Preliminary phase 1a/1b results of GIGA-564, a novel intfratumoral Treg-depleting anti-CTLA-4 antibody,
In advanced or metastatic solid tumors
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Background Results

* Anfl-CTLA-4 therapies were originally developead Baseline patient demographics and disease characteristics
to block the interaction of CTLA-4 with its B/
AE Term

igands, and thus enhance T-cell costimulation. Patient Characteristics Total Total
. _ Treatment Status _ ,
*However, strongly blocking CTLA-4/B7 binding Dosed patients (N=26) (N=26) [ All TR-TEAE with >10%

mMay increase iImmune foxicity and limit the Demographics Completed Treatment 5 (19.2) incidence in study, any
efficacy of anti-CTLA-4 therapies. Grade 3-4 TR-TEAE, or TR

Patients receiving GIGA-564 experienced minimal TR-TEAEs

All Patients (N=26)
(0.3 - 20 mg/kg)

3.0 mg/kg (N=9) 10.0 mg/kg (N=6) 20.0 mg/kg (N=7)

: _ Discontinued
*There is growing evidence that the efficacy of Age, median {range) >0- (37-74) Treatment 21 (80.8) |k A A A A
._ _ o o o _ _ ny ny ny ny
anfi CTLA 4 on’nbpdes r.ehes on Fc-receptor Female 13 (50.0%) Progressive Disease 12 (46.2) Grade Grade 3-4 Grade Grade 3 - 4 Grade Grade 3-4 Grade Grade 3-4
mediated depletion of infratumoral regulatory T-
cells (Tregs). ECOGPS 0 15 (57.7%) Adverse Event 3(11.5)  Any TR—TEAE 13 (50.0) 4 (15.4) 3(33.3) 0 2(33.3) 1(167) 5(71.4)  3(42.9)
¢ GIGA-564 is a hovel monoclonal antibody ECOGPS 1 11 (42.3%) . Anemia 3 (11.5) 0 0 0 0 0 3 (42.9) 0
designed with minimal CTLA-4 blocking activity ~onsentWiihdrawal 2 (7:7) " Hyperthyroidism 3(11.5) 1(38) 0 0 0 0 2(286) 1(143
and increased Fc receptor activity, aiming fo All Other 4 (15.4) Rash maculo-papular 6 (23.1)  1(3.8) 1 (11.1) 0 1 (16.7) 1(16.7) 3(42.9) 0
Improve the therapeutic index. Total Pruritus 2 (7.7) 1(3.8) 1(11.1) 0 1(16.7) 1(16.7) 0 0
Cancer Type (N=26) diated
Prior Lines of Anti-Cancer 3 (1-10 mmupe-dme ('j‘” © 1(3.8) 1(3.8) 0 0 0 0 1 (14.3) 1 (14.3)
Treatment, median (range) ( ) Colorectal 14 (53.8) nepanc .|s.or il _ ‘
Pneumonitis (3.8) 1(3.8) 0 0 0 0 (14.3) 1 (14.3)
] 3 (11.5%) Head and Neck 4 (15.4) Colitis 1 (3.8) 0 0 0 0 0 1 (14.3) 0
Fc Receptor 2 6 (23.1%) Anal 3 (11.5) _ipase increased 1 (3.8) 1 (3.8) 0 0 0 0 1 (14.3) 1 (14.3)
\ ; 5 (19.0% NSCLO | (3.8) Pyrexia 2(7.7) 1(3.8) 0 0 0 0 1 (14.3) 1 (14.3)
ADCC/ADCP-mediated . There were no Grade 5 TR-TEAEs. There was a single Grade 4 TR-TEAE, hyperthyroidism af
?rgg'seﬂon ofinfratumoral 4 > (19.27%) Ovarian 1(3.8) 20 mg/kg. This was the only DLT.
. . >5 7 (26.9%) PDAC 1 (3.8) . . . .
GIGA-564 has a differentiated, non- e i 38 All TRt-)TE\?AEs (4 t;n é3 pah?ﬁfs) occurred in patients treated at 20 mg/kg who had recent
blocking mechanism of action that was | pembrolizumab (6 monihs) exposure.
>1 12 (46.2%) Thymic Carcinoma 1 (3.8)

designed to deplete intratumoral Tregs Data includes patients from both Phase 1a and b.

Methods GIGA-564 monotherapy demonstrated anti-tumor activity
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"One patient had progressive disease due to a new lesion, but
measurements of the target lesions were not done (due to lack of conftrast)
and thus this patient is not included in the waterfall or spider plofs.

activity by RECISTI.1 including objective response rate
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bU”()} and phormd cokinetics. respectively. The whiskers extend to 1.5 times the interquartile range. In
mean concenftration by time plot n = 6 for the 20 mg/kg dose af 336h.

NCT06258304 Conclusions

Data cutoff: January 28, 2026 Data from the ongoing Phase 1 study suggest that GIGA-564 has a favorable safety profile and exhibits antfi-ftumor activity. More research is warranted to further

s explore GIGA-564 both as a single agent and in combination therapy in patients with solid fumors. Addifional clinical and correlative analyses, including changes in
= G O en fumor microenvironment and peripheral immune cell subsets after treatment with GIGA-564, are underway.
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Abbreviations: ADCC/ADCP: Antibody-dependent cellular cytotoxicity/phagocytosis, AE: adverse event, APC: Antigen presenting cell, Cmax: maximum concentration, CR: complete response, CRC:

A G I’IfOlS Com PaNy colorectal cancer, DLT: dose limiting toxicity, 10: immuno-oncology, MTD: maximum tolerated dose, NSCLC: non-smalll cell lung cancer, PDAC: pancreatic ductal adenocarcinoma, PR: partial response, Q3W:
every 3 weeks, Q6W: every 6 weeks, Q12W: every 12 weeks, RP2D: recommended Phase 2 dose, SAE: serious adverse event, SD: stable disease; TR-TEAE: tfreatment-related treatment-emergent adverse event
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