Eblasakimab, a Monoclonal Antibody Targeting IL-13Ral Reduces Serum Biomarkers Associated with
Atopy and Correlated with Disease Severity in Patients With Moderate-to-Severe Atopic Dermatitis
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BACKGROUND RESULTS CONCLUSIONS

* Key irﬂe:(mma(’icir%me((j:lilitogs OLatﬁpbiC c:]ermatilti; (AD) ri]ndur:je . * Atotal of 40 patients were included in the * In the mITT population, eblasakimab reduced Table 1. Patient Demographics and Baseline Characteristics * |In this small Phase 1b multiple ascending dose
interleukin-4 (IL.-4) and IL-13, which both signal through a share mITT population analysis and received either levels of pharmacodynamic markers IgE, TARC/ - i . i
type 2 receptor, a heterodimer comprising IL-4Ra and IL-13Ral.1-2 eblasakimab at 200 mg (N=4), 400 mg (N=7), CCL17, and LDH in the 400 mg and 600 mg dose Sl sl stuc.:ly, eblasaklmab,.a morToclonal L=lele dlref:ted
Eblasakimab, a first-in-class, fully human monoclonal antibody 600 mg (N=16), or placebo (N=13) (Table 1). groups after 8 weeks of once-weekly treatment, Eblasakimab Eblasakimab Eblasakimab Eblasakimab antibody, reduced circulating levels of AD-associated

’ ’ I : , , with a significant difference between 600 mgvs 200mg 400mg 600mg Placebo 600mg Placebo harm namic biomarkers TAR L17 IgE
binds IL-13Ral with high affinity and blocks the signaling of IL-4 * Patient demographics and baseline & & (N=4) (N=7) (N=16) (N=13) (N=6) (N=3) ETTEERE HETIE |ofemma &7 Gfeel i il

: h i<tics for th lati placebo for TARC/CCL17 (least squares [ls] mean d LDH
and IL-13 through the type 2 receptor (Figure 1). e o e of -62.23 vs -17.83, P<0.001) (Figure 2A-C) Age, Mean (SD) 32.5 (5.26) 29.4 (4.89) 34.0 (13.39) 34.2 (11.27) 56.7 (17.92) 59.0 (22.27) o '
- _ _ generally similar across dose cohorts, with ‘ Rt ‘ ge, Mean > L & DS gl LA U \es . _ .

e Elevated serum levels of specific biomarkers are associated with a slightly younger population in the 400 mg — Reductions from baseline were observed as Male, n (%) 3 (75.0%) 5 (71.4%) 12 (75.0%) 10 (76.9%) 1(16.7%) 1 (33.3%) — In this study, biomarker responses were greatest in
increased disease severity and exacerbations of AD.#8 group, a higher proportion of Asian patients early as the first post-baseline assessment : 5 5 0 0 the 400 mg and 600 mg dose groups and were not
_ These bi kers include th d activati lated in the 200 mg and 400 mg groups, and for TARC/CCL17 (day 4), IgE (day 15) and LDH Asian ) e IS J g 0 0 further reduced at the higher dose group

ch:fr?okli?]Z?'FAErCs/ ?CCLl:JW)e to’i/aTil;i r?::mgclévljullionnEr?lglE)a Igctate some differences in the level of elevation of (day 15). R (%) Black 0 0 1(6.2%) 0 1 (16.7%) 0 & & '
: : : : ace, n (% ,
dehydrogenase (LDH). . . ?;?arrﬁgrg?;:’bﬁ:rlt;cularly for TARC/CCL17 and - In general, serum biomarkers remained White 0 0 8 (50.0%) 3(23.1%) 5 (83.3%) 3 (100.0%) - Among the biomarkers analyzed, TARC/CCL17 and
. o ' suppressed in the eblasakimab groups for 4-6 Other 0 0 0 2 (15.4%) 0 0 LDH showed the greatest decrease from baseline
— Reference range levels for these biomarkers in individuals * The Excluded site* set was markedly different weeks following the last dose. — . . . levels with eblasakimab treat ¢
without AD have been reported in the range of: from the mITT set at baseline with substantially End-of-study values for total IgE and TARC/ Ethnicity, n (%) Not Hispanic or Latino 4 (100%) 7 (100%) 15 (93.8%) 13 (100.0%) 0 2 (66.7%) evels with eblasakimab treatment.
— - - u y V u . . .
« TARC/CCL1T7: 200 pg/mL9 :g\év(e'lr'-aslflreu]r:r)] -gAr‘IIZCE/gglLSlZO(rLaSb(:Deoizc’esre#rg:grzs) CCL17 were no different than placebo, atrend BMI (kg/mz), Mean 25.8 (2.95) 25.3(5.08) 26.3 (8.23) 25.8 (4.88) 30.8 (6.17) 25.2 (1.98) — This genera[ suppression of biomarker levels
Tl ke 1500 LGOI sy sreesied) v spa it showing lower extent and severity of disease. also observed for LDH (data not shown). Total IgE (KU/L)>* mig?a(nSD) 15,891 (1142,929738) 23,297 (218656068()) 8,660 (76’:5,7688) 8,706 (8,711775?2 677 (1,122:8) 76 (8786)5 supports the clinical responses and improvements
is between 150 and 300 Ul/mL)° Other notable differences included older age * At the Excluded site} median % changes from ’ ’ ’ in patient-reported outcomes observed in this
and lower IGA and BSA. Participants at this baseline in total IgE, TARC/CCL17, and LDH level b Mean (SD) 6,097 (6,247) | 18,310 (40,556) 4,223 (5,186) 5,056 (6,842) 466 (340) 446 (244) : : e
e LDH: 105 to 333 U/L! site had no atopic disease history but reported with 600 mg eblagakimab/vvere substantially less e e Median 22k - 2125 2398 366 446 trial, ats i\/ (Idencled I:;)y ridu;;lggzgl)ﬂ T ehasu;eSlOf AD
— TARC/CCL1T is a chemokine involved in developine acute and other comorbidities including diabetes and than those of the corresponding mITT 600 mg Mean (SD)c< 571.8(378.07) |  679.1(255.46) |  418.9(290.32) 432.4 (187.07) 180.3 (37.69) 143.3 (36.30) SCVETILY™ \sec also Foster , Itch and steep
chron/ic lesions in AD and serves as a biomarkeFr) fogr disease hypertension (Poster #0342). dose group and similar to placebo at week 8 IS, Median 429 687 306 419 173 138 loss (see Poster #P0342).
ity.12 B li bi ker | s f the Excluded site* (P:0'272 Vs. placebo for TARC/CCL]-?; Figure 2A BMI, body mass index; IgE, immunoglobulin E; TARC/CCL17, thymus and activation regulated chemokine, LDH, lactate dehydrogenase, SD, standard deviation . . . o . .
SEVETTLy: o e e for and data not shown) S ’ ’ PR 5 | — Limitations of the analysis include differences in
were, on average, within the reference range for ' omITT: : _ _12) ite: _ . :
- IgE binds several immune cells and plays a role in the release i dividuals witﬁ out AD, except for TARC /CCgL17 (it en 'j;ﬁb'e‘;‘?ﬁ’o?ﬁ‘t’h”;%u({; aln4;1;2222%&1@’ei’;(}lé‘t(;e;oiﬁelatpifﬁgf o | baseline levels of biomarkers between groups,
of inflammatory mediators and antigen presentation in atopic levels, which were slightly elevated (Table 1). B e ) small n values, the presence of outliers, and a

L
dermatitis. non-homogenous patient population.

— LDH is an enzyme found in most cells and is known to be a . . ) ) . : : T
marker of inflammation, but it also has been shown to correlate Figure 2. Changes from Baseline to Week 8 in Atopic Dermatitis Biomarkers e These biomarker results are consistent with findings

with levels of TARC/CCL17 and total IgE in patients with AD.’ in the literature reported for other approved AD

A. TARC/CCL17 Median % Change from Baseline at Week 8 - mITT  Excluded Site* B. Total IgE Median % Change from Baseline at Week 82 - mITT Figure 2C. LDH Median % Change from Baseline at Week 8 - mITT treat ts1 and show the utility of these markers
5 - ; reatments w Utitl
* Inarecent randomized multiple ascending dose (MAD) 200mg  400mg 600mg  Placebo 600 mg  Placebo 200 mg 400 mg 600 mg Placebo 200 mg 400 mg 600 mg Placebo . e UL L
study [NCT04090229] eblasakimab demonstrated significant (N=4) (N=T7) (N=16) (N=13) (N=6) (N=3) (N=4) (N=7) (N=16) (N=13) (N=4) (N=6) (N=10) (N=T) for characterizing reductions in disease severity in a
improvements in key measures of disease severity vs. placebo in 0 0 0 G 0 moderate-to-severe AD population.
patients with moderate-to-severe AD.13 -10 -5
. : : 220 23 10 — These data along with the clinical results of the trial
— Clinically relevant primary and secondary endpoint data are he further .. f ablasakimab f
presented in poster #P0343, while patient reported outcomes = = 2 -30 4 -15 support the further investigation of eblasakimab tor
are presented in poster #P0342. 5 40 40 L 20 the treatment of moderate-to-severe AD.
: o\° S X o\°
* In the same study, pharmacodynamic assessments were = c -50 < -50 c 25 — A phase 2b dose-finding trial is currently underway
; ; e e © ) . .
performed to anziye AD b'omarker l.evels In response to = b -60 5 -60 T -30 to evaluate the safety and efficacy of eblasakimab
eblasakimab treatment in patients with moderate-to-severe AD. = = .70 = 70 s 35 : "
. . . . - - to treat moderate-to-severe atopic dermatitis.
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