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APG777: the first extended half-life, IL-13-targeting antibody
to be evaluated in atopic dermatitis
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Objective

* To evaluate the 16-week efficacy and safety of
APG777, administered over 4 dosing days, In
patients with moderate-to-severe atopic dermatitis
(Phase 2 APEX Part A)
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APEX Part A: Study design

A

AN

APEX

— ADPh2 —
Eligibility Endpoints (Week 16)
« Adults 218 years of age - Efficacy Safety
. Moderate-to-severe atopic « Primary: EASI % change from baseline ¢ Incidence of
dermatitis: « Secondary: EASI-75, EASI-90, VIGA-AD TEAEs, SAEs
EASI 216, VIGA-AD >3, BSA >10% O/1 with =2-point improvement from
baseline, I-NRS % change from baseline
Induction Period (Week 0 - Week 16) Maintenance Period (Week 17 - Week 52)
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Participant disposition

Screened
N=164
/
Randomized
N=123 (mITT)
|
v
APG777
N=82
Discontinued study prior to Discontinued study prior to
week 16, N=10 week 16, N=4
- Withdrawal by subject, n=6 - Withdrawal by subject, n=3
 Investigator decision, n=1  Investigator decision, n=1

+ Adverse event, n=1
* Lost to follow-up, n=1
| * Pregnancy, n=1 |

Completed Week 16 Visit

N=72 (87.8%)

mITT, modified intent-to-treat population, defined as all randomized participants who received at least 1 dose of study drug during the induction period
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Demographics and baseline characteristics

Age, meaniSD, years
Female, n (%)
Race, n (%)'

White

Black

Asian

Other
Body mass index, meantSD, kg/m?
Geographic region, n (%)

Canada

United States

Europe
Duration since AD diagnosis, meantSD, years
Previous use of systemic treatment, n (%)
EASI score, meaniSD
Body surface area affected, meantSD, %
VIGA-AD score, n (%)

3

4
I-NRS score, meantSD
DLQI, meantSD

36.0+13.7
19 (46.3)

30 (73.2)
6 (14.6)
4 (9.8)
1(2.4)

27.7+6.7

16 (39.0)
13 (31.7)
12 (29.3)
24.614.1
11 (26.8)
25.3+10.8
33.2:22.6

27 (65.9)
14 (34.1)
6.7+1.9
13.3+7.1

APG777

(N=82)
38.7+15.6
41 (50.0)

54 (65.9)
13 (15.9)
12 (14.6)
3 (3.7)
30.0:8.4

34 (41.5)
25 (30.5)
23 (28.0)
24.2+14.5
35 (42.7)
25.2+10.8
37.2+22.3

55 (67.1)
27 (32.9)
6.412.1
14.317.0

'Race was self-
reported. “Other”
included
American Indian
or Alaska Native,
Native Hawaiian
or Pacific Islander,
other, unknown,
and not reported.
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Primary endpoint of EASI % CFBL at Week 16 was achieved

Reduction in EASI was significantly greater than placebo at Week 2 and alli

subsequent timepoints through Week 16

---------------------------------------------------------- Placebo (N=41)
—@— APG777 (N=82)

Dosing

A=-37.2

* —e -71.0 -

-80 - *kk

EASI % CFBL
(LS Mean £ SE)

*k*

Week

*p<0.05; **p<0.001 vs placebo.
Arrows indicate dosing schedule. CFBL, change from baseline.
Missing data were imputed with Markov Chain Monte Carlo Multiple Imputation, including the data set to missing after rescue or study treatment discontinuation.



=/ CONGRESS
DV

Significant EASI-75 response with APG777 as early as Week 4

Two-thirds of participants treated with APG777 achieved EASI-75 response

at Week 16
—@®— APG777 (N=82) Kk
80 - Placebo (N=41)

3 Dosing 66.9
c __ 60 -
80
g A =425
o 40 -
N +i
D
2 -
5 20 -

0 ¢

(o)

Week

*p<0.05; *p<0.07; **p<0.001 vs placebo.

Arrows indicate dosing schedule.

Missing data were imputed with Markov Chain Monte Carlo Multiple Imputation.

Rescue medication use or treatment discontinuation due to lack of efficacy was imputed as non-responder for all subsequent timepoints.
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Treatment with APG777 resulted in significant improvements
in secondary endpoints vs. placebo

VIGA-AD score of 0/1 with 22-point EASI-90 response % CFBL in affected body
reduction from baseline surface area (BSA)
—e— APG777 (N=82)
60 - 60 - Placebo (N=41) 0
Dosing
g *kk %
c [} *
8- 2 —_ * r w -20
; 349 g X 339 LM
= xq < 8 -40
O S + <3
e 2 X 20 - )
3 2" %3 60
g < =- -63.0
; *k*
(o) -80
012 4 8 12 16 012 4 8 12 16 012 4 8 12 16
Week Week Week

*p<0.05; *p<0.07; **p<0.001 vs placebo.

Arrows indicate dosing schedule. CFBL, change from baseline.

Missing data were imputed with Markov Chain Monte Carlo Multiple Imputation, including the data set to missing after rescue or study treatment discontinuation.

For vIGA and EASI-90 responder analyses, rescue medication use or treatment discontinuation due to lack of efficacy was imputed as non-responder for all subsequent timepoints.
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Treatment with APG777 led to rapid itch relief

Significant improvement in itch was observed 48 hours after the first dose of APG777

Week

U Weekly Change in I-NRS Placebo (N=41)
. 7 oy —e— APG777 (N=82)
i | : i Dosing
: ; =10 - :
| " :
i ) - AT .
I ‘g c W + I
: " Ve :
i e= . L @ 301 |
: Zy : mg : !
: - *% *kk * : % -40 1 !
*kk : v '
! | [ |
I -30 A :
! 1 2 3 4 5 6 7 i i-so 1 -50.7
i Study Day : : :
i -60
:Hourspost-dose: (0] 24 48 72 96 120 144 | ! 0O 1 2 3 4 5 6 7 8 9101 12131 15 16
| 1 |
i .

T

*p<0.05, **p<0.01, **p<0.001 vs placebo.

Arrows indicate dosing days. CFBL, change from baseline. I-NRS, Itch Numeric Rating Scale

Baseline is defined as the weekly average of the I-NRS score on the 7 days prior to the first dose.

Daily change in I-NRS in Week 1 was evaluated as-observed without imputation for missing data.

For the weekly change in I-NRS through Week 16, missing data were imputed with Markov Chain Monte Carlo Multiple Imputation, including the data set to missing after rescue or study treatment discontinuation
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Summary of safety through Week 16

APG777
Event, n (%) (N=82)

>1 adverse event 26 (63.4) 46 (56.1)
>1 serious adverse event 1(2.4) 1(1.2)
Adverse events leading to discontinuation 0 2 (2.4)
Deaths o (o)
Severity of adverse events

Mild 10 (24.4) 15 (18.3)

Moderate 14 (34.1) 29 (35.4)

Severe 2 (4.9) 2 (2.4)
Most common adverse events (in 25% of APG777-treated participants)

Noninfectious conjunctivitis? 1(2.4) 12 (14.6)

Upper respiratory tract infection 5 (12.2) 7 (8.5)

« The total conjunctivitis rate was 18.3%°.
« Conjunctivitis was transient and led to no discontinuations, dose interruptions, or dose adjustments

'Includes one participant who discontinued due to Sézary syndrome and one participant who discontinued due to a positive pregnancy test.

2MedDRA preferred term is noninfective conjunctivitis.

3Combined rate for all conjunctivitis-related MedDRA preferred terms including: allergic conjunctivitis, atopic keratoconjunctivitis, bacterial conjunctivitis, conjunctivitis,
noninfective conjunctivitis, and viral conjunctivitis.

Safety data are summarized for all randomized participants who received at least one dose of study drug during the 16-week induction period.
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Conclusions

« The improved pharmacokinetics of APG777 allow for a reduced injection frequency of only
4 dosing days during the first 16 weeks of treatment

« APEX Part A met the primary endpoint, resulting in a 71.0% decrease from baseline in EASI
at Week 16 (-37.2% placebo-adjusted)

« Two-thirds (66.9%) of participants treated with APG777 achieved EASI-75 at Week 16
(42.5% placebo-adjusted)

« Statistically significant reductions in itch were observed 48 hours after the first dose of
APG777, with progressive improvement through Week 16

« APG777 was well tolerated, with a safety profile consistent with other therapies targeting
the IL-13 or IL-4/IL-13 pathway

« Every 12- and 24-week maintenance dosing is being evaluated in the ongoing APEX Part A,
while a higher dose regimen of APG777 is currently being explored in APEX Part B
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Thank you

« We thank the trial participants and study investigators
Involved in APEX Part A.
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The End
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