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METHODS RESULTS

KEY FINDINGS

Figure 1. Study design Baseline characteristics : Safety
. o Table 2. Key secondary endpoints . _ o .
e Baseline characteristics were generally balanced across arms (Table 1) : : : e Verekitug was well tolerated, with a similar safety profile to placebo (Table 3)
. . o Key inclusion criteria Change Verekitug Verekitug Verekitug H H o . o f .
Vere kltug IS g novel, unmod |f|ed’ Primary endpoint — AAER Ifor:sr;\“ne — 100Nrr=|f:;12qllZw 400Nn=\i1qsz4w 100Nrr=\§;:4w ° 'r: edmo;,t con:jrrlmgon TiAEs were nasopharyngitis, urinary tract intfections,
hich-potencv. fullv human monoclonal Aged 18-80 years e Asthma exacerbations were significantly reduced with verekitug (Figure 2) ore-BD FEV o103 108 o105 eadache, and bronchitis
gn-p Y Y . . o e [njection site reactions were similar across verekitug groups and placebo, and
. . Physician-diagnosed asthma for > 12 months ! o LSM diff vs PBO (95% Cl), mL 99 (9-189) 157 (67-248) 47 (-44 to 137) : . . )
anti body 3 ntagon ist to the rece ptor Table 1. Baseline characteristics o o3ty 0007 3100 of mild severity with no grade 3 or higher event
] o o : : : L ers . . . . _ . . o
for TSLP. and the onIy known TSLP Pre-BD FEV, 2 30% and < 80% predicted with evidence of BD reversibility PITFR T verekitug ppp 1z NP it e Antidrug antibodies were detected in 50%—60% of participants and had no
’ . . . 100 mg ql12w | 400 mg g24w g1 [on -8 P2 Placebo I I I I I
" " it i b d . Treatment with medium/high-dose ICS > 3 months N=121 N=118 Nj;(, N=119 Week 24 | LSM diff vs PBO (95% Cl) -0.21(-0.43t00.01) | -0.34(-0.57t0-0.12) | -0.23(-0.45 to -0.01) impact on safety findings, pharmacodynamics, or efficacy
receptor antagonist antino 18 : . . .
P & Y Documented history of asthma exacerbation(s) in past 12 months as Age, mean (SD), years 54.6(12.2) | 53.8(11.7) | 51.7(15.4) |54.0(13.1) Nominal P value 0.0651 0.0027 0.0447 Table 3. Safety summary
clinical development defined by any of: Race, n (%) White 91(752) | 90(763) | 90(750) | 93(78.2) FeNo V=113 =109 . WP verekitug
> 2 events requiring SCS Black/African American 13 (10.7) 12 (10.2) 15 (12.5) 8 (6.7) LSM diff vs PBO (95% Cl), ppb -13.7 (-18.6 to -8.8) -12.2(-17.2t0 -7.3) =7.5(-12.4t0 -2.6) 100 mg q12w | 400 mg q24w B LLNTR P Placebo
. . . L . i N=121 N=118 N=119 N=119
In participants with severe asthma > 1 event requiring inpatient care > 24 hours Other 17 (14.1) 16 (13.6) 15(12.5) | 18(15.1) Nominal P value <0.0001 <0.0001 00028 Pu— s P (o g e (e e
> 1 event requiring SCS + FeNO > 50 ppb Region, n (%) North America 32 (26.4) 29 (24.6) 33(27.5) | 38(31.9) Pre-BD FEV, N=193 N=18 N=17 ny (62.0) (58.5) (62.2) (65.5)
on standard bac kg round thera Py, Western Europe 17 (14.0) 13 (11.0) 15(125) | 19 (16.0) LSM diff vs PBO (95% CI), mL 150 (-45 to 346) 140 (59 to 339) 85 (116 to 287) TEAE related to study treatment 10(8.3) 4(3.4) 9 (7.6) 8(6.7)
. ACQ—G >1.5 Nominal P value 0.1309 0.1674 0.4057 Any serious TEAEs 5(4.1) 8 (6.8) 6 (5.0) 10 (8.4)
Ve re klt U g eve ry 1 2 Wee kS O r eve ry Central/Eastern Europe 35(28.9) 38(32.2) 41(34.2) 33(27.7) ' : : Any serious TEAEs related to study treatment® 0 1 (0.8) 0 0
Rest of the world? 37 (30.6) 38 (32.2) 31(25.8) | 29(24.4) ACQ-6 N=19 N=19 N=17 TEAES wi
- - - . (o . _ s with outcome of death 0 0 0 0
24 Wee kS IEd tO Stat | St | Ca I I Sl n |f| Ca nt Verekltug 100 mg SC q12w Dose of inhaled glucocorticoids, n (%) = Medium 63 (52.1) 62 (52.5) 59 (49.2) 61 (51.3) Week 60 | LSM diff vs PBO (95% Cl) 0.06 (-0.42 to 0.55) -0.21 (-0.70 t0 0.28) -0.24 (-0.74 to0 0.26) S
) (high C \ Grade > 3 TEAEs 8 (6.6) 13 (11.0) 10 (8.4) 10 (8.4)
. . . . . |g EXpOSU re a Highb 58 (47.9) 56 (47_5) 61 (50.8) 58 (48.7) Nominal P value 0.8000 0.3928 0.3541 TEAEs leadi to studv di ti ti int ti 4(3.3 1(0.8 4 (3.4 2 (1.7
Cllnlca”y meanlngful reductlons N trough — | - - - - s lea mg. o-suy iscontinuation/interruption (3.3) (0.8) (3.4) (1.7)
Verekitue 400 SC 024 Historical asthma exacerbations, n (%) | >2 ER visits + SCS>3 days| 99 (81.8) 96 (81.4) 96 (80.0) | 100 (84.0) FeNO N=13 N=18 N=17 TEAESs of special interest® 2 (1.7) 0 1(0.8) 2 (1.7)
asthma exacerbations ) with ea r|y er((-j:. Itug mg : g W > 1 hospitalization 14 (11.6) 16 (13.6) 20(16.7) | 11(9.2) LSM diff vs PBO (95% Cl), ppb ~20.4(-31.5t0-9.4) | -26.3(-37.6t0-15.0) | =-17.0(-28.4to0 -5.6) Most common TEAEs (2 5%)°
a n d S u sta | n ed | m rove m e nts | n I u n N=478 (me lum exposure ad trough) Asthma duration, mean (SD), years 27.2 (17.0) 22.0(17.0) 24.2 (15.3) 126.8 (17.6) Nominal P value 0.0003 < 0.0001 0.0036 Nasopharyngitis 13 (10.7) 9 (7.6) 9 (7.6) 12 (10.1)
P & randomized Verekitug 100 mg SC q24w Prebronchodilator FEV,, mL, mean (SD) 1802 (620) | 1831(590) | 1878(623) |1873 (644) Dif, difference; LS, least squares mean; PBO, placebo. Urinary tract infections 7(5.8) 7(59) 6(5.0) 6(5.0)
function and asthma symptoms 111 > (low exposure at C_ ) Baseline FeNO, mean (SD), ppb 41.9(44.8) | 39.3(46.5) | 32.7(28.8) (37.9(37.2) :eadah‘:.:e 2 Ej‘i; Z EEZ; i Ei;; 2 22(5);
*1°1° roncnitis . . . .
it o Baseline ACQ-6 score, mean 2.72(0.66) | 2.54(0.57) | 2.67(0.67) |2.65(0.67) Figure 3. Subgroup analysis (100 mg q12w) , ——
. : : . Upper respiratory tract infection 3(2.5) 5(4.2) 6 (5.0) 7 (5.9)
Ve re klt ug Wa S We I I to I e rated’ 4} Placebo SC q12w Blood eosinophil count, cells/uL Median 290 270 260 250 AAER by subgroup Influenza 4(3.3) 3(2.5) 5 (4.2) 8 (6.7)
. . (min, max) (30, 1850) (30, 3090) (30,2720) | (30, 2090) Verekitug Placebo Rate ratio Asthma 3(2.5) 3(2.5) 6 (5.0) 7 (5.9)
Sub AAER AAER 95% ClI : : : :
W I t h a Safety p rOfI |e CO m pa ra b I e ®Includes Latin America, Asia-Pacific, and South Africa. "Medium-dose ICS without oral corticosteroid; high-dose ICS and/or oral corticosteroids. HDeTouR " " ( ) Back pain 6 (5.0) 3(2.5) 2(1.7) 4 (3.4)
. ER, emergency room; SD, standard deviation. Overall 121 066 119 1.52 —— 0.44 (0.28-0.69) | e I | i - | | R
2Adverse events assesse e investigator as related to stu reatment or adverse events with missing relationship to stu reatment. PAdverse events associated wi e drug class.
W I t h p I a Ce bo’ a n d n O n eW Safety Sex Male 48 0.47 38 2.09 ® 0.23 (0-09—0-57) ‘Adverse even:ccs were codezil ;ccordingttgoihe prefertred cherr;s (ththetMeditcal Dictionary fortRegleatory Af:gtiviti;s, versFi)otn 2;.0.yt t t t t o °
. . FO”OW-Up ] Female 73 0.80 31 1.24 o i 0.65 (0'39_1.07) TEAE, treatment-emergent adverse event.
concerns identified Screening | | | | | | | Figure 2. AAER Age, year 65 o1 o058 o1 Las —— 040 (023-0.68)
| | | | | | | Rate ratio, 0.44 > 65 30 087 28 167 ® 0.52 (0.22-1.22)
Verekitug, with extended dosing 0 12 24 36 48 60 64 (95% Cl, 0.28—0.69) rereduseanddoser Medom 2 Do Y 7 DR CONCLUSIONS
4 Week ! High ICS or OCS 58 055 58 1.99 — 0.28 (0.15-0.53)
Inte rva IS Of eve ry 12 Or 24 Wee kS’ has " P < 0001 Rate rat|0, 0.61 Blood eosinophil level, =300 59 0.31 51 2.49 ® 0.13 (0.06—0.26) ° Verekrtug every 12 or 24 Weeks Ied to Statlstlca“y Slgnlflcant’ C||n|ca”y
: : . Variable treatment period design: Minimum 24 weeks, maximum 60 weeks 4= 95% Cl, 0.40-0.93 cells/uL <300 o2 038 68 073 T  135(076242) ‘ ' ' ‘
the potentlal to improve outcomes in P g : s ( P—’0 o ) - 150 ) oer  sa 17 035 (0.21-0.59 meaningful reductions in asthma exacerbations
: ith h S Y Rate ratio. 0.51 <150 24 082 35 077 ' 1.07 (0.44-2.60) Verekitug improved secondary outcomes of FEV,, ACQ-6, and FeNO, with
patients with severe asthma = ) ’ FeNO at baseline, ppb < 25 8 099 63 097 —— 103 (0.56-1.90 improvements observed as early as week 2 in all regimens
8 15— (95% Cl, 0.33—0.79) >25 73 045 56 2.18 ° 0.21 (0.11-0.40) _ - .
Primary Annualized asthma exacerbation rate (AAER) 5 P =0.003 Region North America 32 051 38 073 o 0.70 (0.30-1.62) AAER reductions were up to 87% and up to 65% among participants with
from baseline up to week 60 (90% power to & Western Europe 17 06 19 117 ¢ 0.54 (0.20-1.47) blood eosinophil counts > 300 cells/uL and = 150 cells/uL, respectively
. X C/E Europe 35 0.93 33 1.58 @ 0.59 (0.28-1.25)
detect > 50% reduction vs placebo) ) While i : : = :
= - _ — ile improvements in FEV_, were observed in participants with lower blood
© 1 —_ APAC/LATAM/S. Africa 37 0.44 29 3.16 @ 0.14 (0.05-0.37) 1
INTRODUCTION . £ AL rTTm eosinophil counts, no reductions in AAER were observed in this subgroup
Key secondary  Change from baseline to week 60: < 008 verekitug € B biacebo : : : :
endpoints ~  Pre-BD FEV, 7 0.78 FEV t week 24 by subgroun Verekitug was well tolerated, with a safety profile comparable with placebo,
e Verekitug is a novel, unmodified, fully human monoclonal antibody antagonist — FeNO o 0.5 1 Verekitug  Placebo LSM difference vs and no new safety concerns identified
to the receptor for TSLP, and the only known TSLP receptor antagonist antibody — ACQ-6 = Subgroups n LSM n  LSM placebo (95% CI) e A phase 3 trial is planned to confirm the efficacy and safety of verekitug
. .. _ . : ©
in clinical development'™ (study not powered for e Prespecified 24-week estimate for = Overall 108 0.157 106 0.063 —o— 0.094 (0.003-0.185)
e Low circulating verekitug concentrations are sufficient to saturate TSLP receptors secondary endpoints) all secondary endpoints = 0— Sex Male 440150 31 -0.019 ¢ 0.169 (-0.019t0 0.357) ACKNOWLEDGMENTS
and abrOgate TSLP Signaling, thus enabling extended dOSing intervals®™ N=121 N=118 N=120 N=119 Female 64 0150 /5 0.102 I 0.047 (-0.050 to 0.145) We would like to thank all trial participants, their families and caregivers, as well as investigators and site staff. Under the direction of the
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[ The phase 2 VIBRANT trlal demOnStrated StatIStlca”y Slgnlflca nt and dura ble ACQ-6, Asthma Control Questionnaire-6; BD, bronch.odilat.or; FeNQ, fractionated exhaled nitric oxide; FEV_, forced expiratory volume in 1 second; ICS, inhaled corticosteroid; ppb, parts per billion; 100 mg q12W 400 mg q24W 100 mg q24W PIaCEbO 265 26 0.095 26 0.072 —_— 0.023 (-0.109 to 0.155) FUNDING AND DISCLOSU RES
reductions in nasal polyp score and symptom burden in patients with chronic et CUErY x weelks; SC, subcutaneous; SCS, systemic cotcosterods Steroid use and dose* Medium ICS 56 0.227 55 0.106 L 0.121 (-0.013 to 0.254) i sty s funded by Upstrearn Bio, me. Walthorn, MA USA
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A total of 478 participants were randomized (verekitug 100 mg q12w, that were generally sustained to week 60 (Table 2) R o o165 50 0033 . 013 E_O_O(B N 0.274; REFERENCES
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. . .« o . . C/EE 30 0.095 31 0.106 e -0.010(-0.151t0 0.130
— VALIANT trial design specified a variable treatment period of 24-60 weeks Subgroup analysis APAC;[Zﬁ:M/S Affica 36 0159 26 -0.009 o 0.167 ((_0 025 tooo 360))
. . . o~ o) . o) : ] . . . Copies of this poster and associated presentation slides are for personal use only and may not be reproduced without
e VALIANT (NCTO6196879) IS 4 mUItlcenter, randomlzed, placebO'ContrOHEd 15% reached 60 weeks of treatment; 91% received 3 or more doses of ® SUbgrOUp analyS|S demonstrated an 87% AAER reduction among participants _I L LN written permission. The ERS is not responsible for and does not endorse the data and information presented on
) . : : : dv i : : : . ) : 0.5 0 05 .
phase 2 trial with up to 60-week treatment period, assessing efficacy and safety study intervention with high blood eosinophil counts and robust FEV, improvement across most Favors placebo < P Favors verekitug external sites
of verekitug vs placebo in patients with severe asthma (Figure 1) — Treatment duration was similar across arms, at a median of ~¥37 weeks subgroups with the 100 mg q12w dose vs placebo (Figure 3) APAC, Asia-Pacific; C/E, central/eastern; LATAM, Latin America; OCS, oral corticosteroids,
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