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Briquilimab Demonstrates Rapid, Clinically Meaningful Disease-Control in Adults with Chronic
Spontaneous Urticaria (CSU): Updated Results from a Phase 1b/2a Study
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Background Results

» Chronic Spontaneous Urticaria (CSU) is a recurring inflammatory skin condition lasting 26 weeks, with itchy wheals (hives), Primqry Efﬁcqcy Anqusis
angioedema, or both driven by aberrant activation and degranulation of mast cells in cutaneous tissues

- KIT receptor signaling driven by stem cell factor (SCF), is an important regulator of mast cell survival, making it a potential ‘ Zrlquﬂlg?ﬂt; dZmOpstFGFed rOpldtTmCtJX and hlg_htCTG%tﬁlongl with rc;plfl, ?Qse—l Table 4. Primary efficacy analysis of 120 and 180 mg Figure 5. UCT scores for 120 mg, 180 mg Q8W, and 240 mg SD Figure 6. UCT scores for 120 mg and 180 mg QI2W cohorts
therapeutic target for CU ependent Teductions In serum tryptdse consistent with earty onset ot clinicd Q12W cohorts. cohorts over 12 weeks. over 12 weeks.
responses in CSU participants (Fig. 2A and 2B) booled
. Briqui!imgb, a humonizepl, oglycosyloted, anti-KIT monqclonol antibody, directly blocks the SCF binding site on KIT, leading 120 mg 180 mg placebo 16 - 16 - -
to inhibition of SCF/KIT signaling and mast cell apoptosis Figure 2A. Briquilimab serum concentration over time in CSU Week 16 Q2w (N=4) Q2w (N=7) (N=12)
- Briquilimab (subcutaneous) was evaluated for safety, tolerability, and efficacy in a Phase 1b/2a randomized, double blind, participants following subcutaneous (sC) administration. Mean (SE) UAS7 0.5 (0.5) 72 (4.9) 15.6 (4.5) . o
placebo-controlled multiple ascending dose clinical study (BEACON, NCT06162728) in participants with moderate to severe w w
CSU who were symptomatic despite Hl antihistamines and omalizumab - Mean (SE) UAS7 change -29.8(6.9) -21.7 (6.5) -13 (3.2) 2z N
ymp P 30 10mg (N =3) from baseline S A AT ‘ c c
. : : - : : . = 8 1 8 -
- The Urticaria Control Test (UCT) is a participant-reported outcome (PRO) tool used to assess disease control in participants JRg— :g 2: EE =2 Mean (SE) ISS7 change 142 (36) 18 (31) 68 (16) S < i
with CSU. We present efficacy and safety data including results of UCT scores captured electronically during the study 9 g’ —e— 120mg (N = 8) from baseline o T B 3 3
£ 20- e Mean (SE) HSS7 ch > a4 > 4
° . ope . A . . oy o . . . _3 —e— 240 mg (N = 3) ean change ~ ~ ~
Figure 1. Bnthmab blocks SCF ligand-binding to KIT, inhibits SCF/KIT signaling and induces = trom baseline 155 (3.3) 104 (34) 62(18)
MC apoptosis. 2.9 157
auilimab 87T Complete response (CR) rate?3 50% 57% 17% 0 0 . . . . .
.. .. .."‘B.”qUI 'ma g 'E 10 - , . . . Baseline 4 6 8 12 Baseline 4 6 8 12
— .ﬁ.'(” V0 g § Well controlled rate? (UAS7 <6) 75% 57% 33% Visit (week) Visit (week)
FceRl \\\\\\ DI "T X 8 | Note: '50% of participants in the pooled placebo group utilized rescue medications, including steroids during the ® 120 mg Q8W (N=4) ® 180 mg Q8W (N=7) ® 240 mgSD (N=3) @ Pooled Placebo (N=13) ® 120 mg Q12W (N=4) @180 mg QI2W (N=7) @ Pooled Placebo (N=13)
&L i X 5 study; 2Median time to first dose CR <3 weeks (pooled 120 mg, 180 mg); 3Last observation carried forward (LOCF)
»$ \ @ method was applied for missing data. . o L
¢ signai ) Apoptosis .y «Improvements in UCT scores occurred by Week 4 for participants on briquilimalb for all cohorts
—_— X PoP 3 0 « 75% of participants in the 120 mg QI2W briquilimab cohort had well controlled
i disease at 16 weeks - 4 weeks post second dose
oot g Time (weeks) Ssummary of Adverse Events
® e - Resolution of hives and itch was consistent with briquilimab-mediated mast
FovR % e €D « Briquilimalb at 240 mg SC had a T, of 4 - 7 days with a half-life of cell depletion
Vi Jegranyation burable approximately 9 days R . .
; Table 5. Briquilimab demonstrated a favorable Table 6. Safety observations possibly related to KIT blockade were
Disease Control . . . . .
Figure 3. Primary efficacy analysis of 240 mg single safety profile. infrequent and generally limited to Grade 1 events.
Figure 2B. Serum tryptase over time in CSU participants. dose cohort.
Pooled Pooled Pooled Pooled
127 Placebo (N = 12) participants with: N =37,n (%) N =12, n (%) Adverseevent N=37,n(%) N=12,n(%) CTCAEgrade/comments
~ 104 1 80% 7 Any DLT 0 (0) 0 (0) Hair color 4 (10.8) 1(8.3) * All reported as Grade 1
£ { | i changes - 2 cases reported to be resolved/resolving on treatment
PhCIse '|b/2C| BEACON StUdy DeSign E? 8 <o | 60% 7 Any TEAE 27 (730) 8 (66-7) +1at 80 mg, 1at 120 mg, 2 at 180 mg and 0 at 240 mg
. Lo . . \; o - Any treatment-related Skin 0 (0) 1(8.3) « No skin discoloration observed with participant exposure up to
Screening/eligibility Table 1. Dosing regimen for cohorts. 5 o serious TEAE 1(27) 0(0) discoloration 28 weeks
. . - . . Partici t Q o e s . . .
+ CSU diagnosis 26 mos. * HlI-antihistamine-failed Dose (rq:ééf:‘?;r;izn) schedule [ 20% Any hypersensitivity 1(27) 0 (0) Taste change / 6 (16.2) 0 (0.0) « All mild, Grade 1 occurring on first dose, 2 recurrences (resolved)
hypogeusia - Taste reductions: bitter, salt, umami
*UAS7 216 ’ Inodquqte response Open label 10 mg n=23+3 Weeks 0 g 0% - . . . T T T T ® Any qnaphquXis 0 (O> 0 (O) YPos » Resolved :Jn 5I porticliponts: M:dion tlime to resolution of 31 days
.18+ to omalizumab _ _ ' ) o 1 2 3 4 5 6 7 8 9 10 nm 12 .
years (n=6) 40 mg n=3+3 4,12,20 ) Any TEAE leading to » 1at 80 mg, 1at120 mg, 1 at 180 mg and 3 at 240 mg
' Time (weeks) discontinuation of IP 1(27) 0(0)
Key assessments 80 mg n=28(31) Q8W 0 | | Neutropenia / 5 (13.5) ] (8.3) « All resolved while on therapy prior to subsequent dose
' ' n=6(21) Q8W 0 ; é 4|1 6 8 Note: Data cut-off 31 Jan 2025. Adverse event > Grade 3 1(2.7)2 1(83)° neutrophil count » Grade 3 neutropenia in a single participant with prior history of
. Diseqse scores: - Mast cell depletion 120 g : Time (weeks) . . = - | decreased idiopathic neutropenia and thrombocytopenia, resolved
UAS7 UCT & recovery. serum n=6(21) Q2w «In the 240 mg single dose cohort, mean baseline UAS7 = 26.6; mean week 2 Nr?te: Mc?tst tcomhmonly re]pgrteclzl AEs §E25 parilc]é%onts): %%ogh&r}gngng, fcénhgue, howcglqtr on therapy ‘ . . N
Safetiy EAES SAES tryptase Sléin biopsies Double- 0 (3 ]) 08w Note: *All values below LLOQ (1.6 ng/ml) are represented as 50% of LLOQ (0.8 ng/ml); Data cut-off 31 Jan 2025. UAS7 =0 demonstrdting a Complete response feogcntigoer;; 028 grsglg?Dgoerfilci|£.)C1Irr:t,g]gOpl?‘r:glc(lll?gvr\},’CTCTEgg?Ode,3 KE: negLth?oSeniOY%?\rrseelgtsé(ljw—y . Slqcr(ejfcglyeeéjggFt)ﬁgll’gg;/eunophII count decrease i parfieipants
° . , ! X n= : prior history of idiopathic neutropenia, thrombocytopenia; 3. Single participant, placebo, ' ] ]
. Pharmacokinetics blind 180 mg ~ . *Reductions in serum tryptase were below LLOQ in 100% of 240 mg cohort and - During Weeks 1-12, the UAS7 = 0 CTCAE grade 3 bronchitis. - No associated fevers or infections
placebo- n =9 (31) Q2w in 57% of 180 Mg cohort by week 2 - 0.at 80 mg, 2 at 120 mg, 2 at 180 mg and 1 at 240 mg
. controlled N . - Safety profile during 28-week exposure for 10 mg — 180 mg
Study operations (n=67) 240 mg n=4(31) Single dose . : doses, as of 31Jan25 - Maijority of AEs resolved during repeat dosing and none resulted in discontinuations or dose delays
240 mg 5180 mg”  n=8"(31) Q8w Figure 4. Dose dependent UAS7 reductions observed over Jority grep 9 Y
+Us teadi Tom casale, M -5 sites n the U5 & £ 240 mg” n=8"(31) Q8W Table 3. Primary efficacy analysis of 80, 120 and 180 mg Q8W 28-week treatment period.
« EU Lead: Martin Metz, MD '
: o . cohorts
360 mg n =8 (31) Single dose 40 - e 120 mg QBW (N = 4)
Pooled 36. -e- 180 mg Q8W (N = 7) -
Notes: *Expanding 240 mg and 360 mg SD cohorts to 8 participants each; **Enrolling omalizumab-naive participants with CSU. 80 mg 120 mg 180 mg plqcebo —e- 240 mg SD (N = 3) C o n C I u S I o n s
Week 12 Q8w (N = 6) Q8w (N = 4) Q8w (N = 7) (N = ]2)] 32+ Pooled placebo (N =12)
Mean (SE) UAS7 217 (7.2) 27 (2.7) 00 (48) 195 (40) M 281 I s ~
L 24+
“ xoe;nb(o?sEgl'lerAeg change -93(58) -272(39) -151(47) ~9.2 (3.6) § 20- - Subcutaneous briquilimab demonstrated an early T consistent with rapid onset of - Dose optimization, based on PK/PD variables, may enhance
! € 16- clinical response efficacy and mitigate potential safety events
Mean (SE) ISS7 change I 133 (0.9) 81 (24) 48 (8) E 12- ( T - Rapid decline in serum tryptase and UAS7 as early as Week 1 - Mast cell depletion, occurring after briquilimab
. . . . .. from baseline T R R B _ i indicati i - _ ! o .
Table 2. Baseline demographics and disease characteristics. Sl-E Increase in UCT indicating disease control as early as Week 4 administration, appears to be a promising therapeutic
Pooled briquilimab Pooled placebo ?fg;nb(s:glmseg change -45 (31) -13.8 (31) -7.0 (2.4) -4.4 (19) 4 - Dose dependent durability observed in complete responses and well-controlled disease approach for mast cell mediated diseases, including CSU
(N=37) (N=12) 0 — High CR rate observed, durable to 8 weeks, following single 240 mg dose - The data support advancing into a late-stage clinical
: _ _ Complete response (CR) . . . .
Age (years), median (range) 41(18-82) 39 (26-60) 3 P 17% 50% 43% 8% . iy | ' | | ' | | - Briquilimab was well tolerated and demonstrated a favorable safety profile development program for CSU
oo S %) 24 (65%) 10 (83%) rate WVisit Baseline 4 8 12 16 20 24 28 § yp
emale Sex, n (% % % week — No dose-limiting toxicities were observed
, Well controlled rate® (UAS7 <6) 33% 75% 43% 8% Briquilimab N 4 N N : = : . . .
BMI, median (range) 28 (22-50) 27 (24-42) dose (Q8W) — Predictable clearance may allow for restoration of signaling on other KIT-expressing cells
Note: '50% of participants in th led placeb tilized dications, including steroids during th
UAs7 (0-42), mean (SD) 27.3 (8.2) 286 (9.4) Study; “Median fime to first dose OR <3 weeks (pooled 120mg, 180mg); “Last observation carried forward (LOGF) noaoms 1 \ y
method was applied for missing data.
1SS7 (0-21), mean (SD) 141 (3.8) 14.6 (4.7) o . . . o . .
L. . L Note: '50% of participants in the pooled placebo group utilized rescue medications, including steroids during the .
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