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BACKGROUND . . - . . .
Fig. 3. Population Characteristics Partnering with the HAE Community

HAE Is a rare, disfiguring, and potentially life-threatening disease that occursin 1 in Key Inclusion/Exclusion Criteria
10,000 to 1 in 50,000 people. HAE is characterized by severe, unpredictable,

sometimes life-threatening swelling attacks of various parts of the body. The majority ——— * Any concomitant diagnosis of another form QSI{-)(I;rQ
. . : N gy nclusion Criteria i i ' A
of HAE cases are caused by C1-INH deficiencies, resulting in uncontrolled activation of chronic angloedema, such as acquired C1

: : . : ] :  +18 years old or older inhibitor deficiency, HAE with normal C1-INH (also : -l : :
of plasma kallikrein. Available HAE treatments require frequent dosing for patients, mown as HAE tyoe 3), idiopathic angioedema, or Pre-Trial During Trial

significantly impacting quality of life. There is an unmet need for preventative therapy » Documented diagnosis of HAE due to angioedema associated with urticaria. Established Relationships with Advocacy Leaders Advocacy group has mechanisms for trial awareness
with lower treatment burden. STAR-0215 is an investigational YTE-modified C1 -Inhibitor deficiency or dysfunction neorporategieeyback into protocal design available Inclusion in newsletters, “clinical trials” pages on website

solutions for trial experience Proactive regional outreach by some groups to patients

humanized IgG1 kappa monoclonal antibody with potent and durable (23 month) . Must have 2 or more HAE attacks in the of HAE attacks prior to Screening: Engaged global advocacy leaders to advise on trial sites

reduction of plasma kallikrein activity demonstrated in cynomolgus monkeys (Fig. 1). 8-week run-in period to qualify for STAR- - lanadelumab within 90 days Engaged Patients alpha-stor’
0215 administration - berotralstat within 21 days Conducted patient interviews to understand unmet needs, most e .

- all other prophylactic therapies, within 7 days meaningful endpoints; input on design
- Any exposure to androgens within 7 days prior Review ICFs and recruitment materials to ensure SimpIiCity,

Fig. 1. STAR-0215 Overview to screening. clarity

Anti-Plasma Kallikrein mAb Engineered for Long Half-Life Collaborate with trial sites to mitigate potential patient
challenges

Use of therapies prescribed for the prevention

HAE, hereditary angioedema; ICF, Informed Consent Forms

STAR-0215 Product Characteristics

Fig. 4. Trial Design and Overview

Humanized IgG1 kappa light chain mAb S Potent allosteric inhibition of plasma

. [ elllaein actiiy - Three dose-ranging cohorts to Operational Considerations

. . . inform pivotal trial design
ALPHA-STAR Phase 1b/2 Proof-of-Concept Trial Design Schematic

Novel CDRs N S NS «—— High selectivity for plasma kallikrein

| | Approximately 25 sites in US, Canada, UK, and EU
600mg 600 ma * For each cohort, efficacy will be

COHORT 3 Bweekrund Y Y assessed at 3 months and 6 Initiated In US and Canada; UK and EU site initiations are in process
Day1l Day 28

Fc engineered with YTE modifications for _, T Formulated to reduce pain (n =6%) months after the last STAR-0215

half-life extensi L
alf-life extension 600 mg dose administered

COHORT 2  8wegkiupin I L. : :
(n =6%) Day 1 Expect initial proof-of-concept results in mid-2024

450 mg * Initial proof-of-concept results oy L
P P Results will inform plans for the Phase 3 trial, if favorable

Hl h n n r | n f I’m | | n I’ |n complementarity-determining regions; immunoglobulin G subclass 1; H
g CO Ce t at O O u at O Suppo tS SC dos g Eﬁgr?cy)clonaﬁ)lantibédyt;ysg, tsubcutagneo?Js;Yy'l'lg,Gtiiﬁple mutat?olnb(I\I/I25(23Y/825|4T/T;éggby COHORT 1 8_Weekrun_|n v

(n=4) « Assessing safety and tolerability,
¥ S Administration PK, PD, attack rate, and QOL In

planned Long-Term Open-Label Trial — these 3 cohorts Long-Term Open Label trial planned to open in time for the first

Flg . 2. DOS@ SeIeCtlon Rathnale e Goal: Signiﬁcant reduction in ]
attacks following STAR-0215 completers of ALPHA-STAR to opt-in
Dose regimens selected based on potential to provide long-term benefit (HAE attack T e S o e et oty el ot e . For o et v e o TS24 treatment
prevention)

Model and Simulations of ALPHA-STAR Dose Regimens: Statistical Considerations CONCLUSION:

o o . | |  STAR-0215 s a potential long-term preventative treatment for HAE-C1INH (Type 1 or
o g e et g oty ey 500mg /600 mg i Day 25 Primary Outcome Measure: Open-Label Trial: 2), administered SC every 3 or 6 months
Safety: Endpoints are objective and change- ’ y

Number of Participants Experiencing Treatment-Emergent from-baseline HAE attacks wil » Phase la healthy volunteer results show potential best-in-class pharmacokinetic profile

Adverse Events inform efficacy . . TS :
HAE attacks are confirmed by and durable plasma-kallikrein inhibition for at least 3 months after single doses

SE?ESQC"V"?‘W outcome Measures. investigators « ALPHA-STAR is a proof-of-concept trial of STAR-0215 in adults living with HAE

Change From Baseline in Monthly HAE Attack Rate Sample size: » Proof-of-concept will be defined by ability to achieve durable clinical benefits

Severity of HAE Attacks Experienced By Participants Up to 28 participants* =

Duration of HAE Attacks safely when administered every 3 or 6 months

- _ - - i 1-3 Number of Participants Experiencing HAE Attacks Requiring _ L _ ) | . _ _
Targeting STAR-0215 concentrations above 12 ug/mL is expected to confer HAE attack prevention On-Demand Therapy . Trial has been initiated and enrollment is ongoing, initial results are expected in mid-

(green dashed line)
Time to First HAE Attack After First And Last Dosmg 2024

edamendm ill increase sample size to maximum 28 participants. For edetailedinfor on, visit .clinicaltrials.
ADA,ant|—druganti o ieS‘HAE ereditary angioedema; PD, pharmaco namiC'PK armaco |netic

astriatx.com/for-patients/alpha- ial/ for up-to-date map information. For more detailed information, visit w ww.clinicaltrials.gov, NCT05695248
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