Pharmacokinetics, Pharmacodynamics, and CNS Penetration
of A-005: A Novel TYK2 Inhibitor for MS
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Introduction Objectives
> Tyrosine kinase 2 (TYK2) mediates signaling from key proinflammatory cytokines, including This study evaluated Phase 1 data describing A-005’s Pharmacokinetic (PK)/Pharmacodynamic
interleukin (IL)-23, IL-12, IL-17 downstream of IL-23, and type | interferons (IFNs). (PD), biomarker relationships, and cerebrospinal fluid (CSF) exposures to guide dose selection
> Loss-of-kinase function TYK2 genetic variants are protective for an array of immune-mediated for potential future MS trials.

diseases, including MS.12
» Clinical validation of TYK2 inhibitors has been established in peripheral autoimmune conditions

—with recent approval for psoriasis— and trials are ongoing in other indications.3

Study design
» TYK2 inhibition may, therefore, represent a novel approach to treat central nervous system
(CNS) inflammation that is associated with neurodegeneration and consequent disability in MS. Single Ascending Dose (SAD) Study
L-23, » Dose cohorts: 1, 2, 4, 8, 15, 30, 60, 120, 240, 360 mg once daily (QD).
“s IL-12, IFN * N per cohort=8 (Placebo n=2, A-005 n=6), except for 15 mg Cohort (Placebo n=2,
Kinase A-005 n=12).

active site o : : "
------ R = Liquid formulation under fasting conditions.

b

TYK2

STm‘. L Allosteric Multiple Ascending Dose (MAD) Study
regulatory » Dose cohorts: 10, 30, 60, 120 mg QD, and 120 mg twice daily (BID).
binding site TYK2

_NUCLEUS enzyme " N per cohort=8 (Placebo n=2, A-005 n=6).
l = Tablet formulation under fasting conditions for 14 days.
» A-005 is an allosteric TYK2 inhibitor that has Single Dose Study for CSF exposure
lnﬂamrnamw shovyn to efﬂugntly cross the bIon—bram » Dose cohort: single dose of 120 mg evaluated at 1, 2, 9h postdose.
, mediators barrier and achieve pharmacologically : :
. . . "= N=9 (n per timepoint=3).
IL-23/17 Pathways IFN Pathways relevant brain exposures preclinically.

" Liquid formulation under fasting conditions.

Results

In both CSF and periphery, A-005 achieved high exposure and
maintained IC;, coverage throughout the dosing period

A-005 plasma concentrations over time in SAD and MAD Cohorts
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PK summary of A-005 in SAD and MAD Cohorts .
Tmax Cmax C9h
» A-005 liquid and tablet formulation showed rapid absorption (T, ~ 1.5h), independent of dose. (h) (ng/mL)  (ng/mL)

A\

Plasma,_,,, mean (SD) 1.0 (0.75-3.0) 327 (0.6) 75 (16)

A-005 plasma exposure (C....., AUC) increased proportional to dose, in the range of 1 to 240 mg QD

max’

dose. Plasmay.., mean (SD) 1.0 (0.75-3.0) 29 (0.1) 7 (1.4)
» Steady state achieved within 2 days with minimal accumulation. CSFfree, mean (SD) 2.0(2.0-2.0) 34(10.9) 9(2.7)
» Dose-dependent increase of T,/, in both SAD and MAD Cohorts. Ratio (CSFsee/Plasmasee) NA 1.2 1.4

» Higher A-005 doses sustained in vitro whole blood pSTAT IC,, coverage over 24h (ICy, = 53.1 ng/mL).

*T ..x Was reported as median (range).

Whole blood PD biomarker results of A-005 A-005 showed a strong PK/PD correlation

» Normalized RNA-Seq analysis of whole blood showed A-005 dose-dependent inhibition of in SAD and MAD Cohorts

SIGLEC1 gene expression and Type 1 IFN composite gene expression.
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multiple doses for 14 days.
» A-005 effectively crossed the blood-brain barrier, with a 1:1 plasma-to-CSF free drug ratio exceeding cellular IC., threshold.

» A-005 achieved maximal target inhibition, evidenced by suppressed pSTAT signaling, SIGLEC1 and Type 1 IFN gene expression. m

Y ._ . .
> A-005 demonstrated a strong PK/PD correlation for the TYK2 PD marker (pSTAT3) in both SAD and MAD cohorts. isclosures: Commercial support was provided

by Alumis Inc.
» This Phase 1 study supports advancement of A-005 into further clinical evaluation of efficacy and safety in MS and additional All authors are employed by Alumis Inc.
neuroinflammatory and neurodegenerative diseases. The authors have no other relationships or
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