Comparative Assessment of Immune Biomarkers from Phase 1 First-in-Human Trial Treating Advanced Cancer Patients
with DK2'%(EGFR) to ex vivo Diakine™ Response Assay
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Growth Factor Receptor (EGFR) (Fig 1)

Diakine™ DK21° (EGFR) couples wild-type IL-2 (wtIL-2) to an IL-10 high affinity variant via a scaffold (scFV) that binds Epidermal

Synerqistic with wtll-2 stimulates CD8+ T/NK cells

Figure 4 — Results of Response Assay: CD8* T Cell Dose Response to DK210 (EGFR) ¢

DK210 (EGFR) dose-dependently (0-100

ng/mL IL-10 and molar equivalent (n=159)

Figure 9 — Induction of Checkpoint Inhibitors in Plasma of DK21° (EGFR) Treated Patients
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Figure 10 — Increase in CD3 and NK Cell Proliferation Without Figure 11 - Granzyme B and Perforin Upregulation in both

Induces CRS Limits CRS E 1000 | . | Increase in Tregs CD8* T cells and NK cells (DO vs D22)
Expands efficacy limiting CD4+ T regs Limits CD4+ T reg accumulation : Evidence of wtlL-2 signaling at all dose levels L3 T3 0 T oy s
Anti-EGFR scFv Z " * Pre-clinical studies defined target AUC > 150 h*ng/mL for clinical 2857 %; 5- %z 5- T T g " Ty 7 T
Targets Diakine™ to accumulate on EGFR* 200 ﬁ * AUC exposure achieved in 2 mg dose cohort of ~145 h*ng/mL 08 olmm Pogesie 02 | Teogesve G fam Progesie S H T IR O
tumors that are responsive to wtIL-2 and IL-10 , with confirmed 6-month stable disease (Fig 5) T8 101 Sibie icease 2 = S e Bisease z8 1o /= St Biease 3” E” 2 1T g i
o e N o o * Exposures are ~“4X PEG-IL-10 and 2X high dose wtIL-2 AUC Combined Gohorts o C°mb";i:’2§°“°”s | aare | ases R o

Subjects with relapsed/refractory solid tumors known to express EGFR were enrolled (Table 2)
Dose escalation through 16 mg three times weekly (TIW) self-administered subcutaneous injection (Fig 2)

Minimal Therapeutic AUC 150 h*ng/mL

Figure 6 — Cytokine Profile Across Cohorts

Cohort#1 (2 mg) n=3

* On treatment patient plasma showed IFNy increased 20-fold from
cohort 1 to 3 but plateaued at the 8 mg dose (Fig 6)

Cohort #3 (8 mg) n =12

Cohort#2 (4 mg)n=38 Cohort #4 (16 mg)n =3

* Values = 0 were transformed to 0.01 to prevent “undefined” fold changes

* DK2!9(EGFR) induces expansion of CD3+ T and NK cells, but not Tregs in patients exhibiting stable disease (Fig 10)
 wtlL-2 and IL-10 are known to control Granzyme and perforin, which are increased in patient T and NK cells along
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Figure 2 — Study Design
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Table 1 - Treatment Schedule

DK2'9 (EGFR) administered
subcutaneously (SC)

D1, 3, 5(TIW) or D1, 4 (BIW) every week
(cycle = 3 weeks)

Cycle 1: D1-5, D8; Cycle 2: D1-2; then
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Figure 7 — Eosinophils by Cohort
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 Asymptomatic eosinophilia was observed but no clinical intervention

Table 4 — Hypotheses Proven

Figure 12 — Clonal

Patient 01-001-L01 “high” responder
Day 0 to Day 189 — PDAC confirmed SD

Patient 03-001-L02 “high” responder
Day 22 to Day 64 — CRC confirmed SD
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Treatment with DK2!° (EGFR) leads to the induction of wtlL-2
biomarkers IFNy, wtlL-2Ra, IP-10 and IL-5 in all cohorts (Fig 8)

* GzmB and perforin increased dramatically in plasma, but not CRS-
associated cytokines TNFa, IL-1B, and IL-6
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Figure 3 — IFNy Predictive Response Assay
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