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ARPEGGIO Study of Scp776 in AlS Indicated for EVT Analytic Framework
Scp/776 _is a first-in-class cerebrqprotective biqlogic that binds This poster expands the ARPEGGIO primary readout with two
phosphatidylserine (PS) on apoptotic cells to deliver IGF-1 as an | f additi | | _
Insulin-like Growth Factor-1 adjunct to endovascular thrombectomy (EVT). ayers of adaitionai analyses.
Enhances apoptotic escape by activating pro-
survival signals . . . . . - . . .
° ARPEIGGICID '?‘as’%ﬁi’gfe"’”ﬁ”- prlase 2a ftgdé/ meVT-ell_gltble large- (1) Longitudinal models — recovery dynamics across clinical
s vessel-occlusion patients exclude rom intravenous : : :
< Alburn thrombolysis (IVT) and randomized within 24 hours of last-known- (NIHSS) and imaging (Infarct Volu_me, ASPEC S).endpomts. D_OGS
confolss oo extmds half-ife (0 8 houre well (LKW), resulting in a later-window population with prolonged scp /76 alter the rates of neurologic recovery and infarct evolution?
following IV push dosing duration of ischemia prior to reperfusion.

‘;:d’;\;ligg:tingmm Scp776 showed a reasonable safety profile with directionally @ Heterogeneity of treatment effect (HTE) analyses — pre-

ohosphatidylserine (PS) in favorable effects on discharge NIHSS, final infarct volume (FIV), and specified arm x covariate interactions on reperfusion timing and

apoptotic tissues e . . . . .

o 90'?33’ mOd'getd Rta”k'”t SCta'e (tf_“RS)- We Prese”rtf '0_”9'“:@“{‘3' datg collateral status, plus exploratory subgroup follow-ons within each
andyses ans Teallent [TSTactons across Tepertsion iming an focal stratum. Do scp776's directionally favorable signals

collateral status at presentation. _ . .
concentrate where the apoptosis-targeting MoA predicts?

Analysis Population @ Exploratory Analyses of Longitudinal Clinical and Imaging Assessments

NIHSS Trajectories Imaging Trajectories ASPECTS Distributions

Baseline Characteristic Placebo Scp776 o]\ comis oo =11 o Basalne
(n=48) (n=40) ‘ T —— f — et oo B

Age (years) 71.5[63.5-80.0]  72.0 [60.0-79.0] ! T
Baseline NIHSS 14 [10-20] 16 [11-18] R e l
Baseline ASPECTS 8 [7-8] 8 [7-9] S - o ==
TICI grade 85% Full (>=2b)  85% Full (>=2b) —_— / 3,
Collateral Status (Tan Grade = 2) 92% 80% o | ——
Last-Known-Well to Reperfusion (hours) 11.8 [7.1-15.8] 10.2 [3.8-15.8] * E*
Reperfusion to Drug (hours) 2.5 [1.8-3.6] 2.7 [2.0-3.5] L | | e L | | | .
Baseline In(nfarct Volume + 1) 200[1.23-285] 168 [0.30-3.00] e I s
All analyses presented are from the Per-Protocol Analysis Set — the ; it w N L S e S o 0170 Bl
primary contrast of placebo (n = 48) vs. the expanded scp776 dose
level (n = 40), N = 88. Per-endpoint group sizes vary slightly by s 27 tosm 0.0 I s , o1 tos w0102 , T L
listwise deletion across required covariates. Directional findings are
preserved in mITT sensitivity analyses. '* i Treatment Efect (HSS piseay) * T e eamen et (opome iy ot oo ot cegrro s v

KEY METHODOLOGIC DETAILS: Pre-Specified Interaction Tests. SAP defined covariate set includes Age, Baseline NIHSS / ASPECTS, 6-level TICI grade. Random-effects

the- modeted trsjoctor, thoy enter only as Subjectlevel covariates. Including baseine & & modeied §mepaint conflates pre-randomzation state with on-reatment trajectry, biasing Findings = Concordant Signals & Caveats
the arm x time slope estimate. Continuous covariates are z-scored within the analysis cohort. TICI3 collapse: success {2B, 2C, 3} = reference; partial {2A}; failed {<2a} pooled.
@ Pre-Specified Arm X Covariate Interaction Tests Longitudinal models show concordant signals across endpoints.
v' Scp776 shows directionally favorable acceleration in neurologic
Arm x Collateral Status Arm x Time from LKW to Reperfusion reCO\/ery_
Interaction Coefficient: § =+3.49, p =0.064 Interaction Coefficient: 3 =-0.086/hr, p=0.017 . . . . .
: e ; i v" Scp776 shows directionally favorable reduction in per-day infarct
Placebo: +2.4 [-0.5, +5.2] o : Placebo: +5.7 [+0.6, +11.0]
1 scp776:-1.1 [-3.8, +1.5] O | scp776: -3.1 [-7.9, +2.0] grOWth.
= s v' Scp776 shifts the late-timepoint ASPECTS distribution away from
= T < worse categories.
~ T E . . ; ; ; . .
g _— : Pre-specified interaction tests align with scp776’s apoptosis-targeting
5" : 2 mechanism.
2o — - T E RIS v" Arm x Collateral Status on NIHSS shows larger neurologic benefit as
. I A .
- s . T : ollateral support fails.
5—/>Z = - J ° ° C pp . " ] [ ] ]
: % cev] Lt : v Arm x LKW2Rep on FIV shows larger imaging benefit as ischemic
Freeten Colla‘:::l;a:tatus o 5Last-Know:10-WeII to Re1p5erfusion (h?urs) N eXp osure Ieng thens

Directional concordance across endpoints in populations anticipated to
harbor greater apoptotic substrate.

» Within each interaction's focal stratum (Non-Excellent collaterals; 26h

Focal Stratum | Non-Excellent Collaterals Focal Stratum | LKW-to-Reperfusion 2 6h : :
LKW), all four endpoints (FIV, NIHSS, mRS 0-2, mRS shift) favor
J J J J
: e : : e : scp/ 76 with consistent direction.
' GMR | Scp776 vs Pbo ' ' GMR | Scp776 vs Pbo ' Methodologic Limitations
omExe 1 LM : e : o : R : Attrition is informative at both extremes of NIHSS. Rapid recoverers leave inpatient care sooner
i ~ s o s and severe cases (deaths, hemicraniectomies) are censored — producing missing-not-at-random
" 8 -éIS.SM D'ff(NIH_SAS ts) | Scp776 _I2Pb O 2:5 " 8 -EIS.SM D'ff(NIH-éS ts) | Scp776 -I2Pb 0 2j5 (MNAR) attrition.
| 104 (066, 5471 | 254 (118, 1061] Longitudinal data analysis (LDA) in the acute phase has limited precedent. The SAP-specified
Prose; Seorra | | o | prosm s SoTe s | | o | MMRM was ill-suited to V2—V7 continuous visit timing and the MNAR attrition above; we pivoted to
Uosistie: Non Easesiont strstum | . | Somtatics s-in smmatmy | . | LMM RIS on continuous time with direct-likelihood handling of monotone dropout.
#OR mRS 021 $cp776 vs Pho | | Subgroup analyses remain post-hoc despite pre-specified anchors. Exploratory subgroup forests
S 1.90 [0.79, 4.58] - 247 (098, 6.26] anchor on pre-specified Arm x Covariate continuous-interaction tests (Collateral Status on NIHSS;
Pbo cs):‘ ;szz(;m 30 | I I Pbo 387:cp776 26 | I ® I 1 : 1 .
e ’ e LKWZ2Rep on FIV), but focal-stratum dichotomizations (26h LKW; Non-Excellent collaterals) are post-

hoc. Baseline balance within subgroups maintained by SMD; endpoint concordance (FIV, NIHSS,
MRS) used as internal-consistency check.

cOR shift | Scp776 vs Pbo cOR shift | Scp776 vs Pbo
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.). pharmaceuticals On the clinical endpoint (Discharge / Day 7 NIHSS), the treatment effect was Padprognosis

modified by collateral status (interaction p=0.064, PPAS), with the largest

. . . neurologic benefit observed in patients with poor collateral circulation.
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: These interactions are interpreted as consistent with larger treatment effects in the Active Rescue
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