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Background Earlier Absorption with Optimized LSGC Formulation

Single and Multiple Dose PK

" Trmax NOtably earlier with LSGC C (1 h) vs. DFC (2.5 h)

" Crax ~43% higher with LSGC, not considered clinically meaningful

sElismetrep is an oral, highly selective blocker of TRPMS, a polymodal gated cation
channel associated with migraine in genome-wide association studies, that is being
developed for the acute treatment of migraine

= Absorption was rapid with the dry-filled capsule formulation containing crystalline elisimetrep
= Single and multiple dose PK are dose proportional

= The terminal elimination half-life of elismetrep was independent of dose, with geometric mean values ranging from ~11 to 21 h " AUCqn: ~2x higher with LSGC vs DFC (AUC oy 7% higher)
" Modest accumulation of ~20-30% at steady state " AUCq.,, : LSGC 10 mg = DFC 20 mg

" Food resulted in 13% and 47% higher in AUC and C,,,, with no impact on T,,.,
= Age had no effect on the PK of elismetrep . . _
= The fraction of dose excreted in the urine as unchanged drug is <1% " Cnaxand AUCo.inr were ~20% and ~29% higher in women vs men with the DFC 20 mg.

" Chax and AUC were ~34% and~40% higher with the LSGC

"Elismetrep has a good safety profile in 13 completed clinical trials (4 Phase 2 and 9

Phase 1) with 1,055 people exposed. " Cmax and AUC trended higher in women compared to men.

=A Phase 2b study evaluating doses of 2-20 mg in the acute treatment of migraine
established proof of concept for TRMPS8 blockade as a novel approach to treating
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elismetrep on the PK of a single dose of rosuvastatin 10 mg and of simvastatin 40 = Long half-life
mg in healthy male and female volunteers (N=28) 1. Dosing was in the morning in :

Can be taken without regard to food

= Low risk for perpetrating drug-drug interactions via effects on CYP3A4 and
OATP1B1

the fasted state.



