SIROLIMUS AS AN ALTERNATIVE TO SURGERY IN TSC-ASSOCIATED BILATERAL SEGA: AN AFFORDABLE OPTION IN RESOURCE-LIMITED SETTING
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BACKGROUND Y B DISCUSSION

Subependymal giant cell astrocytomas (SEGA) are the D AN A D TANST LYl Table 1. Comparison of Everolimus and Sirolimus in terms of efficacy and safety

most common brain tumor in tuberous sclerosis
complex (TSC) and may lead to significant
neurological  morbidity. Surgery is the mainstay

EVEROLIMUS SIROLIMUS

Pharmacologically similar3

US FDA approved for SEGA treatment US FDA approved for treatment of lymphangioleiomyomatosis (LAM)

_ Evaluated through Long-term Evaluated through case reports and series in pediatric patients®1?
treatment fOr SEGAS’ bUt recent StUdleS demOnStrate phase 2 and 3 studies®’ Franz et al. (2006)1° Initial: 2-3mg/tab titrated to 5-7mg/tab  52-62% reduction at 3-5 mos
eﬁlCacy of mMTOr inhibitors In Stab”lZlng and Shrlnklng Prospective >30% reduction at 6 months Lam et al. (2010)3 Loading of 15mg/day, maintained 50-60% decrease
SEGAs. Everolimus has stronger treatment evidence OPEMHELSS T /2520 @IF PETAIE PRI M CRY
but th t limit it tients f Phase 2 study* (P<0.001); Dose: 3mg/m? Cardamone et al. 3mg/day 65% reduction

u € COS Imits I_S use among patients  from EXIST-1 Trial: =250% reduction visible at 12 (Zoa
resource-limited countries. Vi - Double-blind, | weeks in 35% of Everolimus Weidman et al. (2014)° | 4 mg/m2/day 53-66% reduction at 3-6 mos
'_ : Phase 3 RCT >/ | group (P<0.0001) Birca et al. (2010)12 Loading of 2 mg, maintained at 1mg/ 82.6% (L), 46.7% (R) reduction at
CASE REPORT Dose: 4.5mg/m? Bilateral SEGA day 3 months
This is a 1O-year-0|d Flllpan female with normal Figure 1 Figure 2 SAFETY: Both well tolerated, with few, self-limited adverse effects reported; Common SE: Stomatitis, mouth ulceration, acneiform rash,
neurocognitive development, nNo history Of Seizures or | arthralgias, diarrhea; Rare SE: Thrombocytopenia, convulsions, hypercholesterolemia, lipoproteinemia
infantile spasms who presented with a 1-year history Figure 1. Cutaneous manifestations of TSC: Multiple Immunosuppressive effects and growth retardation (seen in post-kidney transplant

pediatric patients taking sirolimus)&?

of intermittent headache associated with projectile| hypomelanotic macules on the trunk and extremities; . . . :
vomiting. She fulfilled the clinical criteria fo# 1sC| muttiple facial angiofibromas. Her father and pateral Surgery is the standard treatment for TSC-associated SEGAs.? Our patient was not a good candidate for

. . . . grandfather also had angiofibromas. Genotyping was not |surgery, thus medical treatment using an mTOR inhibitor was offered. Table 1 shows the comparison of
I(gsl?l{[ge fl,llc2>3\./ ?Jt:)rglscsle rizrencetlo;a\évs Saf?g;”;es,e:;t xiﬁ done due to financial constraints. sirolimus and everolimus. We opted to start our patient at the lowest effective dose of Sirolimus dose

blurred vision. proaressing headache. vomiting and Figure 2. Contrast MRI showing bilateral subependymal |[(1mg/m?2/day) and titrate up as necessary to maintain trough levels of 10-15ng/ml. Trough levels were
u , Prog g ) 9 giant cell astrocytomas and few subependymal |gchieved and did not warrant titration. Sirolimus was well tolerated by our patient, with minimal elevations

mhcreer\]sedd Zleeplng gme.. Or|1 neur.:)Iogtl)clzl etxarrlr:a;uon,l nodules. Abdominal ultrasound (not seen) showed |on cholesterol and triglyceride levels managed with simvastatin. Tumor re-growth was evident among
sheé had decreased visual acully, biiateral fateral} multiple angiomyolipomas on bilateral kidneys, liver and | tiants who discontinued the medication,3910 suggesting the need for a life-long treatment course.

| . | tic head. . iy _ ,
;i?;idpiﬂifejgg ir? r:ic;ee ff tznglggigivitﬁﬁgﬁérgg parierea b Hed Table 2 compares the cost of everolimus and sirolimus over 1- and 6-month treatment period for our patient.
Pre-treatment 6™ month of - kg Sirolimus is significantly more affordable, with 98% decrease in cost from the everolimus innovator

obstructive hy_drocephalus (Figure 3) Belgw 's the brand, being beneficial in tumor reduction and in reducing their family’s financial burden.
treatment algorithm that was done for our patient.

|maging at 6 months Table 2. Comparison of Treatment Cost for Everolimus and Sirolimus

. : e Dose?!3 Cost per tab Number of | Cost per day | Cost per 1 month Cost per 6 months
Treatment Options Into otherapy ShOWGod AUUONS Unatletigel (patient’s BSA = 0.93) | (in PhP) tabs/day (in PhP) treatment (in PhP) |treatment (in PhP)
arents opted fo: 82.5% and 64.1% Everolimus (A) | 2.5mg/tab 27,000 per 2.5mg tab 1 27,000 810,000.00 4,860,000.00
reduction on nght AN Everolimus (B) (0.5 to 1.2mg/m?) 205.75 per 0.50mg tab 5 1028.75 30,862.50 185,175.00

Excision wasfdiscussed

Bilateral
VPS insertion

Done for CSF diversion

4‘. .
MEDICAL . & 22 10 Sirolimus 1mg/m?2 377.50 /1mg tab 1 377.50 11,325.00 67,950.00
and left respectively 6:,_1.1/; 8 g
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