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APG777, a half-life-extended mAD targeting IL-13, demonstrates rapid and sustained
inhibition of serum TARC levels in patients with moderate-to-severe atopic dermatitis
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INTRODUCTION CONCLUSIONS

* IL-13 plays a key role in the pathophysiology of AD, particularly in driving the chronic inflammation, * TARC is a Type 2 biomarker that correlates with disease severity in AD,
skin barrier dysfunction, and persistence of itch associated with the disease.’? as confirmed by baseline characteristics and correlation analyses of

* TARC is an IL-13 pathway-dependent biomarker that is known to correlate with AD disease severity.®* patients enrolled in APEX Part A.

« APG777 is a first-inclass, extended half-life humanized IgG1 mAb that binds with high affinity to IL-13, * Treatment with APG777 induces a rapid and susfained reduction in

TARC, with patients approaching normalization of TARC levels

preventing formation of the IL-13Ra1/IL-4Ra heterodimer and subsequent IL-13-mediated signaling.® .
(~450 pg/mL)® by Week 4, demonstrating a robust PD effect.

* In a first-in-human phase 1 study, APG777 demonstrated a half-life of 75.3—77.5 days across doses . Reductions in TARC ate sianificantly with reductions in EAS|
tested and robust and sustained inhibition of key IL-13 biomarkers associated with Type 2 inflammation.¢ SAUCHIONS In AR correlale sighificantly With FeQUctions I =AST,
supporting the clinical relevance of the PD effect observed with

« APEX (APG777-201; NCT06395948), a two-part, randomized, double-blind, placebo-controlled phase 2 APGT777.
study in adults with moderate-to-severe AD, met the primary endpoint at Week 16, demonstrating a
71.0% decrease from baseline in mean EASI at Week 16.”

— APG777 was well tolerated, with a safety profile consistent with other therapies targeting the IL-13 + The observed reductions in TARC suggest meaningful modulation

or IL-4/1L-13 pathway. of IL-13 signaling by APG777 and support the mechanistic rationale for
* Here, we describe the impact of APG777 on TARC from Part A of the APEX study. APG777 as a potent IL-13 inhibitor targeting a pathogenic driver in AD.

 Higher APG777 exposures led to greater TARC reductions, supporting
evaluation of higher doses in future studies.

STUDY OBJECTIVE

To evaluate the PD effect of APG777 on TARC, a key Type 2 inflammatory biomarker in patients with moderate-to-severe AD.

RESULTS

» Baseline TARC levels were well balanced between APG777 and placebo arms (median APG777: 1047.28 pg/mL; placebo: 769.69 pg/mL).
- Baseline TARC levels correlated with baseline EASI (r=0.44, p<0.0001).

Figure 1: TARC approaches normal levels (~450 pg/mL) by Week 4 Figure 2: Reduction in TARC follows an exposure-response relationship
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* The median TARC levels in the APG777 group approached the reported normal * Higher serum concentration of APG777 led to a greater reduction in serum TARC

~ 3 1
level of ~450 pg/mL° by Week 4 (Figure 1). (Figure 2), supporting the need for further dose optimization and evaluation of higher
* Reduction in TARC levels correlated significantly with % CFBL in EASI (pooled doses of APG777 in APEX Part B.

Weeks 4, 12, and 16; r=0.37, p<0.001).

METHODS

« Serum samples were collected from Part A of the APEX phase 2 study, a multicenter, placebo-  Serum concentration of TARC is reported in pg/mL for baseline and at specified
controlled, double-blind, randomized study of APG777 in moderate-to-severe AD (NCT06395948). time points.

* A total of 123 adult patients were randomized 2:1 to receive a 720 mg loading dose of * Spearman correlation was calculated for baseline TARC and EASI and for %
APG777 or matching placebo subcutaneously on Day 1 and Week 2, followed by 360 mg at CFBL in TARC and % CFBL in EASI (Weeks 2, 4, 12, and 16).
Weeks 4 and 12. * In a post hoc analysis, exposure-response relationship between TARC levels

» Time points for serum collection included pretreatment/baseline and postireatment time points and serum exposures to APG777 was determined. Quartiles are based on
(Weeks 1, 2, 4, 8, 12, and 16). average APG777 concentration and were constructed to have equal numbers of

* To evaluate the PD response of APG777 on TARC, samples were analyzed using a validated participants in each quartile.
TARC immunoassay based on an electrochemiluminescence platform (Mesoscale Discovery). * In a post hoc analysis, to understand the change in TARC levels during the study,

» Serum concentrations of TARC were calculated by interpolation from the run-defined calibration median serum protein levels were plotted for both the APG777 and placebo
curve and adjusted for 2-fold sample dilution for reporting the final concentration. groups at Weeks 0, 1, 2, 4, 8, 12, and 16.
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