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* CAR-T cells have demonstrated compelling clinical efficacy
In hematologic malignancies

« Compromised T cell function, expansion, and persistence * As Of November 2024, 8 patients have been enrolled into Cohort A and « STK-009 induced and maintained a SYNCAR-001 phenotype of more than * Patient with mantle cell ymphoma (MCL)  Complete response observed
can limit CAR-T cells from reaching their full curative received SYNCAR-001 + STK-009 90% non-exhausted (TIM3-) and non-senescent (CD27*/CD28*) SYNCAR-001 and high disease burden after 28 days on therapy
potential * All4 CLL patients had features of poor prognosis including mutant T.P53 cells, with a low proportion of senescent T cells (CD27+/CD28~) present . Metabolic CR with 86% tumor regression at

 Combining CAR-T cells with consistent cytokine support, g;i;’ undmutated IQH\]{ (3/4){ de;r;!@ (3(/14)’ =3 chrlom(czsz)mal aberrations » STK-009 also sustained 25-50% central memory T cells Day 28; response and treatment ongoing
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* While short-term IL-2 support can be used with cell therapies e el o 100 (Day 21) product (Day 21)

e Significant induction of IFNy without

CLL, chronic lymphocytic leukemia; DL, dose level; DLBCL, diffuse large B-cell ymphoma; Dx, diagnosis; FL, follicular lymphoma; MCL, mantle cell 05 =
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. . . lymphoma; MZL, marginal zone lymphoma; LDH, lactate dehydrogenase; SPD, sum of the product of diameters. 100 [IAS68
« SYNCAR-001 + STK-009 is a combination therapy ] iﬁl
incorporating two components: Safety 0- oo T B9 0160 CD27 | DS = 0.75% Terr £ 5.70% Terr g ™ m
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IL-2 receptor (SYNCAR-001) * SYNCAR-001 + STK-009 was well tolerated with no DLTs observed g 013 €
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b) An engmeered IL-2 I_|gand (STK-OOQ) that Onl_y binds th r()ugh Table 2: Adverse events B TIM3" SYNCAR-001 product Mean of all patients presented; CLL plus NHL (n=8). B 001 o STK.009
the mutated IL_2 I‘eceptor Study ID | TIM3+ SYNCAR-001 Traives NAive T cells (CD45RO/CCR7*); Teyw, central memory T cells (CD45RO*/CCR7%); v SYNCAR.001
Dose Level DL1 DL3 DL2 DL3 Tem, effector memory T cells( CD45RO*/CCR77); Te, effector T cells (CD45RO~/CCR77). 0.001 4t I I I I — 10
 STK-009 may enhance CAR-T cell expansion, persistence, Histology CLL CLL CLL CLL MZL MZL FL> DLBCL MCL ° "' " 2‘ § *
CytOtOX|C aCt|V|ty, and tumor |nf|ltrat|0n . . . . T T T T T T STK-009 lymphoma; sCD25, soluble interleukin 2 receptor a.
ICANS - - - - - - Grade 1 -  STK-009 preferentially induced CAR-T activation markers such as IFNy and : neAmood
STK-009 held = Yes — Yes = -- Yes Yes . . . . . . . )
SYNCAR-001 + STK-009 mechanism of action?-3 Tocilizumab sCD25 with limited elevation of IL-6, yielding a favorable IFNy:IL-6 ratio

received -- Yes -- Yes -- -- Yes Yes .
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hoRB, an engineered | FMC63 scFv - CD28 | CD3z hoRB I CLL, chronic lymphocytic leukemia; CRS, cytokine release syndrome; D, day; DL, dose level; DLBCL, diffuse large B-cell ymphoma; FL, follicular Y e

IL-2 receptor beta subunit lymphoma; ICANS, immune effector cell-associated neurotoxicity syndrome (ICANS); MCL, mantle cell ymphoma; MZL, marginal zone lymphoma.
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@ V e No IL-2-related toxicities were observed oy o | i 1 L _ * Patient with chronic lymphocytic leukemia (CLL) and high disease burden
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2 onoie + Limited, mild-moderate cytokine release syndrome (CRS) was observedin4 | & 1]. e q - o * Significant CAR-T expansion even despite high disease burden
O oD SYNCAR.00- patients; |mmgne effe.ctor cell-associated neurotoxicity syndrome (ICANS) _I ; T . B cell aplasia observed until PD
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‘ . , ~ SYNCAR - NHL * Day 82 biopsy showed strong infiltration of CAR-T cells into the tumor
* No increase in natural —_ — 80~ 3 Predose 1 SYNCAR-001+ STK-009 (had only CRS 0-2)
killer (N K) CellS or CS)% 30- T 8 CRS, cytokine release syndrome; IFNy, interferon gamma; IL-6, interleukin-6; NHL, non-Hodgkin lymphoma; sCD25, soluble interleukin 2 receptor a
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 STK-009-101 (NCT05665062) is a first-in-human, STK-009 treatment, O o = . [ |
dose-finding study of SYNCAR-001 + STK-009 in patients with suggesting native 3 2 20- + oa00203-6mg)  ° S1K-009 mediated 5"
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Conclusions

BN DL1 ® CR

SYNCAR-001 LDC (Cohort A) Patient 1 (CLL)

renutactuing poymieber Patient 2 (CLL) mm DL2 SD « Favorable safety and efficacy sighals were observed for STK-009 + SYNCAR-001 in patients with a fixed, low dose of 30M SYNCAR-001 cells
DL3 @ PD
: : Patient 3 (CLL) - . o - - . -
conort ((EENTEEI oL win L0C mationt 4 (L) . No CRS or ICANS > Grade 2, no signs of IL-2 (STK-009) mediated toxicity on endogenous T cells; all 4 patients with NHL are in ongoing
. _ e - SYNCAR-001 30M SYNCAR-001 30M : , , , DL, dose level. ) .
T g 90 180 270 360 durable CRs, with the longest extending beyond 480 days
SYNCAROOT SO SYNCARFOOT SO DL3B without LDC DL4B without LDC Days
STK-009 6 mg STK-009 12 mg = = - =
cohort 5 IR SYNCAR.001 S0 . Best objective response (BOR) was complete response (CR) in 4 Minimal exhaustion and senescence of SYNCAR-001 cells was observed up to 160+ days, and a central memory phenotype was sustained
The sty allows  stendard 3 +3 dosign. STK-009 s acmiisered SC once el o 12 dosesfllwd by nce monthyfor patients; 1 patient experienced stable disease (SD) STK-009 is able to drive activation, expansion and persistence of SYNCAR-001 cells, and maintains SYNCAR-001 long-term memory
ree doses; a sarety Lead-in aose o - Wi e aaministered elitner or ays prior to - . Gonor .
STK- administered in escalating doses of 1.5, 3, 6, and mg with a fixed dose of SYNCAR- (30M cells IV) following a [ I I - I ithi
oyl LDG ogimen. Gohort B STK.005 admiisered n ascelatng doses of 6 and 12 mg with  xed dose of SYNGAR-001 All4 Pat'ents with non-Hodgkin lymphoma (NHL) ?Xh'b'ted aresponse and Next steps: Treatment of non-lymphodepleted patients in heme and non-renal systemic lupus erythematosus/lupus nephritis studies
(90M cells V) without prior LDC. remain in durable CRs; the longest duration of CR is beyond 480 days

IV, intravenous; LDC, lymphodepleting chemotherapy; SC, subcutaneously.
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