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Table 1. Baseline participant characteristics

Table 5. Summary of SAD PK COnCIUSiOnS

Afimetoran cohorts

o Afimetoran was generally well tolerated following single and multiple doses administered across the dose
range studied

Severity 1 mg 3 mg 10 mg 30 mg 60 mg 120 mg . . . . . . .

20n day 1, dose proportionality was assessed using the statistical model outlined in Part A. Because the multiple-dosing PK assessments occurred on different days for dose levels Mild PK parameter (n = 6) (n = 6) (n = 6) (n = 6) (n = 6) (n = 6) e PK properties were consistent and favorable, with the long half-life supporting once daily dosing

3 mg and 10 mg (day 14) compared with dose levels 30 mg and 60 mg (day 21), separate models were planned to assess dose proportionality for each day. 1 . . . . . . Response of biomarkers was robust. dose-dependent. and demonstrated PD inhibition consistent with a high
Characteristic Moderate : : P ) P ) =

Severe Cnax,® NG/ML 1.26 (16.4) 3.98 (26.2) 17.5(19.5) 77.3 (22.4) 128 (20.0) 414 (14.8) degree of target engagement starting from a 10-mg single dose of afimetoran

e In Part A (SAD), 48 healthy adults were enrolled across 6 cohorts of 8 participants each to receive placebo (n =12 0 - . .. : : .. . :
rt A (5AD), 3 y 6 P P P ( ) Race, n (%) Related to afimetoran or placebo AUC s, h*ng/mL 160 (24.1) 475 (41.7) 1605 (17.5) | 5766 (21.1) | 8774 (23.7) | 22267 (11.2) e These findings support further clinical development of afimetoran, with phase 1 and phase 2 clinical trials in patients
or afimetoran (n = 36) at doses of 1, 3, 10, 30, 60, and 120 mg and were followed for up to 28 days White Yes : . :
- : ) with cutaneous lupus erythematosus and SLE, respectively, currently underway (NCT04493541 and NCT04895696)
: Black or African American No : :

e In Part B (MAD), 32 healthy adults of non-Japanese descent were enrolled across 4 cohorts to receive placebo Asian ' 24 (100) : : ‘ : Median T, h (min, max) | 12.0 (8.0, 24.0) | 8.0 (8.0, 12.0) | 6.3 (4.0, 12.0) | 8.0 (4.0, 8.1) | 4.0 (4.0, 8.0) | 4.0 (4.0, 12.0)

(n - 8) or afimetoran (n - 24) once da]ly at doses of 3 and 10 mg for 14 days and 30 and 60 mg for 21 days and Native American or Alaska Native -. - aDetermined using geometric mean (% coefficient of variation). References

were followed for up to 42 days Toax, time of maximum observed concentration.

Sex, n (%

 In Part C (J-MAD), 24 healthy adults of Japanese descent were enrolled across 3 dose cohorts to receive placebo (n = 6) Male( ) 26 (54.2) 26 (81.3) 16 (66.7) 1. Kawasaki T, Kawai T. Front Immunol 2014;5:461. 9. Dudhgaonkar S, et al. Oral presentation at the American College of

or afimetoran (n = 18) once daily at doses of 10, 30, and 60 mg for up to 21 days and followed for up to 42 days Female 22 (45.8) 6 (18.8) 8 (33.3) * In the SAD (Part A) cohort, afimetoran displayed linear PK with dose-dependent increase in exposures (Table 5) § zlajus AL(’: Be“t‘lerJBé ’ml’;’“g33’123";‘1’633;2‘15‘2?12 Kheamatolosy Convergence Annual Meeting; November 5-9, 2021

. o . ] . ] ] . . Guiducci C, et al. J Exp Me ;210: - . ) _
Mean body weight, kg (SD) 77.09 (12.68) 78.63 (11.923) 66.4 (11.584) Characteristic « Afimetoran demonstrated a long half-life (~ 80 h) across the doses evaluated, which is consistent with its 4. Fillatreau S, et al. Nat Rev Rheumatol 2021:17:98-108. 10. gufhgaogkgr 256261t ib*’tostetrzggese”tat"’” at LUPUS CORA;
redicted low clearance 5. Deane JA, et al. Immunity 2007;27:801-810. et - DS .rac o .
MethOdS Mean age, years (SD) 33.9 (9.69) 35.9 (10.32) 39.5 (9.06) Total TEAEs, n P , , , , , , , o 6. Subramanian S, et al. Proc Natl Acad Sci U S A 2006:103:9970-9975. 11. Kaul A, et al. Nat Rev Dis Primers 2016;2:16039.
. , e Consistent with an observed low clearance, the level of active circulating minor active metabolite in plasma 7. Demaria O, et al. J Clin Invest 2010;120:3651-3662. 12. Rahman AH, Eisenberg RA. Semin Immunol 2006;28:131-143.
* Safety assessments Participants with = 1 was low (< 2% of AUC); this ratio was similar across all doses evaluated 8. Dyckman AJ, et al. Poster presentation at LUPUS CORA; 13. Wallace DJ, et al. Nature Rev Rheumatol 2012;8:522-533.
" : e Baseline participant characteristics are shown in Table 1 TEAE, n (%) ’ October 6-9, 2021. Abstract 257. 4. Dowting DJ. Immunohorizons 2018;2:185-197.

— Safety and tolerability were assessed as rates and by severity of all treatment-emergent adverse events (TEAES) o . Severity e Low inter-individual exposure variability was also observed among participants across cohorts (% coefficient of 15. Arpaia N, Barton GM. Curr Opin Virol 2011;1:447-454.

 PK and PD assessments e Across all cohorts, the frequency of TEAEs was low, and the majority were unrelated to afimetoran (Tables 2-4) Mild variation ~ 30%)
: : : : : Moderate : : : . .. : : : : .
— PK parameters were estimated from plasma concentration versus time data using Phoenix WinNonlin™ — The most common TEAEs were headache, followed by upper respiratory infection and gastrointestinal Severe « The PK profile of participants who received multiple doses (Part B) was consistent with the known PK properties Acknowledgments
software (Certara, Princeton, NJ, USA) symptoms (dyspepsia, constipation, and vomiting) Related to afimetoran or placebo assessed based on Part A
. . . . . ce . . e . . . . . . . . e Th l h de thi d ibl o All h ibuted d d th ion; writi d
— To assess target engagement of afimetoran with TLR7/8, ex vivo assays (TruCulture) that measure IL-6 production — All TEAEs were classified as mild, except for 2 that were classified as moderate (viral upper respiratory IE)S + Exposures in Japanese subjects (Part C) were slightly higher than those estimated in Part B; however, the overall Lo umeers W ety fegrfss\s:]oyp‘ﬁ?dpzted edi?;’rtiaffs;ﬁ;:c: feréopfgviggg fﬁmﬁlye,\fgfjfarjtgﬁfr%;f ne a.n
in response to ex vivo stimulation with a TLR7 (gardiquimod)- or TLR8 (TL8-506)-specific agonist were performed infection and tooth fracture) PK properties of afimetoran across Part B and Part C were similar (Figure 3) e This study was supported by Bristol Myers Squibb Matthew Weddig, BA, of Spark Medica Inc, funded by Bristol Myers Squibb
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