Model-based dosage optimization of sirolimus for vascular anomalies on pediatrics.
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INTRODUCTION & PURPOSE RESULT

- Sirolimus, a mammalian target of rapamycin (mTOR) inhibitor, has emerged as a promising therapeutic agent for| | Population pharmacokinetic model of sirolimus for vascular anomalies on pediatrics
refractory vascular anomalies.[1] Sirolimus has currently been used off-label for pediatric patients with vascular
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anomalies.
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« Dataset: Retrospective and prospective clinical study

— Patient: vascular anomalies pediatric patients (n=28) ;,: 0.07
— Inclusion criteria :
a. Patients diagnosed with a vascular anomaly (vascular tumors or malformations) with at least one associated complication 0.06
(coagulopathy, chronic pain, recurrent cellulitis, ulceration, visceral and/or bone involvement, organ dysfunction, or severe
deformity). 005 511  43.3 50 456 533 51.1 611 622

b. Vascular tumors that failed to respond to or relapsed after treatment with one or more of the following: steroids, interferon-
o, chemotherapeutic agents, propranolol, or surgical/localized treatments. WT 5~10kg, ~ WT5~10kg,  WT 5~10kg, WT 10~20kg, WT 10~20kg, ~WT 20~30kg, ~WT 30~40kg, ~WT 40~50kg, ~WT 50~60kg, ~WT 60~70kg, WT 70~80kg,  WT 80~90kg,

PMA 40~66 wks PMA 66~92 wks PMA 92~118wks PMA 118-144wks PMA>144wks PMA>144wks PMA>144wks PMA>144wks PMA>144wks PMA>144wks PMA>144wks PMA>144wks

c. Vascular malformations that were difficult to treat surgically or locally, failed treatment, or relapsed after such interventions. _ o _
— Hemoglobin-Level Stratified Target Attainment at Steady State (Best Dose Only)

WT 5~10kg, PMA 40~66 wks, WT 5~10kg, PMA 66~92 wks, WT 5~10kg, PMA 92~118 wks, WT 10~20kg, PMA 118~144 wks
0.05mg/kg 0.08mg/kg 0.09mg/kg 0.09mg/kg

— PK sampling point
a. Retrospective study: Trough samples collected on Day 3, Day 7, and 1 month 15

b. Prospective study: Post-dose 1 h (syrup) / 2 h (tablet), 4 h, and 12 h (predose) on Day 1 and Day 2;
Pre-dose and post-dose 1 h (syrup) / 2 h (tablet) on the first outpatient visit.

WT 10~20kg, PMA>144wks, WT 20~30kg, PMA>144wks, WT 30~40kg, PMA>144wks, WT 40~50kg, PMA>144wks,
» Pharmacokinetic model development .
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 Simulation
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