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K EY F I N D I N G S e VIBRANT, a double-blind, placebo-controlled, phase 2 trial,

Table 1. Balanced baseline characteristics across treatment arms

randomized participants with severe, uncontrolled CRSwNP (Figure 1) Comorbid asthma No asthma e Verekitug improved sinonasal symptoms and LMK score * There was an 83% reduction in need for rescue SCS or sinus
Verekitug is a novel, high-affinity, fully human e The treatment effect of verekitug was analyzed in participants with or Verel;i;ug plac:l;o Verel;i;ug P(Iac:l;)o compared with placebo regardless of comorbid asthma (Figure 3) surgery in partIC|pa0nts with Fomorbld f:\stthma (nf)mlnal
monoclonal antibody targeting the thymic stromal without comorbid asthma via a mixed model for repeated measures (n=24) (n=23) (n=17) " e Generally greater improvements in NCS, TSS, DSS (loss of P=0.027) and a 53% reduction in participants without
o , . ) ) Median age (range), years 47 (19-75) 49 (21-66) 53 (30-74) 52 (28-76) Y& P . ¢ ’. . . comorbid asthma (nominal P = 055)
lymphopoietin receptor (TSLPR). using worst observed values to account for systemic corticosteroids Fomale sex. 1 (%) 14(58.3) 5 (39,1 L (59) S (290 smell), and LMK score were observed in participants with
In the VIBRANT trial of participants with inadequately (5C3) and worst possible values to account for rescue surgery NPS (0-8), mean (SD) 59(1.4) | 60(1.4) | 59(20) | 63(1.2) comorbid asthma than without (Figure 3)
controlled chronic rhinosinusitis with nasal polyps Figure 1. VIBRANT study design NCS (0-3), mean (SD) 26(04) | 27(05) | 26(04) | 27(0.4) e Verekitug improved asthma symptom control measured by o Vere!<|tug was gengrally well tolerated by.partlupants wuth.
CRSWNP), approximately 60% had comorbid asthma ' 155 (0-24), mean (SD) 181(a.2) | 183(6) | 168(46) | 18.1(4.6) SO aeraaed | il sleeeke (e or without comorbid asthma (Table 2), with the safety profile
. h h | d b DSS (0-3), mean (SD) 2.9 (0.3) 2.9 (0.3) 2.8 (0.4) 2.6 (0.8) P P & bei istent with th | lati 5
with poor asthma symptom control as measured by o : - ; ’ - S Bl Bl eing consistent wi e overall population
pant population Verekitug + SoC MK score . b : '
. . (0-24), mean (SD) 18.3 (3.8) 18.1 (4.9) 15.2 (5.7) 15.5 (4.7) e Notr ment eff W rved for FEV (Figur likel
the Asthma Control Questionnaire-6 (ACQ-6) but * Aged 18-85 years piglL 0 scui2v T SCS in past 24 months, n (%) 8(333) | 10435 | 11(e47) | 9(529) d O tteat o |T o a|S|Obsef Edt' , t b ( f e
normal lung function as measured by forced expiratory e History of sinus & | | | | Sinus surgery, n (%) | 3750 | 18083 | @iy 2 @70 He to generally hormat fuhg Tunction at baseline Table 2. TEAEs® in participants with or without comorbid asthma
volume in 1 second (FEVI) surgery or NP Placebo + SoC* [ 12 24 28 ACL6, mean (SD) 15 (1.1)° 2.4 (13" - - Comorbid asthma No asthma
exacerbation SCql2w Weeks . . . . Verekitug Placebo Verekitug Placebo
Verekitug 100 mg every 12 weeks (q 12W) led to similar requiring SCS in the ACQ-621.5, n (%) 10 (41.7) 15 (65.2) - - Figure 3. Verekitug treatment effect on outcomes at week 24 in TEAEs, n (%) (n=23) (n=23) (n=17) (n=17)
. . . . past 24 months, Participants with or without comorbid asthma - . * . . .
and significant improvements in nasal polyp score (NPS) or contraindication/ > > E/éf/anpfergibcizgc(g%?l?/:or 86.5(13.7) | 85.6 (19.6)° _ _ participants with or without comorbid asthma All TEAEs 14 (60.9) 15 (65.2) 13 (76.5) 11 (64.7)
in participants with and without comorbid asthma. intolerance to SCS BV <85% r (%) 10(41.7) | 9(39.1) - - rioceho e reitedio study freatment S 20 X ’
e Endoscopic NPS 2 5 Primary Change from baseline in endoscopic NPS bl : d ' ' NCS TSS Serious 0 0 0 0
Verekitug led to generally greater reduction in NS 3o 14 gays | CTBOINE ot week 2 S e | Comordahms_ tossam | Comonstasima o asims TP TR v
sinonasal sym ptoms and Lund_Mackay (|_|\/| K) score . CRSV\:NP symptoms * Change from baseline at week 24 in o -02 9 : Leading to study drug discontinuation 0 1 (4.3) 0 0
— NCS = = ] : : e : :
- .~ - : . for > 8 k . . . = -0.4 = 2Adverse events that were assessed by the investigator as related, or adverse events with missing relationship to study
IN Pa rt|C|pa nts W|th COmOrbId aSthma or = 8 weeks Key —TSS 0 Verek|tug |mproved NPS at 24 weeks Compared with placebo 2 o6 5 N treatment, were assumed to be related to study treatment.
. . . e Stable SoC treatment secondary — DSS ) o ] . ] ) o o Qo o
Need for.rescue cor.tlcosterplds or sinus surgery was for CRSWNP for endpoints _ LVIK score in participants with CRSWNP with or without comorbid £% 0 o7 §% o e A
reduced in those with or without comorbid asthma. > 30 days . Propkortion requiring surgery/SCS by asthma similarly (Figure 2), and consistent with the overall g = 7| tuereod ““i‘“” S (73t0-0.5) CONCLUSIONS
. : week 24 VIBRANT population® - 1 - Y- - = l """
Verekitug led to |mpr0vefj asthma symptom control other » Change from baseline at week 24 in = v =BT I A e Inthe VIBRANT trial, = 60% of participants with inadequately
by ACQ-6 but no change in FEV . endpoints" :;\rceifonchod”ator o controlled CRSWNP had comorbid asthma with evidence of
: Figure 2. Verekitug treatment effect on NPS at week 24 in participants poor control of asthma symptoms by ACQ-6 but normal lung
Safety TEAEs . . . DSS LMK score
with or without comorbid asthma .. Comorbid asthma No asthma .. Comorbid asthma No asthma funCtiOn by FEV1
Syringes indicate first and second dose. . -0.25 . . . -
RATI O NALE 3Intranasal corticosteroid. PAssessed in participants with comorbid asthma only. Comorbid asthma No asthma L L N Verek|tug treatment |mprOVEd NPS at Week 24 18 those W|th
DSS, difficulty with sense of smell; NCS, nasal congestion score; SC, subcutaneous; SoC, standard of care; TEAE, treatment- 2 -0.51 T 2 2 . . . .
emergent adverse event; TSS, total symptom score. 0.5 ™ Placebo lVerekitug é ~1.2 Lob 'é and W|thOUt COmorb|d aSthma, and Was ConS|Stent Wlth the
ol S | 17t0-07) 17 te 0. © 4 ~7.1° :
e CRSWNP is characterized by high symptom burden and reduced N 0.14 (0.38) e l 7m0 £ 3 | s (-9.8 t0 -4.5) overall VIBRANT population
. . . . . . . —~Z . . = ¢ E Y "°1(-12.7 to-6. . - -
quality of life, with thymic stromal lymphopoietin (TSLP) playing a key RESULTS 0 0 o sl - o g | Verekitug led to generally greater improvement in CRSWNP
role in driving inflammation™- > -0.07 (0.39) : g " l symptoms and LMK score in those with comorbid asthma vs
: : : 3 . : : © = = -0 '
— Up to 70% of patients with CRSWNP have comorbid asthma e 58% (47/81) of participants had comorbid asthma with or é’ _0.5- 7 % N A those without
e \erekitug is a highly potent, fully human monoclonal antibody without nonsteroidal anti-inflammatory drug-exacerbated § 257 P 0.0001.7P=0.003. 7127 7P <0.0001. 57 <0.000 A greater reduction in the need for rescue corticosteroids or
targeting the TSLPR* respiratory disease (NSAID-ERD) .g 10 (3 ;i(-)o_l 0 g ACQ-6 o FEV, oo sinus surgery was seen in those with comorbid asthma
. . o . e e e ~ ~ 0- omorbid asthma 0- omorbid asthma . . . . .
szeinzseéd\{[l:I:gl*:'iztfzflll (I:EZ(Z;?#\?SZHM;dsi?:an:;:iefot,hea;ents e 28% (13/47) of participants had both comorbid asthma and = (-3.1 to -0.8) . . Yerekltug led to improvements in ACQ-6 scores with no
. 5 1€0 Y v Sishi P . NSAID-ERD; no participant had a diagnosis of NSAID-ERD only @ -1.5- g o3 £ oo impact on FEV,
in NPS and sinonasal symptoms over 24 weeks in participants with O ~1.87 (0.36) 2 g
severe, uncontrolled CRSWNP vs placebo’ e Participants with comorbid asthma had poor asthma control s Y -1.99 (0.39) gyost 1 €3 REFERENCES
-2.0- ° 3 1.6 to 0. 2 01
— The least squares mean (LSM) difference in NPS at 24 weeks for per ACQ-6 but normal lung function per FEV. (Table 1) § o L oo ey o 2 1. Fokkens WJ, et al. Rhinology. 2020;58(suppl 29):1-464. 2. Corren J, Ziegler SF. Nat Immunol. 2019;20:
verekitue vs placebo was —=1.77- P < 0.0001 ) _‘c% l _rc% 1603-1609. 3. Bachert C, et al. J Allergy Clin Immunol Pract. 2023;11:2630-2641. 4. Kalra A, et al. Eur
gVs P Al ' o 729% (33/46) of participants with comorbid asthma had blood ~2.5- b S 12 V- S ~0.15- (_0.30;:,0.5) Respir J. 2025;66(suppl 69):0A5392. 5. Han JK, et al. J Allergy Clin Immunol. 2026;157(suppl 2):AB432.
o Here,. we report the effect of \./ereklt.ug> on C|InI.Ca| endpour?ts, lung | eosinophils of > 300/uL (Supplementary Table 1, accessible P =0.0002.°P = 0.0017. A o % e ACKNOWLEDGMENTS
funCthn, and a.Sthma control in partICIpantS with comorbid asthma in via the QR COdE) LSM differences (95% Cl) and P values for verekitug vs placebo are shown in dark blue. | | | | This study was funded by Upstream Bio, Inc., Waltham, MA, USA. Writing assistance was provided by
the VIBRANT trial SE, standard error. LSM differences (95% Cl) and P values for verekitug vs placebo are shown in dark blue. Larissa Belova, PhD, of Parexel, and was funded by Upstream Bio, Inc.
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Supplementary Table 1. Baseline characteristics of participants with or without comorbid asthma and by eosinophil levels

Comorbid asthma No asthma All participants
(n=46) (n=34) (N=80)
EOS < 300 cells/puL EOS = 300 cells/pL EOS < 300 cells/puL EOS = 300 cells/pulL EOS < 300 cells/puL EOS = 300 cells/pulL
(n=13) (n=33) (n=15) (n=19) (n=28) (n=52)

Median age (range), years 52 (30-75) 45 (19-64) 52 (30-76) 53 (28-73) 52 (30-76) 49 (19-73)
Female sex, n (%) 4 (30.8) 19 (57.6) 3 (20.0) 3 (15.8) 7 (25.0) 22 (42.3)
NPS (0-8), mean (SD) 5.7 (1.0) 6.0 (1.5) 6.1 (1.4) 6.1(1.8) 5.9 (1.2) 6.0 (1.6)
NCS (0—3), mean (SD) 2.7 (0.5) 2.6 (0.4) 2.8 (0.3) 2.5(0.4) 2.7 (0.4) 2.6 (0.4)
TSS (0-24), mean (SD) 17.6 (5.7) 18.4 (4.6) 18.7 (4.2) 16.5 (4.8) 18.2 (4.9) 17.7 (4.7)
DSS (0-3), mean (SD) 3.0(0.2) 2.8 (0.3) 2.7 (0.8) 2.7 (0.4) 2.8 (0.6) 2.8 (0.4)
LMK score (0-24), mean (SD) 18.8 (4.0)? 17.8 (4.4)° 15.1 (4.9)c 15.6 (5.4)¢ 16.8 (4.8)° 17.0 (4.9)
SCS in past 24 months, n (%) 2 (15.4) 15 (45.5) 6 (40.0) 14 (73.7) 8 (28.6) 29 (55.8)
Sinus surgery, n (%) 10 (76.9) 25 (75.8) 9 (60.0) 7 (36.8) 19 (67.9) 32 (61.5)
ACQ-6, mean (SD) 2.3 (1.1)8 1.8 (1.3)" - - - -

ACQ-6 > 1.5, n (%) 9 (69.2) 15 (45.5) - - - -
mzz:‘cgj'{(’;‘[’;f;?di'ator "BV 87.2 (19.5) 85.3 (15.7) : : : :

FEV, < 85%, n (%) 3(23.1) 16 (48.5) - - - -

’n=12. °n=30. °n=14. ‘n=18. *n=26. 'n=48. 8n=12. "n=28. 'n=32.

ACQ-6, Asthma Control Questionnaire-6; DSS, difficulty with sense of smell; EOS, eosinophils; FEV , forced expiratory volume in 1 second; LMK, Lund-Mackay; NP, nasal polyp; NCS, nasal congestion score; NPS, nasal polyp score; SCS, systemic corticosteroids; SD, standard deviation; TSS, total symptom score.

e Participants with comorbid asthma and eosinophils > 300 cells/uL were younger, more often female, with higher SCS use and FEV, < 85% rates, and lower ACQ-6 scores versus those with <300 cells/uL
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