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_ Phase 1 Design and Patients in Monotherapy Escalation
Overview

. STK-012-101 is a Phase 1a/1b first-in-human study of STK-012 Baseline Disease Characteristics & Demographics , N=47
administered subcutaneously (SC) in subjects with advanced Part A: STK-012 QW escalation 0.375 mg - 0.75 mg (N=19) o lines In advanced setting T
STK-012 is a first-in-class IL-2Ra/B-biased partial agonist designed to drive antitumor relapsed/refractory (r/r) solid tumors. 5 23 (190) ~
activity by selectively stimulating CD25+ antigen-activated T-cells, avoiding toxicities by *  During the Phase 1a, subjects were enrolled in a 3+3 dose escalation to Part B: STK-012 Q3W escalation 0.75 mg ~> 3 mg (N=28) >3 ' 28(596) ]
sparing pleotropic activation of lymphocytes including NK-cells. *  Part A: STK-012 monotherapy weekly (QW) over 2 dose levels p¢ ¢. sTK-012 Q3W escalation 0.75 mg > 3 mg + Pembro Q3W Pgiorimmune checkpoint inhibitor 1;_( - ’2;
(DL) >1 7 37(78.7)
Preclinically, mouse STK-012 significantly reduced exhaustion of tumor infiltrating T-cells, *  Part B: STK-012 monotherapy every 3 weeks (Q3W) over 5 DLs Part D:STK-012Phlb expansions at 2.25 mg Q3W Disease type “:-f-z)’
improved expansion of tumor antigen specific CD25+PD-1+CD8+ T-cells systemically and «  Part C: STK-012 Q3W in combination with pembrolizumab 200 Non-Small Cell Lung Cancer f\15(319),
i . i . Clear Cell Renal Cell Carcinoma 6(12.8)
intratumorally and reduced intratumoral Tregs. mSTK-012 had improved anti-tumor mg Q3W over 4 DLs . Ovarian Cancer 6 (12.8)
responses over IL-2. WT-IL-2 and non-a-IL-2 but not STK-012 induced widespread * During Phase 1b expansions, subjects were enrolled to Candidate RP2D Mucosal Melanoma 4 (8.5)
extravasation of lymphocytes and NK-cells resulting in lung and systemic tissue e  Part D: STK-012 monotherapy Q3W expansion at the candidate Other (HNSCC, GEJ, GC, CC, non-ccRCC, MSI- ¢ 13(27.7) »
iInflammation in non-human primates and mice. This WT-IL-2 induced lethal capillary leak RP2D w f\éillﬂnﬁi:igi)cand e ;;1;
syndrome (CLS) was NK-cell-dependent in mice. e  Escalation in Parts A-C has been completed. Data presentation will be female 44.3%
restricted to Parts A and B (Ph1a STK-012 monotherapy). ECOG 1/0 42.6/574
In Phasela/b dose escalation in advanced, relapsed/refractory (r/r) solid tumors, 45
subjects were treated at 7 dose levels across 2 schedules (QW-Q3W, 0.375mg-3mg) with STK-012 Monotherapy Safety
STK-012 monotherapy. 2.25mg Q3W was advanced into Phaselb. No DLTs were
observed. The most common treatment related AEs (TRAEs) were maculo-papular rash Most Common TRAES (>10% of subjects) STK-012 Capillary Leak associated TRAES
(38%), injection site reactions (28.9%), fatigue (28.9%), and nausea (24.4%). Grade3  Treatment-related adverse events (TRAEs) were reversible with standard monotherapy, N=47 STK-012 monotherapy, N=47
TRAESs occurred in 12 subjects (26.6%) with maculo-papular rash (4), vomiting (2). TRAES management (e.g. dose hold/reduction, supportive meds).
were reversible, no Grade5 TRAEs occurred. No subjects had CLS and <5% experienced * No subjects experienced CLS and very few had associated TRAEs (Table 4) Uiz All Grade, N (%) | Grade >3, N (%) TRAE All Grade, N (%) | Grade >3, N (%)
CLS related TRAEs such as hypotension, AST/ALT increase or edema. Of 12 evaluable * No dose-limiting toxicities (DLTs) were observed during the DLT period (Cycle 1 Rash maculo- — =N Hypotension ETER /"(') ~N
subjects with 1 or 2 prior treatments, 3 had a partial response (PR), 8 had stable disease, [21 days]). papular <19 (40-4) > (106) : \ ) \
~ Pyrexia 2(4.3) / 0
Including 2 confirmed PR (anti-PD-1r/r NSCLC and RCC) and 1 unconfirmed (anti-PD-1r/r *  The majority of TRAEs were Grade 1 or 2 in severity (Table 3); 1 subject Fatigue 12 (25.5) 1(2.1) S~ :
SCCHN). After data-extract-date, a subject with anti-PD-1r/r RCC achieved a cPR with experienced a Grade 4 TRAE and no subjects experienced Grade 5 TRAEs. njection ste Flu-like symptoms 2 (4.3) o |
80% reduction in target lesions. e  The Grade 4 TRAE of Anaphylactic reaction occurred at C9D1 (1.5 mg Q3W) reaction 11(23.4) 0 = \ |
and led to treatment discontinuation; the event resolved on the same day Nausen /ﬁ(£4)\ 2 Peripheral edema ( 2 (4-3)\\ \\ 0 //
STK-012 has a half-life of 4 days, induced STAT5 phosphorylation in CD25+ T-cells and with supportive treatment. — oo } s CRS \iey o0
dose dependent proliferation of activated CD38+CD8+_T-cells and increase of IFNy, but * Al 3 subjects treated at the maximum dose of 3 mg Q3W experienced Grade 3 Gl e RV i -
very limited expansion of NK-cells and Tregs. SAEs (Small bowel obstruction, Enterocolitis, Vomiting) in Cycle 2 (after the DLT Pruritis 7(14.9) 0 Creatinine Increase 121) 1)
period). Vomiting 6(12.8) 2 (4.3) CLS 0 0
Pegyl ated a/,B-b | ased IL-2: STK-012: . ?anni;\itdeargeRdPi;’E)e dose of 2.25 mg Q3W was then explored and selected as Arthralgia 5 (10.6) 1(2.) LFT increase 0 0
) Total (TRAEs) 37(78.7) 15(31.9) Lymphopenia 0 0

STK-012 Monotherapy Case Studies

Subject With Advanced ccRCC - 85% cPR on STK-012

* Of 40 efficacy evaluable” subjects, 3 had partial response (PR) and 12 had stable disease (SD) as their
best overall response (BOR) by RECIST V1.1. Chest CT Baseline Week 12
 The partial responses included 2 confirmed (anti-PD-1 pretreated NSCLC and RCC) and 1 unconfirmed

1st Generation 2nd Generation Engineered IL-2 STK-012 )
(anti-PD-1 pretreated HNSCC).
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o/B-mlL-2 has Retained Efficacy Compared to mlL-2

Note: 31 subjects are represented on this waterfall plot. 9 efficacy evaluable subjects are not represented due to (1) Clinical PD before 1t scan OR (2) target

lesions not evaluable at baseline OR (3) discontinued due to related AE prior to scans OR (4) BOR NE with no other evaluable scan timepoints. - Subjects are
. . censored after the first reporting of radiographic or clinical PD.
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° 1 non-B-hiL-2-Fc 20ug qod (11%CR) Blood .7 FACS . . .
S . . . .. . 72-year-old female with Stage IV ccRCC, 2 prior lines of therapy before STK-012
’g _ B non-a-IL-2 3yg qd (0%CR) IL-2-PEG * In subjects who progressed on/after prior anti-PD-1 who also had only 1-2 prior lines in the mo::othera 8 » &P Py
3 & o/B-mlL-2 10pg qod (55%CR ) R advanced setting (N=15 efficacy evaluable), 3 had BOR of PR and 6 BOR of SD Brior lines Py
1 35 7 .
_ _ 10°ovar+ s * Durability of effect was observed in multiple subjects with BOR of SD and the ccRCC responder '
o5 non-a-IL-2 showed significant mc3g | Lo0mm : + inili . _ .
CT-26 toxicity after 3 doses (44% death) with sustained response for >9 months. L vaoluma.b- |p|||mumab. Aug 2022 - Mar 2023 (BOR: cPR)
| 3 2. Cabozantinib + Nivolumab: Apr 2023 - Aug 2023 (BOR: PD)
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13 * In mice — NK cells depletion (anti-NK1.1) avoids CLS
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treatment. In mice, 2 doses of IL-2 or non-a-IL-2 lead to CLS on day 3 and lethality on day 4. mSTK-012 did 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 1. 1st .||ne cllnlc.al trial WIFh ADC ca.rboplatln I?D 1/CTLA-4 bispecific
not induce CLS or lethality. Treatment with anti-NK1.1 avoided IL-2 induced CLS. Eins Sihe® "Trehluenl SLArE (weeks) antibody - Primary resistance to first line 10 with PD after 4 months
Note: 12 subjects are represented on this spider plot. 3 efficacy evaluable subjects are not represented due to clinical PD before 15t scan. Response on STK-012 Phlb monothera pv.

- Subjects are censored after the first reporting of radiographic or clinical PD.
* Indicates subjects who are ongoing treatment as of the data extract date.

* CT at 6 weeks 28% response with treatment for 18 weeks
e Decline in tumor marker (CEA 218->141)

STK-012 Avoids IL-2 Induced Capillary Leak
Syndrome in Cynomolgus Monkeys STK-012 Targets CD25+ activated T cells

Conclusions

I | 8x Proleukin® every 8 h STK-012 PK CD25 selective p-STAT5 IFNy Response
! | 2x non-a-IL-2-PEG - Observed Half-life is ~4 days. STK-012 demonstrates selectivity for | | Serum IFNy increase is dose dependent * STK-012 targets activated, CD25+ T cells, avoiding the majority of non-
‘ ‘ 2x STK-012 (PEG) - STK-012 remains above EC50 for 3 weeks CD25 (IL-2Ra) expressing T cells and peaks at STK-012 Tmax (Day 8) activated T cells and NK cells.
> - Exposure (AUC) is dose proportional. . . . .
1 12 T3 Days [ Analysis for acute capillary leak S ‘ | %PSTATSHT cells ~ PeakIFNy e mSTK-012 has improved anti-tumor efficacy compared to IL-2
" = s ‘ * mSTK-012 significantly increases tumor infiltrating T cells (TILs), CD25+
i . P maeme TILs and tumor-antigen specific T cells compared to IL-2 and non-a-IL-2
g E _% e mSTK-012 avoids IL-2 associated capillary leak syndrome (CLS) and
IL-2 and Non-a-IL-2 cause Lymphocyte extravasation Proleukin (8 doses) RGN i : 2 100- lethality
Lymphocyte (Blood) T cells (lung) . 10 g
o) ns 0.1 é 0.750mg, (n=3) ] 50- .
g ** ? | 2 b oy , * Inthe ongoing STK-012-101 study, monotherapy STK-012 showed a
— 10 - 0.01 2.25mg, (1=8) . .
= B o 0 o — LS R favorable safety profile and no DLTs at high, durable exposures, long T1/2,
@ ) ¥ooS 0 =Cin1 CID8 C2D8 . . . po . .
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S b1, B Dol SRS * Preliminary PK-PD data support selectivity for IL-2R a/B, selective
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3 “ EllHE ] CD8, CD4, Tregs and NK cells, Fold Change _ CD8+ CD38+KI67+T cells, Fold Change expansion of activated CD8 T cells, and dose dependent serum IFNy
Rt oLl 11 227 A (Mean +/- SEM) from baseline in 227 (Mean +/- SEM) from baseline )
T A s , S = - increase.
Neutrophils (lung) non-a IL-2 (2doses) (i STK012 (2 doses) 10 D e o . *  Preliminary efficacy with monotherapy STK-012 (3 partial responses in
— £ ] " 3mens § ) Phase 1a) was observed in subjects who progressed on/after prior
1004 High dose IL-2, aldesleukin in patients is dosed for 8 doses (600,0001U/kg every 8h). -2 Eo immunotherapy
I ith hi i S ] N . . . . .
£ 1o & Cynomolgus monkeys were treated with high dose aldesleukin (600{OOOIU/kg every 3 10; : T W . Preliminary evidence of activity was observed in the ongoing Phase 1b.
2 | &g, 8h), non-a-IL-2-PEG40kD (50ug/kg) or STK-012 (250ug/kg). Capillary leak and S : I . Further d | _ d and ! in STK-012
g 500 & ¢ leukocyte extravasation into the lung was quantified after the 8t aldesleukin dose (day 6 2 6 urther adevelopmentis Wa.rrante an enr_o mentin )
= ﬁ ﬁ 3). Aldesleukin and non-a-IL-2-PEG40kD lead to CLS and massive T cell and leukocyte ‘] . B . monotherapy dose expansions (Phase 1b) in advanced NSCLC and ccRCC
c o extravasation on day 3. STK-012 did not induce CLS or leukocyte extravasation. zrf-ﬁ """"" SETL A IS ongoing.
€D+ Teon (CD4+Treg)  Treg NK 0.75 mg 1.125 mg 1.5 mg 2.25 mg 3 mg  Thetrial is registered with Clinicaltrials.gov, NCT05098132.
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