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Introduction & Objectives:

Vibozilimod (VBZ) is a potent, oral, selective agonist of the sphingosine-1-phosphate receptors (S1IPR) 1 and 5, an
inverse agonist at S1P4R, and devoid of activity on S1IP3R. S1P1 receptor modulators sequester circulating
lymphocytes within lymph nodes, causing reduction of pathogenic autoimmune cells in the blood stream and
inflamed tissues, making S1P1R agonists an effective therapeutic agent for autoimmune disorders. VBZ is in
clinical development for the treatment of chronic immune-mediated, inflammatory disorders.

Materials & Methods:

In this randomized, double-blind, phase 1, single ascending dose study, healthy male and post-menopausal
female volunteers received single doses of either VBZ 0.1, 0.3, 1, 2, 4, or 6 mg in males and 2 mg in post-
menopausal females, or placebo in a 3:1 ratio. Safety, tolerability, pharmacokinetics (PK), and pharmacodynamics
(PD) were evaluated.

Results:

Fifty-six healthy subjects were randomly assigned to VBZ or placebo in seven groups (groups 1 to 6; males: n=48,
and group 7; females: n=8). Vibozilimod was well tolerated and adverse events (AE) were mild to moderate.
Transient bradycardia was noted between 2 and 4 h post-dose, the maximum drop in heart rate was 17.2
beats/min, which plateaued at 2 mg and higher doses (Table 1). A dose-dependent percent reduction of absolute
lymphocyte count (ALC) compared to baseline was observed, with onset at approximately 4 h post-dose, 30.9
(p<0.05), 50.0 (p<0.001), 43.6 (p<0.01), 58.6 (p<0.001), 60.5 (p<0.001) and 68.1 (p<0.001), vs. placebo (PBO)
22.4 and at 24 h with 21.0 (non-significant; ns), 32.1 (p<0.05), 36.3 (ns), 51.8 (p<0.001), 57.0 (p<0.001) and 74.0
(p<0.001), vs. PBO 17.7 at doses of 0.3, 1.0, 2.0, 2.0 (F), 4.0 and 6.0 mg respectively. Nadir ALC observed between
4-12 h and was similar to 4 h effect, whereas at highest dose of 6 mg the percent reduction was 77.0 (<0.001).
However, at 96 h the ALC changes were non-significant other than at the 6 mg dose. The ALC effects were rapid
and resolved within 96h (Table 2).

Vibozilimod showed dose proportional pharmacokinetic parameters of maximum concentration (Cmax) and area
under the curve (AUC). The mean time to maximum concentration (tmax) was between 2 h and 2.5 h, and the
median t1/2 was between 33 h and 37 h. Exposure was higher in females than in male subjects. The Vd/F was in
the range of 232 L to 299 L in males and 165 L in females, however with comparable t1/2 in both (Table 2).

Conclusion:



Vibozilimod was well-tolerated with only mild to moderate adverse events (AEs) up to a dose of 6 mg. Transient
bradycardia, a known class effect, was observed with a mean heart rate reduction of less than 10 beats/min up to
a dose of 0.3 mg. Bradycardia effects plateaued at doses of 2 mg and above. Dose dependent reductions in ALC
were significant at doses of 0.3 mg and above. Demonstrated a dose proportional and favorable PK profile.
Vibozilimod is a potent sphingosine agonist with potential promise for the treatment of immune disorders such as
inflammatory bowel disease, multiple sclerosis, lupus, psoriasis, atopic dermatitis, and alopecia areata.

Table 1: summary of Mean Change in Heart Rate (bpm) from Baseline (A) by dose level in phase 1
Single Ascending Dose Study of Vibozilimod

Time [h) 0.1 mg 0.3 mg 1mg 2 mg (M) 2mgz (F) 4 mg &mg Placebo
] B B B B B B B 14
BL 56874 B50+el |6082117 | 61575 Bl2+63 f85+56 L62+21 500+ 108
1 17 0.7 4.7 -5.3 8.7 83 5.3 -11

(28] (2.8) (4.4 (6.5) (43) (8.2) (4.9) (3.4
2 -2.2 4.7 -13.2%= -1g.8%=* -15.0%=* -17.2%= -15.5%** 0.2
(3.1) (4.7 (4.4 (6:3) (3.5 (53] (39) {5.1)
3 -13 -5.0 -15.3%** -1g.3%=* -13.7%= -15.0%=* -15. 5% -0.4
(2.1] 15.3) (6.0) (7.1) (5.1) (54 12.8) [2.0)
1 -0.8 -5.0 -14.3%= -13.8%=+ -11.0% -13.2%=+ -14.3%= 0.6
3.1} (6.0 [6.2) (7.4) (a.6) (8.6) [2.1) [4.7)
5 5.7 50 -4.2 -5.5 -4.7 13 -15 15 g%+
(3.2) (53] (53] (6.1) (4.5) (2.6) (5.0) {9.3)

Values are expressed as mean (£3D); BL — Baselineg; bpm-beats per minute; F-Female

For statistical analysis of heart rate, entire data from pre-dose to EQS (Day 14) h was used; only data at BL, 1h, 2h,
3h, 4h, and 5h, represented in the table.

*p=0.05, =p=0.01, **p=0.001 vs respeciive group BL heart rate. Two-way ANOVA followed by Bonferroni's test

Table 2: Summary of Mean Change in Absolute Lymphocyte Count (ALC) from Baseline [4) and PK parameters
by dose level in phase 1 Single Ascending Dose Study of Vibozilimod

Dose ALC (Lymphocytes/ulL blood) [Mean £ D] Mean PK Parameters
Sex
. Coin AU, LT vd [F
(N) BL ah Madir 2anh 96 h (ngfemi)|{hEng/mi) (h) w
Placebo | Male, 2296 4 + 379.1 1727.1+4237 1727.1+ 4237 18393 £ 4518 | 1958643866 — ) _
(14) |Femate|™ T [-22.4) [-22.4) BV k] [-118)
0.1mg 1666.7£3379 | 1666.7£3379 | 1873314338 | 1933.3+337.4
" | Maie 2078325565 0 Liva oy i 067 | 1783 |35.47| 20028
03mg 15867 +5835% | 15717 +5652*% | 22683 +507.7 | 2383.3+4804
] vl 4
) | Male [28517 5252 T o (311) (210) -16.3) 185 | 5576 | 3445 | 235.86
1mg " 1291 7+ 300 711600+ 378.6"*% 17217+ 2553% | 1968 3+4571 o
i) Male |2576.7 £557.9) 1-50.0) [-55.0) 132.1) I-23.6) 6.03 18583 | 3267 | 24955
2mg 3 11300+ 315.4** 10200 354.3"*% 1281 7+4325 | 1671.7+4854
6} Male |2078.3 + 355 4 [a28) [45.0) (2632) 201) 974 | 32471 | 2431 205.09
2mg " SEL7+107.3*** | 8517+ 17E 8% |1181.7 £ 399.0***| 1716.7 +2138 & .
i) Female|2441.7 454 [s86) Lea5) is18) {258 1594 | 55147 | 3254 | 16677
4mg & 7433+ 265.7*%* | 7133 £ 102.5*** | 7T75.0+ 103.3*** | 1375.0+ 3431 ¥
i€) Male (15083 +477.5 L605) 604} is7.0) {-26.3) 2261 | 72003 (3718 | 28476
Emg 636.7+ 2089 | 4200+ 122.1*** | 505.0+ 115.4*** | 1156.7 £ 108.4*
(&) Male (159950 + 306.9) [-68.1) [-77.0) (-74.0) {-40.6) 3366 | 120729 | 362 | 259568

AUC- Area under the curve; BL - Baseling; Cne = maximum concentration; PK = Pharmacokinetic: tia- terminal half-ife: V/F- apparent voluma of
distribution. Values in parasthesiae indicate percent changes from BL
For P parameters. Cre and AUC are geometric means, tau is median: Vd/F i arithmetic mean.

For statistical analysis of absolute lymphocyte count, anting data from pre-dose to EOS ([Day 14) h was used: only data st EL 4h 24 hand B8 h

representad in the 12ble,
*P«0.05, =001, =*P<0.001 vs. respective group BL values, Two-Way ANOVA followed by Eonferrani's test.
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