Improved Lung Function and Asthma Control Observed with Rademikibart in Patients with Moderate-to-Severe Uncontrolled Asthma (CBP-201-Ww002)
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Burden of uncontrolled asthma
Over 25 million Americans were burdened by asthma in 2020, resulting in an attack in Figure 3. Patient disposition across 24 weeks of treatment Figure 5. Change from baseline in prebronchodilator (trough) FEV, across 24 weeks of treatment Figure 8. Asthma exacerbations
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| Approximately 5-10% of patients experience severe asthma.23 A) Time to exacerbation B) Annualized exacerbation rate
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Rademikibart is a next-generation human mAb that blocks signaling by IL-4 and IL-13.7 l 8-, 200 230 mLT % 0.8 + © 0.4
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We report the primary analysis of CBP-201-WWO002, a global phase 2b trial assessing the efficacy and safety of rademikibart therapy in Placebo —&— Rademikibart —&—Rademikibart
adults with uncontrolled moderate-to-severe asthma with T2 inflammation. (N=108) 150 mg Q2W 300 mg Q2W Exacerbation definition = requiring systemic CS, ~4x Number of exacerbations
Completed 24 weeks 98 (90.7%) 95 (89.6%) (N=106) (N=108) baseline ICS dose, or hospitolizotion7emergency care. through 24 weeks: 26 11

of treatment . )
Exacerbation rate = total number of exacerbations on

treatment divided by treatment duration. Patients with 21 exacerbation
'. M et h Od o I ogy *#¥p<0.001, **p<0.01, *p<0.05 vs placebo. ILS mean differences from baseline at Week 24. i through 24 weeks: 16.7% 7.5%

*All patients received at least one dose of study treatment. f A
MMRM in the Full Analysis Set. Standard error bars. N, total number of patients with data. I, ieitel MUIBEY ©F [FRifents il Sl
In this global Phase 2b trial (NCT04773678) sponsored by Connect Biopharma, 322 patients were randomized 1:11 to rademikibart 150-mg or

300-mg Q2W (600-mg loading) or placebo for 24 weeks (Figure 1). Patients were enrolled from April 2021 and completed the study by

September 2023. ° o g o ° ° op o
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Efficacy: Rapid improvement in morning trough FEV, and ACQ-6 scores . o . Rademikibart therapy was well tolerated
Figure 1. Study design d 24 k s d ikibart th Figure 6. Change from baseline in percent predicted FEV, across 24 weeks of treatment
: occurred across WeeKs or raaemikioar era PY Treatment Emergent Adverse Events (TEAEs) were similar across treatments, and mainly Grade 1 or 2 (mild/moderate) in intensity (Table 2).
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Sl e i i i iKi i i o o o Kok No serious TEAEs in the rademikibart lated to treatment; 2-3 patient ienced serious TEAEs (Table 2)
i e s e + Primary endpoint: At Week 12, in the rademikibart 300-mg and 150-mg Q2W groups, placebo-adjusted LS mean change FEV, improvement o 17 . . O serious S In the rademikibart groups were related to treatment, patients per group experienced serious s {lable2).
D o, oo +9.3% Overall, 88% of patients completed 24 weeks of treatment (Figure 3). Few TEAEs (n=9) led to discontinuation (Table 2), which:
N=322 » - FEV,improvements occurred rapidly, and were sustained through Week 24 (Figure 5). At Weeks 1and 24, in the rademikibart 300-mg Q2w o 10 *% 9 (— I ointst . resolved, except for hepatomegaly (300-mg group), which was resolving and unrelated to treatment.
. Rademikibart, 600 mg LD Day 1 + 150 mg Q2W, N=106 group, placebo-adjusted LS mean FEV, changes were +159 mL and +190 mL, respectively (both p<0.001). ? 9 kR T ¢ W P P 9y ) 99 ) P 9
R1:1:1 = —=0 - were Grade 2, except for Grade 1transaminases increased (150-mg group) and Grade 3 asthma (placebo group) — both were unrelated to
_ Patients with high blood eosinophil counts (baseline 2300 cells/uL) showed greatest placebo-adjusted FEV, improvements (Figure 4b) and = 1 intst treatment.
Placebo, N=108 . . e : g 7 points
! continued to increase after Week 12. In the rademikibart 300-mg Q2W group, placebo-adjusted LS mean changes were +328 mL and = . , . o . . . , . .
l | | | +420 mL at Weeks 12 and 24, respectively (both p<0.001), in patients with high blood eosinophil counts. o 6 In the ‘General Disorders and Administration Site Conditions’ SOC, an imbalance was observed in TEAEs related to treatment, due to the
- - = = occurrence of mostly Grade 1 (mild) injection site reactions. All TEAEs in this SOC were Grade <2.
26 days screening and rurHn 24 weeks reafment 8 weeks follow-up Percent predicted FEV, showed rapid and sustained statistically significant improvements vs placebo (Figure 6). =
a 4 Two patients, one per rademikibart group, experienced conjunctivitis. Both events were Grade 2 and did not result in treatment discontinuation.
Key inclusion criteria Endpoints Statistics ACQ-6 scores improved vs placebo (p<0.01, Weeks 2-24) with both rademikibart 300-mg and 150-mg doses (Figure 7). = 3
Adults with moderate-to-severe uncontrolled asthma. Primqry endppint; Change from baseline < Primary endpoint: ANCOVA . . _ L _ _ . . % 2
ACQ-6 215 and prebronchodilator FEV, 40-85% of (CFB) in morning trough FEV, at Week 12 (treatment, >/<300 eosinophils/yL, Daily (mean weekly) albuterol use decreased during Wesks 1-24. In the rademikibart 150-mg and 300-mg groups vs placebo, baseline daily c 1 Table 2. Number and percentage of patients with TEAEs per treatment group
) X : . baseline FEV. FeNO weight. and use was 143 and 117 vs 1.34 puffs, decreasing at Week 12 by -0.56 and -0.59 vs -0.33 pulffs, respectively). ]
predicted normal, at screening and baseline. Secondary endpoints i l’d 5 It )9 / ) 0 5 b R Q2w Rademikibart 300 Q2w
Medium-to-high dose ICS and reliever/controller for - CFBin trough FEV, at weeks 1,2, 4, 8 and 24. eight as fixed ettects). o S N (%) patients acebo ademikibar mg ademikibar mg
290 days (stable dose 228 days) at soreening, . CFBiin percent predicted FEV; * MMRM was used to analyze Strong trends were seen towards fewer asthma exacerbations " 0 123 456 7 8 9 1011121314 1516 17 18 19 20 21 22 23 24 Bar (N =108) (N = 106) (N = 108)
maintained in the study without dose adjustment. > Tie i® e AUREET 6f Seraiseriens continuous outcomes across the =l Week
o - ' ! 0 /o 24-week treatment period (the ) . . B ) . o . ee At least one TEAE 64 (59.3) 78 (73.6) 77 (71.3)
21 asthma exacerbation in the past year (fequ[f'ng with exacerbation. model included treatment, In this study, asthma exacerbations were defined as requiring systemic CS, ~4x baseline ICS dose, or hospitalization/emergency care. While
Zﬁteergmelié;ys,oﬁzfgsenne ICS dose, or hospitalization/ ExplorqtorY endpoints . eosinophil stroti_ﬁqqtion, vis!t, not power.ed to qetect differenceg, stror_wg trends were o.bserved towards reduction in exocerbotiop incidence (by approximate 50%) and Placebo —8— Rademikibart —8— Rademikibart Serious 3(2.8) 2 (1.9 3(2.8)
) ’ i i Annualized exacerbation rate. treatment-by-visit interaction, age, prolongation of time to exacerbation (Figure 8). Approximately half of all exacerbations occurred in the placebo group (26 events), (N=108) 150 mg Q2W 300 mg Q2W
2150 eosinophils/uL blood (~40% sl pejaleion CFB in clinic-measured ACQ-6 score. and baseline FEV, FeNO, weight, compared with rademikibart 150-mg (11 events) and 300-mg (13 events). - g 9 Grade 3 or 4 4 (3.7) 3(2.8) 3(2.8)
enrlchment for 2300 eosmophlls/pL), no count required . dicati and helght). (N:].OG) (N:108)
on maintenance OCS. SHUE iSeligenen Uk Leading to death 0 0 0
. . . . *#%0<0.001, **1p<0.01, *p<0.05 vs placebo. tPercentage point differences from baseline at Week 24. . . . .
Figure 4. Change from baseline in prebronchodilator (trough) FEV, at Week 12 ' , . . Leading to discontinuation 2(1.9) 4(3.8) 3(2.8)
MMRM in the Full Analysis Set. Standard error bars. N, total number of patients with data.
es u s TEAEs (preferred terms) occurring in 25% of patients in the overall population
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Baseline characteristics, geographic locations, and disposition s - . o Cough 18 (16.7) 76:6) 14 (13.0)
Baseline demographics and disease characteristics were generally comparable per treatment group (Table 1), 67% of patients were 328 mL, p<0.001 Figure 7. Change from baseline in ACQ-6 score across 24 weeks of treatment Dyspnea 13 (12.0) 9 (8.5) 11 (10.2)
enrolled in the USA (Figure 2), and 88% of patients completed treatment with rademikibart or placebo at Week 24 (Figure 3). 500 189 mL. p<0.001 500
. » P2 | . 243 mL, p<0.001 | Week Asthma 10 (9.3) 8 (7.5) 8 (7.4)
— —
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Table 1. Baseline characteristics per treatment group* Figure 2. Enroliment by location E 400 2 E 400 320 Wheezing 11 (10.2) 8 (7.5) 7 (6.5)
- 284 - 0 N
Rademikibart Rademikibart > 235 > 235 © Nasopharyngitis 5 (4.6) 6 (5.7) 6 (5.6)
Characteristic* 150 mg Q2w 300 mg Q2w LLl 300 LLl 300 ) 0.2 y -
(N=106) (N=108) = USA 2 Aaia Europe LIL: LIL: g U Adverse events of particular interest
Age (years) 54.8 (12.4) 51.6 (12.0) 52.7 (12.9) '5 200 '5 200 g 04 Injection site reactions (lasting >24 hr)* 0 14 (13.2) 8(7.4)
Female, n (%) 60 (55.6) 70 (66.0) 68 (63.0) o 95 2 o Injection site erythema 0 5 (4.7) 4(3.7)
; @© @© < Injection site pruritus 0 4 (3.8) 3(2.8)
Body mass index (kg/m?) 30.5 (7.4) 30.4 (6.8) 30.5 (6.6) 8 100 T 6 100 < -0.6 Injection site reaction 0 4 (38) 3 (28)
Race, n (%) = = ) . L
American Indian or Alaska Native 1(0.9) 0 0 8 8 g’ -0.8 Conjunctivitis 0 1 (0'9) 1 (0'9)
Asian 17 (15.7) 18 (17.0) 14 (13.0) 0 0 © : BT . SN ST )
Black or African American 10(9.3) 6 (5.7) 5 (4.6) & & l S - Injection site reactions were mostly Grade 1 (mild) — the three most common injection site reaction preferred terms are shown.
Native Hawaiian or other Pacific Islander 0 0 1(0.9) 0p} 0)) c 1 . I
White 79 (73.1) 82 (77.4) 88 (81.5) —1 100 1 100 © *k %
Other 1(09) 0 0 -8 GEJ o s
Prebronchodilator FEV, (mL) 1,836 (578) 1,908 (647) 1,902 (590) . o o o n -1.2 BRES °
-200 Placebo Rademikibart Rademikibart -200 Placebo Rademikibart Rademikibart — k% . o n c u s I o n s
Percent predicted FEV, 61.6 (10.8) 63.3 (10.9) 64.7 (12.4) (I’l:96) 150 mg QZW 300 mg Q2W (I’l:37) 150 mg QZW 300 mg Q2W 1.4
FEV, reversiilty (%)! 28.0(14.9) 2440112 21.5(15.4) (n=89) (n=86) (n=33) (n=41) P':Ia_cl%%‘) —O—ngemlklbza:/r\; _o_gggem'k'bz"’\‘/c i Both rademikibart doses achieved the primary endpoint, improvement in lung function at Week 12, as well
FeNO (ppb) 316 (31.5) 35.8(35.1) 33.8(32.7) n, number of patients with data at Week 12. NSt (N_lrgg)Q (N_lrgg)Q as large and significant improvement in asthma control, during this global Phase 2b asthma trial.
ACQ-6 score 2.72 (0.64) 2.71(0.72) 2.68 (0.71) Patients were enrolled at 78 centers In panels A and B, data were analyzed with ANCOVA and MMRM, respectively, in the Full Analysis Set. For the overall population, similar data were . i tom basel <on Improvements in lung function and in asthma control occurred rapidly (within the first week of treatment)
Eosinophil counts (cells/uL) 299 (229) 268 (179) 320 (220) in five countries: also observed at Week 12 when analyzed by MMRM as part of the 24-week time course (Figure 5). p<0.001, **p<0.01, *p<0.05 vs placebo. LS mean differences from baseline at Week 24. and were sustained across the 24-week treatment period.
- ; ; i - _ : . MMRM in the Full Analysis Set. Standard error bars. N, total number of patients with data. ACQ-6 is a validated ACQ variant incorporating five . 5 . .
“TT50 :gucseﬁfts' " 26 (24.1) 26 (24.5) 23 (21.3) s (42 centers) g\%/v rifﬁﬁfeﬁmoplﬁﬂ%? % —|24FrEv\1/ﬂ l25t2?anl%Cnedbg%zaqr?wTTrLTé%O;t(:]s?r?or;rgl gjt\;\é?:udpioo M9 QI groups respectivel, was: 83 mi, 250 ml and patient-reported questions (Q1-5) and an FEV; categorical variable (Q7), without an albuterol component (Q6). There were strong trends for reduction in asthma exacerbations (by approximately 50%) and prolonged
150 < 300 cells/pL 41 (38.0) 42 (39.6) 35 (32.4) China (22 centers) ' ' ' time to exacerbation in this study, which was not powered to detect differences in exacerbation rates.
2 300 cells/pL 41 (38.0) 38 (35.8) 50 (46.3) - : ; .
South Korea (4 centers) Rademikibart was well tolerated, with 88% of patients completing 24 weeks of treatment across the
Presence of atopic medical condition, n (%) 62 (57.4) 65 (61.3) 63 (58.3)
Poland (8 centers) Presented at: American Thoracic Society 2024 (ATS 2024), May 17%h-22nd, 2024, San Diego, CA, USA. treatment groups.
Maintenance oral/systemic CS, n (%)* 21 (19.4) 15 (14.1) 10 (9.2) Hungary (2 centers) References: 1. https://www.cdc.gov/asthma/data-visualizations/default.htm. 2. Burnette A, et al. J Manag Care Spec Pharm. 2023;29:825-834. 3. Hankin CS, et al. J Allergy Clin Immunol. 2013;131:AB126. 4. Czira A, et al. Respir Med. 2022;191:106670. 5. Nurmagambetov T, et al. Ann Am Thorac Soc. 2018;15:348-356. 6. Bourdin A, et al. Th Its of thi lelssl B e el t it ith sl th h t
R —— 113 (0.39) 111 (035) 110(0.33) Eur Respir J. 2019:54:1900900. 7. Zhang L, et al. Sci Rep. 2023;13:12411. 8. Wang J, et al. Clin Trans| Sci. 2023;16:2614-2627. 9. Silverberg J, et al. J Allergy Clin Immunol. 2024:153(4):1040-1049.e12. € results ot this global Fhase rial'suggest many patients with uncontrolied astnma, who encounter
’ ’ ’ ’ ' ' Abbreviations: ACQ-6, Six-item Asthma Control Questionnaire (ACQ-6 was measured as a validated ACQ incorporating patient-reported questions and FEV;, without an albuterol component); ANCOVA, Analysis of Covariance; CS, corticosteroid; FeNO, fractional exhaled nitric oxide; FEV,, Forced Expiratory Volume in one second; ICS, d(]lly symptoms and struggle for freedom from exacerbations, may benefit from treatment with
*Mean (standard deviation) at baseline, unless otherwise noted. fAt screening. #At randomization. inhaled corticosteroid; IL, interleukin; IL-4Ra, IL-4-receptor alpha; LS, least squares; mAb, monoclonal antibody; MMRM, Mixed Model for Repeated Measures; OCS, oral corticosteroid; Q2W, every 2 weeks; R, randomized; SOC, System Organ Class; T2, type 2; TEAE, treatment-emergent adverse event. rademikibart.
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