Post-hoc efficacy and biomarker analysis of elraglusib plus gemcitabine/nab-paclitaxel versus chemotherapy alone in

metastatic pancreatic ductal adenocarcinoma

Devalingam Mahalingam’, Rachna Shroff?, Benedito A. Carneiro®, Yan Ji*, Andrew L. Coveler®, Andres Cervantes®, Vaibhav Sahai’, Anne Ploquin8, Sandrine Hiret®, Noelle K. LoConte’9, Ivor J. Percent'’, Charles D. Lopez'?,
Simon Pernot'3, Petr Kavan'4, Mary Mulcahy?, Ryan Carr’®, Francis J. Giles’®, Andrew P. Mazar'’, Mark Jaros'8, Tanios S. Bekaii-Saab’®,

"Northwestern University, Chicago, IL, USA; 2University of Arizona Cancer Center, Tucson, AZ, USA,; 3Legorreta Cancer Center, Brown University, Providence, RI, USA; “Metro-Minnesota Community Oncology Research Consortium, St Louis Park, MN, USA,; °Fred Hutchinson Cancer
Center, Seattle, WA, USA; INCLIVA Biomedical Research Institute, Hospital Clinico, University of Valencia, Valencia, Spain; “University of Michigan, Ann Arbor, MI, USA; 8Lille University Hospital, Lille, France; °Institut de Cancérologie de I'Ouest, Saint-Herblain, France; "®University of
Wisconsin—Madison, Madison, WI, USA; ""Florida Cancer Specialists-South, Fort Myers, FL, USA; 2Oregon Health & Science University Knight Cancer Institute, Portland, OR, USA; 3Institute Bergonié Cancer Center, Bordeaux, France; "#Sir Mortimer B. Davis Jewish General Hospital,
Montreal, Canada; ">Mayo Clinic Rochester, Rochester, MN, USA; '®Developmental Therapeutics LLC, Chicago, IL, USA; ""Actuate Therapeutics, Inc., Fort Worth, TX, USA; "8 Summit Analytical, Denver, CO, USA; ""Mayo Clinic Arizona, Phoenix, AZ

Background

Elraglusib (9-ING-41), a glycogen synthase kinase-3f (GSK-3p) inhibitor,

exhibits multimodal antitumor activity. In the international, open-label, 1801 Part 3B studv desian N mOS, months =
. \ . . umber ) ECOG PS=0 >
randomized phase 2 1801 Part 3B study (NCT03678883), elraglusib plus y 9 Patient Baseline of Elraglusib | P value =t S TG GF| , ECG;UPOG P?'llnpl
gemcitabine/nab-paclitaxel (GnP) was evaluated in previously untreated m Characteristics tient GnP 1xW)GnP 10 ~ 104 -
_ : _ ) : patients (1x/w)/Gn GnP, mOS=8 m GnP, m0OS=6.3m
metastatic pancreatic ductal adenocarcinoma (mPDAC), with patients , _ T — s ’ G 0S= ’ :
randomized 2:1 to weekly elraglusib/GnP or GnP alone. Primary endpoints 2 18y7s old with metastatic 1year 0S/m0S 0 95 8 12.2 0.007 . : Elra(1x/w)/GnP, mOS=12.2 m 031 Elra(1x/w)/GnP, mOS=8 m
o i o R pancreatic adenocarcinoma ECOG £ P=0.007 -é \\\11 P=0.08
were median overall survival (mOS) and 1-year survival rate. Given 21 . 21 138 6.3 8 0.08 z 06 : 064
balanced randomization, post-hoc analyses were performed to Participants must have Randornization —— geR;orBd;';y’S?gpomts. pYT—— 3 g/l 3 e TS o7 ! :
; ; ; ; ; ; ; measurable disease as defined - s . . . £ o4 H 041
contextualize efficacy and identify factors associated with survival by FEEIT Survey 4 _ (baseline) >3 g/dL 220 76 108 002 3 3
outcomes. GnP alone Sample size based on projected 024 024
Activation of T cells and NK cells ) increase in Tyear survival from Li Present 175 6.6 8.3 0.01
Inhibition of epithelial- ®  INFy signaling No prior therapy 35% in GNP t0 55% in ver 00 00
mesenchymal transition (EMT) % .. /™ TCR signaling elraglusib/GnP with a=0.05; metastasis Absent 58 10.2 15.8 0.5 0 3 s 1 16 2 M 28 » 36 40 M 0 3 s 2 16 2 M 2 5 36 40 4
- EMT transcription factors . ’ U T cell exhaustion markers (PD-1, Total enrollment: 286 80% power o Months Months
i-lr:/I(fan_e%;gr:y;glEgthnotype TIGIT, LAG-3) CA19-9 <8000 U/ml 165 7.8 12.2 0.01 g et ‘ T
60 GIObaI Sites (baseline) 28000 U/ml 64 5.7 7'1 1 9-ING-41(1x/wk)}+GnP 64 54 40 32 17 11 4 2 2 1 1 0 -ING- X G & 33 =3 3
® < .. T — FPD: August 2021 Europe 56 59 15.6 0.009 Figure 5. Analysis of OS in patients with ECOG PS=0 and ECOG PS21.
2eﬁ;egfzi;;;gnimmune evasion Reduction of fibrosis A &_ ‘ * ' Enro.llment Completion: January 2024 Region North America 177 76 8 01
1 Checkpoint molecules (PD-L1) ilgFﬁ ) ﬁ — Topline Data: Reported at ASCO 2025
- Myeloid-derived suppressor cells oS esnes e Updated Data: Reported at ASCO Gl 2026 . , , N - i =
US 36 EU 18 Canada 6 R R Table 1. Subgroup analysis of OS in GnP vs elraglusib/GnP arm. Mutations in iR Elflusib{hoin] GuRINSE19)
b o ; ' £ Gene | ZhPients mos, | mos, mos, | mos,
pr:o;ifle:-:;;)n ;:.ZC:J:,?‘,M ar Mutations, % | months, | months, | P-value | Mutations, % | months, | months, | P-value
J NF-«B signaling Epigenetic control of gene Sub f Pati . d for O cvel (4 K ) Signifi B fitin 0S (N=178) o B . S
H expression . . . -
§ DR acivation > Histone acetylation Study 1801 Part 3B Meets Primary Endpoint of Improved Survival Subgroup of Patients Treated for One Cycle (4 weeks) - Significant Benefit in - - -
R on  Tumor Supprassor gene expression 7 . . o KRAS 80% 85% (50/59) 10.1 6.6 P=0.2 | 78% (93/119) | 16.9 7.6 P<0.001
. Anti-apoptotic proteins (Bcl-2, XIAP) D X o Lo Near Doubling of 1year 0S and 42% Reduction in Risk of Death vs GnP
oubling of 1year 0S and 38% Reduction in Risk of Death vs GnP TP53 67% 71% (42/59) 7.6 6.2 P=0.6 | 66% (78/119) 13.4 7.3 P=0.002
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North America, although interpretation is limited by smaller
sample sizes and potential differences in patient selection.

> KRAS, TP53, CDKN2A, and SMAD4 genetic alterations were
associated with worse OS only in the elraglusib/GnP arm, while
lower tumor mutational burden, lower ctDNA fraction, and lower
tumor grade correlated with improved OS.
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Figure 3. Analysis of OS and baseline CA19-9 (cutoff: 8000 U/ml) in GnP vs elraglusib/GnP arms.
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Figure 4. Analysis of OS in elraglusib(1x/w)/GnP-treated
patients in North America vs Europe. In elra(1x/w)/GnP-
treated patients, early mortality in North America and

Europe was 15.4% and 5.3%, respectively.

treated with elraglusib/GnP (P<0.05) but not in GnP-treated patients.
»  Low tumor grade (Grade 1+2; mOS=14.3 m) was correlated with improved OS compared with high grade (Grade
3; mOS=7.8 m) in the elraglusib/GnP arm (P=0.005) but not in the GnP arm..
»  Pre-dose GSK-3[3 expression was analyzed in tumor samples obtained from 139 patients with mPDAC. Aberrant
nuclear expression and cytoplasmic overexpression of GSK-3 in 50% or more cancer cells was found in 23%
and 78% of tumors, respectively. Expression of GSK-33 was not correlated with tumor response or OS in the

elraglusib/GnP or GnP arms.
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