced, crossover study with
three parallel groups to evaluate the relative bioavailability of single oral doses 200548 A . . N .
1 hK1 i Bk B#E
5312 Vref TRAT02863 | B 497115.GR phase III tablets [50 mg, 75 mg, 100 mg] compared to SB- ~200st105 | ClaxoSmithKline | s HLPYEOR
497115-GR phase II tablets [25 mg and 50 mg] in healthy volunteers
. . 200643 H . . ; _—
5.3.1.2.2/ref TRA105122 Phase I Bioequivalence Study for SB-497115-GR Phase Il and Phase Il Tablets| ") 0064£7 1 GlaxoSmithKline | ¥E&&L | #NEE 5%
The Validation of a Method for the Determination of SB-497115 in Human 20mERA N - =
GSK (USA i j=¢2 ¥
33141 €D2004/01045/00 Plasma (range 10 to 2500 ng/mL) using HPLC-MS/MS ~20M1A ( ) O e FFAl
The Validation of a Method for the Determination of SB-497115 in Human 7S5 e A
i . 2004 Z . .
5.3.1.4.2 49;?‘1?/803/01 Urine ~20.I¢lﬁ A7 TA KK EN | AR [ R
(range 10 - 2500 ng/mL) using LC-MS/MS =t
The Validation of a Method for the Determination of SB-497115 in Human 757« A
- 2 - Z N - =
53143 oS [Plasma oA EVE F VTS R R
(range 10 - 10000 ng/mL) using LC-MS/MS e
The Validation of a Method for the Determination of SB-497115 in Human
Plasma 20M0<E A N - .
3.1.4. . . K (UK iz NEE 4
33144 FD2002/00175/00 (Range 10-2500 ng/mL) using HPLC-MS/MS (Study No. SB- ~20l<=l GSK (UK) sk | ALAEDR Al
497115SHUPLVALB)
The Validation of a Method for the Determination of SB-497115 in Human 2omls
53.145 CD2006/00175/00  [Plasma ~ 20l GSK (USA) wsk | R | S
(range 100 - 50000 ng/mL) using HPLC-MS/MS
Investigation of SB-497115 Binding to Human a1-Acid Glycoprotein and 20517 . . N o -
1 hK1 i [=g3 A
33211 CD2008/01031/00 Human Serum Albumin by Equilibrium Dialysis ~20l0H GlaxoSmithKline | 9% | HLPYEORE i
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5.3.2.2.1 SB-497115/RSD-  [A preliminary in vitro investigation of the metabolism of {*C]SB-497115 in the 20~ A SO ; - =
GlaxoSmithKline | &L | #NEE A
42241 101TIIN rat, dog, cynomolgus monkey and man ~ 20+ 0A !
53222 An in vitro investigation of the hepatic metabolism of an alternate labelled 2olslA
PO CD2006/00906/00  [[**C]SB-497115 in the mouse, rat, female rabbit, dog, cynomolgus monkey and GlaxoSmithKline | #§4+ | L& E ST
42242 ~20M4FlA
human
. 14 .
53223 CD2008/00002/00 Metabolism of [ "C] SB-497115 in Mouse and Rat Cecal Contents and Human 204l GlaxoSmithKline | ¥4k | *Hi st A
42246 Feces ~204- ]
. . . 14 . .
53224 CD2008/00895/00 An In Vitro Investl.gatlon of [ "C]SB-497115 Metabolism by Human Kidney 2047 GlaxoSmithKline | #4h | #Epvst 4
Sub-Cellular Fractions ~ 20l
An in vitro investigation into the CYP enzymes involved in the oxidative 200+ A . . N . -
3.22. . laxoSmithK1 i (a2 #F
53225 CD2005/00285/00 metabolism of SB-497115 e GlaxoSmithKline | &L | #NEE B
An in vitro evaluation of the glucuronidation of SB-497115 by heterologously 20l 1A . . N - =
1 ; o =
5:3.2.2.6 €D2007/00777/00 expressed UGT's (uridine diphosphoglucuronyltransferases) ~20ll40A GlaxoSmithKline | 5 | ALPRERY ¥l
SB-497115/RSD-  |A preliminary screen of the in vitro inhibitory potential of SB-497115 on human| 20l0FRA I ; - -
1 hK1 i B #F
5:3:2.2.7 101TKH/1 cytochrome P450 enzymes ~20lElA GlaxoSmithKline | H#h | HEPRTRH Aol
An in vitro evaluation of the inhibitory potential of SB-497115 on human 20+l I 3 e s -
5:3.2.28 €D2003/00990/00 cytochrome P450 enzymes ~20l+A (Madison) | AL il
A preliminary in vitro investigation into the inhibition of human UDP- 20l F0A . . ; o =
D.2.2. 1 hK1 b iéf S A
5:3:2.2.9 €D2007/00810/00 glucuronosyltransferase enzymes by SB-497115 ~20M A GlaxoSmithKline | ¥Efh | +HPAETRE Al
An in vitro evaluation of the induction potential of SB-497115 on cytochrome 2000F0A . . N S -
3.2.2. . . thK1 i ="E G
532210 €D2005/00648/00 P450 expression in cultured primary human hepatocytes ~20l+ A GlaxoSmi ne | S| FEPIEDRE Fil
In vitro investigation of transport via human P-glycoprotein and the passive 200+ . . . - ~
5.3.23.1 CD2003/01046/00 GlaxoSmithKline | #E5+ | LPEHE [ FFAH
membrane permeability of [ *C]SB-497115 in MDCKII-MDRI1 cells ~ 2011 g
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An In Vitro Investigation of the Transport via Heterologously Expressed Human 20FA GlaxoSmithKline | . - =
53232 RD2008/00502/00 st N 7
Breast Cancer Resistance Protein of [ *C]SB-497115 in MDCKII-BCRP cells ~20l<-BA (RTP) f i F i
53233 CD2005/00624/00 An in vitro investigation of the transport of [14C]SB-4971 15 via heterologously 20 GlaxoSmithKline | 4 | *Hpyst i
o expressed human OATP1B1 in CHO cells ~20l< A - i
An in vitro investigation of the transport of SB-497115-AAB via heterologouslyl ply &= IE| . . ; . -
3.2.3. 1 hK1 i [=g3 7t
53234 CD2006/00841/00 expressed human OATP1B1 ~20M=R GlaxoSmithKline | &% | #NEE AT
In vitro investigation of the potential of SB-497115-GR to inhibit P-glycoprotei oMl
53235 CD2003/00637/00 |mediated transport in MDCKII cells heterologously expressing human P- ~omER GlaxoSmithKline | 4% | #-PN&EE R i
glycoprotein
An In Vitro Investigation into the Inhibition by eltrombopag (SB-497115) of . .
. . . . 2 1 hK1 N . .
5.3.2.3.6 RD2008/00501/00 [Xenobiotic Transport via Human Breast Cancer Resistance Protein Ngo..ﬁ;zl;]ﬂ G aX()(;n,;g) N s | e AT
Heterologously Expressed in MDCKII Cells
An in vitro investigation of the potential for SB-497115 to inhibit xenobiotic 2051A . . N PRV -
33237 €D2005/00206/00 transport via human OATP1B1 heterologously expressed in CHO cells ~20+0A GlaxoSmithKline | ¥4 | HHPYER ¥l
SB-497115-GRO & 1 HEGIRFBR 200546 /] 7TV AR \ .
5.3.3.1.1 TRA104603 — HARNEEER A B Z x5 & U7 BRI 1 #5505 — ~20064E3 27 T4 KK EHA | ARNER | R
< B PR FKH R > =t
SB-497115-GRO#; 1 ARG RR 200646 70 AR ‘ )
53.3.1.2 TRAI05580 | — [ A ABEHER A 2 1 5 & L7 Bl 45 J OV AR 11 ¢ 5.3 — Covotren | A7 TAVHK | P | ket |
< B R AR PR > e
A single-blind, randomised (with respect to placebo), placebo-controlled,
533.13 parallel group, dose rising study to investigate the safety, tolerability, 20 4H . . : [ -
5.3.34.1 SB-497115/002 pharmacokinetics and pharmacodynamics of single and repeat oral doses of SB- ~20+0A GlaxoSmithKline | 5 | ALPYRERY ¥
497115-GR, a thrombopoietin receptor agonist, in healthy adult subjects
A Two-Part, Randomized, Placebo-Controlled Study to Investigate the Safety,
53314 Pharmacokinetics and Pharmacodynamics of Single, Oral Doses of the 200643 A
m TRA102860 Thrombopoietin Receptor Agonist, eltrombopag; and the Effect of eltrombopag ~20074E8 f] GlaxoSmithKline | ##4% | #-PNE&EE Rl

on Cardiac Conduction as Compared to Placebo and Single Oral Doses of
Moxifloxacin in Healthy Adult Subjects

RTP:Research Triangle Park
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An Open-Label Mass Balance Study to Investigate the Metabolic Disposition of] 200549 A . . o - -
3:3.3.1.5/ref TRALO2861 |, Single Oral Dose of 14CSB-497115-GR in Healthy Male Subjects ~20054E 10 | ClaxoSmithKline | fsh | ALPEEL | B
Identification and Quantification of the Major Metabolites of SB-497115
o o Y 20017 N .
5.3.3.1.6/ref 05DMM155 Following a Single Oral Administration (75 mg; 100 uCi) of [*C]SB-497115- <20l GlaxoSmithKline | sk | #P9&EE: B%E
GR to Healthy Adult Male Subjects
SB-497115-GR D MERRSFEME M/ MR A MEERBER (ITP) (53 2 B
PRFEAT o PS5y Rs
5.33.2.1 —BMANTP B A KL & Lo 7 7 AR R T HERIEIC X 2% 20074F9 S ot s =
TRAL08109 |, ™ e e I X7 T4 R | EA | e | R
53.5.1.1 5B MRV do L O IRIEFMIEIC & D Rk 53 ~20084F12 1 st g ’
B (RRHEIHE) —
<FH U/ MFHZER >
An Open-Label, Non-Randomized Pharmacokinetic and Safety Study of a 200644
5.3.3.3.1/ref TRA103452 Single Oral Dose of 50 mg Eltrombopag in Healthy Subjects and in Volunteers GlaxoSmithKline | 4% | #-PN&EE B
g . . ~200743 A
with Mild, Moderate or Severe Hepatic Impairment
An Open-Label, Non-Randomized Pharmacokinetic and Safety Study of a 200649
5.3.3.3.2/ref TRA104412 Single Oral Dose of 50 mg Eltrombopag in Healthy Subjects and in Subjects GlaxoSmithKline | &% | #NEE 5%
. . . ~200841H
with Mild, Moderate or Severe Renal Impairment
5.3.3.3.3/ref XM2009/00018/00 Ethnic Sensitivity of Eltrombopag and Chronic Idiopathic Thrombocytopenic ) GlaxoSmithKline | #5sh | ikt s
5.3.5.3.3/ref Purpura (Japan)
Ph senetic [ igation of Associati ith Ph koneti . . ; -
5333 4/rcf RM2007/00685/00 armacogenetl({ nvestigation o SSOC}atlons. witl armacokonetic and ) GlaxoSmithKline YA KPR Bt
Pharmacodynamic Outcomes Observed in Subjects Exposed to Eltrombopag
A single-blind, randomised (with respect to placebo), placebo-controlled,
53.34.1 parallel group, dose rising study to investigate the safety, tolerability, 207 lA . . : [ -
533.13 SB-497115/002 pharmacokinetics and pharmacodynamics of single and repeat oral doses of SB- ~20MF0A GlaxoSmithKline | /b | #LPIEORE FHili
497115-GR, a thrombopoietin receptor agonist, in healthy adult subjects
An Open-label Study to Evaluate the Safety, Tolerability and Pharmacokinetics 20064E5
5.3.3.4.2/ref TRA105120 of Rosuvastatin when Co-administered with Eltrombopag (SB-497115-GR) in GlaxoSmithKline | 4% | #-PN&EE B
. ~2006510 1
Healthy Adult Subjects
53343 An open-label, randomized, five-period, period-balanced, crossover study to 200548 fi
5.3. 1 .1 -2 TRA104631 assess the effect of food and antacid on the pharmacokinetics of a single dose of| 20054210 A GlaxoSmithKline | ##4h | #EN&EEE ST

SB-497115-GR in healthy volunteers
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5.3.3.5.1/ref

RM2007/00768/02

Population Pharmacokinetic Analysis of Eltrombopag in Healthy Subjects and
Subjects with Chronic Idiopathic Thrombocytopenic Purpura

GlaxoSmithKline

s

B R

W
I

5.3.3.5.2/ref

RM2008/00711/00

Population Pharmacokinetic/Pharmacodynamic Analysis of Eltrombopag in
Healthy Subjects and Patients with Chronic Idiopathic Thrombocytopenic
Purpura

GlaxoSmithKline

M4

PR

5.3.3.5.3/ref

RM2009/00409/00

Application of Population PK and Population PK/PD Models to Japanese
Subjects with Idiopathic Thrombocytopenic Purpura

GlaxoSmithKline

s

FENE R
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A Two-Part, Randomized, Placebo-Controlled Study to Investigate the Safety,
Pharmacokinetics and Pharmacodynamics of Single, Oral Doses of the
Thrombopoietin Receptor Agonist, eltrombopag; and the Effect of eltrombopag
on Cardiac Conduction as Compared to Placebo and Single Oral Doses of
Moxifloxacin in Healthy Adult Subjects
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A Double Blind Placebo Controlled Study to Investigate the Phototoxic Potential
of Eltrombopag in Healthy Subjects.
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TRA102537

A randomized, double-blind, placebo-controlled phase 111 study to evaluate the
efficacy, safety and tolerability of eltrombopag olamine (SB-497115-GR), a
thrombopoietin receptor agonist, administered for 6 months as oral tablets once
daily in adult subjects with previously treated chronic idiopathic
thrombocytopenic purpura (ITP).
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A double-blind, randomized, placebo-controlled, parallel group study to
investigate the efficacy, safety, tolerability, pharmacokinetics and
pharmacodynamics of SB-497115-GR, a thrombopoietin receptor agonist,
administered at 30, 50 and 75mg as oral tablets once-daily for 6 weeks to adult
male and female subjects with refractory, chronic immune thrombocytopenic
purpura
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Genetic Investigation of Associations with Elevations in Total Bilirubin
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Exposed to Eltrombopag
LENS — Long-term Eltrombopag ObservatioNal Study - A long-term
observational ocular safety follow-up study in adults who have received study 20lERH . . N o
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