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Results

Primary Efficacy Analysis Briquilimab Pharmacokinetics and Pharmacodynamics

- Chronic spontaneous urticaria (CSU) IS a mast-cell driven, recurring inflammatory skin condition lasting 26 weeks, characterized
by itchy wheals (hives), angioedema, or both

Figure 3. Briquilimab demonstrates rapid T__ and high C Figure 4. Briquilimab demonstrated dose dependent

- The interaction of the c-Kit (CD117) receptor with its ligand stem cell factor (SCF) is an important regulator of mast cell function Table 2. Primary efficacy analysis of 80, 120 and 180 mg Q8W Table 3. Primary efficacy analysis of 120 and 180 mg QI2W consistent with early onset of clinical response in pqrticipr?:lqﬁts reductions in serum tryptase
and survival, making it a potential therapeutic target to remove the underlying source of the inflammatory response in CSU 80 mg 120 mg 180mg  Pooled placebo Pooled with CSU.
o . . . . . . o . . Week 12 Q8W (N=6) Q8W (N=4) Q8W (N=7) (N=12) 120 mg 180 mg placebo - 12- . :
* Briquilimab is q humoml.zed, Oglycosylot.ec?l,.antl—c—K|t monoclonal ont.|body that directly blocks the SCF binding site on the c-Kit Week 16 Q2w (N=4) QI2w (N = 7) (N =12) 307 0mg (N =3) . Preliminary PK data in participants 2 lF.eec.jucftlon be!f?vv Ic?wer
receptor, leading to c-Kit/SCF signal inhibition and mast cell apoptosis Mean (SE) UAS7 217 (7.2) 27 (2.7) 9.9 (4.8) 19.5 (4.0) ~ e ) 0mg §N=Z; with CSU indicates briquilimab = (Imlt o) quantification
Mean (SE) UAS7 score 0.5 (0.5) 7.2 (4.9) 15.6 (4.5) o E Mo = PK is comparable to historical £ LLOQ) in all 240 mg dose
- We report the preliminary results from the Phase 1b/2a randomized, double blind, placebo-controlled multiple ascending Mean (SE) UAS7 change -93(568)  -272(39)  -151(47) -9.2 (3.6) 23 50- b Ez:‘]giﬁ;fj) dota i hepolthy volunteors ® oarticipants and in 57%
dose clinical study of subcutaneous briguilimab in participants with CSU who are symptomatic despite H1 antihistamines from baseline gﬂc?:er;‘r(g) UAS7 change from -29.8 (6.9) ~217 (6.5) 713 (32) = ~o— 240 mg (N = 3) 2 of participants at 180 mg
: ' OO0 157 o iquili -
and omalizumab Complete response (CR) rate 17% 50% 43% 8% FR= 240 mg br'qu.'“mdb SC Tmox E dose by Week 2
(UAS7 = 0) Complete response rate 50% 57% 17% cE 10- ‘ s 4-7 days with a half-lite 5
(UAS7 = 0) 3 9 of approximately 9 days 5 .
Well controlled rate (UAS7 < 6) 33% 75% 43% 8% - S 5- | : oo Plot denics (standard deviation) (
Well controlled rate (UAS7 < 6 75% 57% 33% O S T Note: Plot depicts mean (standard
Last observation carried forward method (LOCF) was used for data imputation. Note: 50% of participants in the pooled placebo group utilized rescue medications, including steroids, during the studly; 0 ] g 3 4 o 6 7 8 drug accumulation anticipated at doses up to Placebo —e—80mgQ8W —e—120 mgpooled —e— 180 mg pooled —e— 240 mg SD '

below LLOQ (1.6 ng/ml) are represented

. Last observation carried forward method (LOCF) was applied for missing data;, Median time to first dose CR < 3 weeks Time (weeks) 240 mg every 8 weeks. % of _ _
- /5% WC disedse observed at 12 Weeks - 4 weeks post second dose (pooled 120 mg, 180 mg). 0 S0 oroa (08 ng/my
Phase ]blzq BEACON Study Desig N »+ 75% WC disease observed at 16 Weeks - 4 weeks post second dose
Figure 1. Dose dependent UAS7 reductions observed over summary of Adverse Events
- Randomized, double-blind, placebo-controlled, Participants 28-week treatment period. Fiaure 2. 240 mad sinale dose comblete resbonse and
multiple ascending dose study (NCT 06162728) b (randomization) Schedule 9 ) 9 9 P P o , , , ,
_ . well controlled. Table 4. Briquilimab demonstrated a favorable safety profile. Table 5. Safety observations possibly related to c-Kit
Y liqibility criters C ¢ Open label 10mg n=3+3 Weeks 0, 4,12, 20 A. Mean UAS7/ score over time. : .
ey eligibllity criteria ey assessments (n =6) 40 mg n=3+3 Pooled Briquilimab Pooled placebo blockade were lnfrequent and generally limited to
40 - ici ith: = % = %
. CSU diagnosis 2 6 mos.  + Disease scores 80 mg n =8 (31) Q8W —- 120 mg Q8W (N = 4) A. 240 mg complete response weeks 1-12 (UAS7 = 0). Number of participants with: N =37,n (%) N=12,n (%) Grade 1 events.
UAS7, UCT % o 1somg aswin=7) Any DLT 0 (0) 0 (0)
« UAS/ 216 ! Nn=06 (21]) Q8W 39 _ —e— 240 mg SD (N = 3) .Poc?l.ed Pooled
o Safety TEAES. SAEs 120 mg Pooled placebo (N =12) 100% - ® ® ® ® ® Any TEAE 27 (73.0) 8 (66.7) bl‘quI"mCIb plqcebo
- 18+ years / n=6(21) QI2W 28 - ) ] Adverseevent N=37,n(%) N=37,n(%) CTCAE grade/comments
. bh et — ) Any treatment-related serious TEAE 1(2.7) 0 (0)
+ HI-antihistamine-failed darmacokinetics Double- n =10 (31) Q8W n 244 ¢ 80% - o Hair color 4 (10.8) 1(83) - Allreported as Grade |
. blind 180 — ‘ Any hypersensitivity 1(2.7) 0 (0) |
- Mast cell depletion Mg C 204 ) changes - 2 cases reported to be resolved/resolving
- INnadequate response placebo- n=9(31) QI2W O 60% - A hvlaxi 0 (0) 0 (0)
. . . & recovery. Serum Q | ° ny anapnylaxis - 1at 80 mg, 1 at 120 mg, 2 at 180 mg
o omalizumab R controlled , £ 16 i : : : : and 0 at 240 m
tryptase, Skin biopsies (n=71) 240 mg n = 8* (31) Single dose ~ | " IRy 209 - Any TEAE leading to discontinuation of IP 1(2.7) 0 (0) g
.. N < L4 Ad t > Grade 3 1 (27)? 1(83)° Skin 0 (0) 1(8.3) - No skin discoloration observed with
240 mg — 180 mg n=8(31) Q8W D g- " 0 ) Verse event = brade (27) (83) discoloration patient exposure up to 28 weeks
240 ok - g (3,]) 3 1 { 20% Note: 1. Single participant, 180 mg Q8W, CoFAR grade 2 hypersensitivity reaction; 2. Single participant, 180 mg QI12W, CTCAE grade 3 AE:
mg Nn = . Q8W £ neutropenia, unrelated — prior history of idiopathic neutropenia, thrombocytopenia; 3. Single participant, placebo, CTCAE grade 3 bronchitis. Taste chcmge / 6 (]6.2) 0 (0.0) « All mild, Grade 1 Occurring on first dose,
— k(2 : 0 *—o—o—o0—o | 0% —* A S s S S S R * hvpboaeusia 2 recurrences (resolved)
360 Mg n=8" (31 Single dose c 1 2 3 Ti?ne ?Wee?(s) /8 9 10 N 12 - Most commmonly reported AEs (25 participants): nasopharyngitis, fatigue, hair color YPOS . Taste reductions: bitter, salt, umami
r | | ' ' | | | change, taste changes - Resolved in 5 participants: median time
Note: *Expanding 240 mg and 360 mg SD cohorts to 8 participants; **Enrolling omalizumab-naive participants with CSU; UAS7 — urticaria activity score over 7 days; UCT — urticaria control test. Baseline Week 4 Week 8 Week ].2 . Week 16 Week 20 Week 24 Week 28 ~ to resolution QF]2 3] dC]F;/S
Visit o= 240mg (N =3) » 28-week exposure for 10 mg - 180 mg doses, 16-weeks for 240 mg dose as of 31lJan25 data cut .10t 80 mg, 1at 120 mg, 1 at 180 mg
Placebo (N =12) ! !
- Deeper UAS7 reductions observed in subsequent doses . : o and 3 at 240 mg
Flgure 5. NGUtrophII ——120 Mg Q8W —e— 180 mg Q8W —e— 240 mg SD Pooled placebo Neutropenia / 5 (135) 1 (83) « All resolved while on therapy pl’iOf’ to
. OeNnNSItivity analysis. . =~ decreased - Grade 3 neutropenia in a single
Y Y remained stable, 2 e ULN participant with prior history of idiopathic
40 — . o neutropenia and thrombocytopeniaq,
—e— 120 mg Q8W (N = 4) B. 240 mg well controlled weeks 1-12 (UAS7 < 6). with predictable = 6- i& i resolved on therdpy o
I I I 1cti 36 - —e— 180 mg Q8W (N = 5) . . Q > * 2 . .
Table 1. Baseline demographics and disease characteristics. 3y DIPTSR reduction which S 44 & =3 - Grade ne.utéoperg.lq/neuttrop”h|I count
— T _ 100% — . . . . . . 5 ecredse In o pardcipants, dil resoive
- } - Pooled placebo (N =12) Subsequently L T on therapy
10 mg [ 40 mg 80 mg Q8W 120 mg pooled 180 mg pooled 240 mg Pooled placebo —~ " - resolved - No associated fevers or infections
(N =6) (N =6) (N =38) (N=14) (N=3) (N=12) 0 24 ‘~ | 80% - ) 9__) - | | | | | - 0 at 80 mg, 2 at 120 mg, 2 at 180 mg
g 20 | o Bc:seDIl]nyeQ J//@\{_«» LI R © o o P and 1 at 240 mg
Age (years), median (range) 55 (31-63) 63 (22-77) 43 (23-82) 38 (18-73) 44 (29-64) 39 (26-60) @ 60% 7 Note: LLN — lower fimit of normal PPy e Y N & & & &
ge\y g c 16 - ULN — upper limit of normal. . o . . i : . . .
~ 209 Visit - Majority resolved during repeat dosing and none resulted in discontinuations
OO oO oO 0O 0O oO 0O m ] ] ° ] . . . . . .
Female sex, n (%) 6 (100%) 3 (50%) 5 (63%) 7(50%) 3 (100%) 10 (83%) < . ,~ - No discontinuations or dose delays due to reductions in neutrophil counts or dose delays
Weight (kg), median (range) 66 (55-93) 98 (77-129) 88 (63-122) 84 (64-131) 76 (67-84) 78 (66-110) A 20%7
BMI, median (range) 25 (22-30) 34 (24-50) 29 (22-43) 31 (22-41) 27 (27-31) 27 (24-42) 0- | T Y 4t & Y & & 10 om b C | o
. . , , , , . . Time (weeks) onciusions
UAS7 (0-42), mean (SD) 26.1 (9.5) 31.0 (7.9) 27.9 (8.6) 25.9 (7.8) 26.6 (10.9) 28.6 (9.4) Baseline Week 4 Week 8 Week 12 Week 16 Week 20 Week 24 Week 28
Visit —o— 240 mg (N =23)
uCT (0-16), mean (SD) 3.6 (2.8) 33 (24) 3.7 (15) 4.4 (2.9) 37 (15) 37 (3.6) Note: 50% of participants in the pooled placebo group Utilized rescue medications, including steroids, during the study; Placebo (N =12)  Subcutaneous briquilimab demonstrated an early T, consistent with rapid onset + Briquilimab was well tolerated and demonstrated a favorable safety profile
Serum tryptase (ng/mlL) 8 T standard erer of clinical response — Predictable clearance may allow for restoration of signaling on other c-Kit expressing cells
mean (SD) 6.6 (14) 8.4 (2.6) 7.8 (5.1) 6.0 (3.2) 4.5 (1.0) 8.1(4.7) * A sensitivity analysis was conducted to evaluate dose-dependent responses ) Ropi.d de.cline n .UAS7 as early as Week - Dose optimization, based on PK/PD variables, may enhance efficacy and mitigate
excluding participants with potentially non-mast-cell-mediated chronic urticaria - Median time to first dose CR <3 weeks (pooled 120 mg, 180 mg) potential safety events
- As of the 31 January 2025 data cutoff date, 49 participants with moderate to severe CSU were enrolled across the 10 to 240 mg cohorts - 2 participants in the 180 mg Q8W cohort with typical PK and tryptase reductions » Dose dependent durability observed in complete responses and well-controlled disease - Mast cell depletion, occurring after briquilimalb administration, appears to be a promising
Al fo ; P ol . r 5 . csy ot ¢ Highest ¢ medical g below LLOQ by 1-week post dose, did not have an appreciable change in UAS7/ score, Acknowledgments — High CR rate observed, durable to 8 weeks, following single 240 mg administration therapeutic approach for mast cell mediated diseases, including CSU
participants were refractory or intolerant to omalizumalb, representing a population of highest unmet medical nee suggestive of non-mast cell mediated urticarial disease We thank all the participating investigators, study participants and their families.

- The data support advancing into a late-stage clinical development program for CSU
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