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Dynamic Treatment Decision for Adult cITP:

Role of Romiplostim
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Roles of Romiplostim in immune thrombocytopenia
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Second-line freatments for ITP

= Corticosteroid failure (20% of ITP)
= |nitial response by 14 days*
= Peak response by 28 days*

= Relapse upon steroid tapering requiring
prednisolone > 10 mg/d in long-term

»What is the appropriate tapering
schedule?

= ‘Slow tapering’ in 2-3 months
= Severe side effects of steroids

*Blood 2011; 117: 4190
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Thrombopoietic agents

Increased platelet production

N Engl J Med 2011; 365: 734
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Romiplostim: Double-blind
Randomized control trial

= Study design and patients:

+ Two parallel prospective, multicenter, international phase 1l studies that were
randomized, placebo-controlled, double-blind trials.

. ized/non- omized patients with ITP and mean of platelet
count <30x10° /L were randomly assigned 2:1 to receive weekly SC. of
Romiplostim or placebo for 24 weeks.

= Primary endpoint: A durable platelet response

- Weekly platelet responses (platelet count = 50x 10°/L) during 6 or more weeks
of the last 8 weeks of treatment.

- No rescue medication at any time during the study
= Secondary endpoints:
- Overall platelet response defined as =4 weekly platelet response

- The proportion of patients needing rescue drugs
Lancet 2008; 371: 395-403
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Romiplostim: Platelet responses

received

Non-: Total
Placebo Placebo i Placebo
(n=21)  (n-42) (n=21) (n=41) (n=42)  (n=83)
Incidence rate asdefinedin 0 16 (38%) 1(5%) 25(61%) 1(2%)  41(49%)
the protocol*
Incidence rate disregarding  1(5%) 19 (45%) 3(14%) 27(66%) 4(10%) 46 (55%)
whether rescue drugs were
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RCT in Japanese patients
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Study week
Placebo (n) 12 2 2 12 12 n n n n " 12 " 12
Romplostim (n) 2 2 2 2 22 2 2 2 22 2 2

Overall platelet response 95%
Int J Hematol (2011) 94:71-80
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Adverse Events

Adverse events occurring in at least 10% of patients in either treatment group*

Overall platelet response
83.1%

Lancet 2008; 371: 395-403
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RCT: Bleeding symptoms
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2= Placebo Romiplostim
(n=41) —— (n=84)
JTH 2010; 8:1372
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Kuter DJ Shirasugi Y.
(starting dose at 1 mcg/kg) ELHLERLIERIET TCYE))
) (n=84) (n=22)
Nasopharyngitis 7 (17%) 7 (8%) 2(17%) 9 (41%)
Headache 13 (32%) 29 (35%) 2(17%) 7 (32%)
Painin 2 (5%) 11 (13%) 0 (0%) 3 (14%)
extremity
Contusion 10 (24%) 21 (25%) 2(17%) 0 (0%)

Int J Hematol (2011) 94:71-80
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Summary

= Treatment of ITP should also concern about
freatment toxicity and HRQoL.

= Romiplostim showed 80% overall platelet
response in ITP.

= Starting dose of 1-3 pg/kg SC weekly with
adjustment aiming platelet 50-200 x 10°/L

» May be used after eltrombopag failure

= Romiplostim is relatively safe. Aware of the risks
for thromnoembolism and myelofibrosis.

Experience Case Study |
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Second/third line tx options for ITP

Dose Initial Response/ | Response Adverse Effects Comments Cost
Peak Response Rate
Splenectomy
N 1-56 days/ 60-80% | Bleeding.increased iskof | Effective: consider after 252627
7-56ays inecion, trombotc vt | motip reamet

Rituximab
375 mgi N over 7-56days! 60% Infusion reactions. Second-ine
Srarscronvmsyt | 14-0cers neutropenia,fever, therapy option
4conseative weed nfectons, asthenia

AWP $1,042.40 for
10-mL vial (10 mg/my**

Etrombopag
50-75 mg daly 7-28days/ 80% Hepatotoxicty,
1-90 days thrombotic events

Second-or thircine | AWP $9,013.601or 30
option f treatment
faure occurs |
Romiplostim § |
1megig SC 1-21days/ 79-88% | Arthrolga, tvombocytogenia, | Second-or thirdine |  AWP $2,064.20 for
once weekdy not reported thromboic events optionf treatment 250.mcg vial
failure occurs (powder for solution)*®

e = ntrovenous: SC= subcutaneous,
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Dose 1-10 mcg/kg/wk

Romiplostim
R Injection
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