Phase 1 study of PHSTO001, a humanized anti-CD24 monoclonal antibody, in adult patients with
advanced relapsed and/or refractory solid tumors
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Background Trial status Select endpoints
. CD24 (cluster of differentiation 24) is an immunomodulatory receptor overexpressed R e The study opened in March 2025, with an estimated enrollment goal of approximately 155 patients Primary Secondary Exploratory
on the cell surface of many cancer cells that plays an important role in immune et — As of October 2025, 10 sites across the United States are active « Frequency of DLTs, SAEs, TEAEs, « PHST001 monotherapy: « Target occupancy, cytokine
evasion™? — First patient was treated in April 2025 TRAES, AESIs, and AEs leading to  Investigator-assessed ORR, DOR  profiling, quantification of
- Tumor-expressed CD24 functions as a “don’t eat me” signal by binding to Siglec10 (sialic-acid- SIGLEC10 dose interruption, treatment BOR, PFS, per RECIST v1.1 or CtDNA, and analysis of immune

 The study duration is estimated to be approximately 4 years, and the estimated treatment duration will be up to 2 years

o discontinuation, or death RANO and OS cells in peripheral blood
for each study participant

binding Ig-like lectin-10) on macrophages, preventing phagocytosis of malignant cells

e (CD24 overexpression may be associated with poor survival outcomes in patients with certain * PHSTOOT in combination with * Serum PK parameters including, < Target expression, amplification

A protocol amendment detailing the Phase 1b combination of PHSTO01 with chemotherapy is under review

cancers, including ovarian, breast, non-small cell lung, prostate, bladder and hepatocellular cancers, chemotherapy: Investigator- put not limited to, Cax thax status of CD24 genomic locus,
cholangiocarcinoma and glioma3-7 assessed ORR, DOR, BOR, PFS Ciroughs AUC, Vg, CL, and t, immune cell frequency, and
er RECIST v1.1 or RANO, and immune cell states in the TME
« PHSTOO1 is a humanized IgG4 monoclonal antibody that binds to CD24 to disrupt the interaction . E))S when tumor biopsy is available
between CD24 and Siglec-10, and induces phagocytosis and tumor clearance by macrophages! StUdy de5|gn

 Prevalence at baseline and

- PHSTOO01 received FDA fast track designation for the treatment of advanced ovarian cancers in

lune 20258 * Participants 18 years or above with advanced relapsed and/or refractory solid tumors will be enrolled to the dose frequency of ADA formation
o | S 0 Enhanced escalation and expansion cohorts per the BOIN method against PRSTO0T
* A first-in-human phase 1a/1b, open-label, dose escalation, and expansion trial to evaluate safety, "~ Phagocytosis | | | | | | | | |
tolerability, PK, and antitumor activity of PHSTOO1 in adult participants with advanced relapsed e  The totality of safety, including that contributed by the backfill cohorts, will be continuously monitored by Bayesian
) ) ® ® ® e ®
and/or refractory solid tumors is ongoing (NCT06840886) posterior probability Key inclusion and exclusion criteria
. . . .. Phase 1a Phase 1b Inclusion criteria Exclusion criteria
PHSTO001 has robust monotherapy activity against cancer models in vivo _ S — . .
* Participants will receive escalating doses of PHST0O01 given  PHSTOO01 will be combined with chemotherapeutic » Aged 218 years old » Diagnosis of immunodeficiency, active autoimmune
o higG4  -= PHSTO001 Q3W as an IV infusion and may be eligible for intra- agents used as standard of care » ECOG performance status of 0 or 1 dlseazse that has required SYSthem'C treatment in the
- : . . . . . ast 2 years, previous severe ersensitivity reaction
A B C participant dose escalation * The dose of PHST001 and/or the dose and/or schedule » Histologically or cytologically confirmed advanced solid I(OGradey>3) o F;reatment ith aggther monogional
4%10°- 1.5%1010— 6x1011 - >
 Those in backfill cohorts will not be included in the DLT- of the chemotherapeutic agent(s) may be modified by tumor that. has relapsed from/bgenTIefractory to all antibody, or history of hypersensitivity to any
D 2100 - @ o . . . . . locally available standard therapies -~
S = - = - evaluable population but may inform suitable a dose range the safety review committee components or excipients of the study treatments
X * % x for the phase 1b portion of the trial * Measurable disease per RECIST vi.1 or RANO as History of a previous additional malignancy, unless
= _ = = * L : : o ,
L 210° X i . i assessed by the local site investigator/radiology Y Prev 5 Y
T T crgo X C—U _ Ad t fncti potentially curative treatment has been completed,
O B n B . . .
© 1x10°- S G : : : : 0 equate organ function
_ - - Phase 1a monotherapy dose escalation Phase 1b combination dose expansion C Eermte o b enctfend with no evidence of malignancy for 5 years
o | | | | emafe E’?dlsn > MUsthot | el pregnant or breastiecding, |«  Active known CNS metastases and/or carcinomatous
: T T T 1 : s A : T noFdo chi de/arln%c pﬁﬁzrl;tla as pertcorg.trlc‘:\cepétlon t meningitis
Days Post Engraftment uidance anas/or or cni earin otential ana agree to : : : . :
y 9 Days Post Engraftment Days Post Engraftment [ 36.0 mg/kg ] 8 . . g. P 8 e Active infection requiring systemlc thera o)
. . . . o . comply with contraception requirements
A. Ovarian cancer xenotransplantation model B. Endometrial cancer xenotransplantation model C. Cholangiocarcinoma xenotransplantation PR . Prior autologous/allogeneic hematopoietic stem cell or
established by subcutaneously engrafting OVCAR- was established by engrafting SNGM cells model was established by engrafting KKU-213 [ 18.0 mg/kg « Male patients with a female Pa rtner(s) of childbea ring lid | '
3 cells. Total tumor flux (mean + SEM) of OVCAR-3 intraperitoneally. Total tumor flux (mean T SEM) cells subcutaneously. Total tumor flux (mean T ~ ™ pOtentlal must agree to COmply Wlth Contracepthn SOl Organ transp ant
tumor-bearing mice treated with PHSTOO1 20 of SNGM tumor-bearing mice treated with SEM) of KKU-213 tumor-bearing mice treated [ 9.0 mg/ke | ‘ > Ovarian cancer requirements « Known infection with HIV-1 or HIV-2, unless well
mg/kg or isotype control over time (Student’s ¢ PHSTOOl’ZO mg/kg or isotype control over time VYIth PHSTOOlIZO mg/kg or isotype control over L y controlled current or known active liver disease from
test, ***p<0.001). (Student’s t test, ***p<0.001). time (Student’s t test, *p<0.05). : : . .
6.0 mg/kg - ~ - any infectious cause, including HBV and HCV
The blue area denotes the period when mice were subjected to treatment (3 times per week for a total of 18 doses). PHSTOO1 4 O '% - N . CIinicaIIy significant heart disease that affects normal
[ 4.0 mg/kg monotherapy PHSTOO1 + © . Co
optimal —> chemotherapy — X |~ Endometrial cancer activities
J biological safety run-ins Q . J *Phase 1b will include patients with previously treated solid tumors, according to tumor type-specific criteria; enrolment of tumor types and eligibility criteria will be determined based on the totality of data from Phase
. . . 2.0 mg/kg Jose o 1a and enacted based on the in-progress protocol amendment.
Trial objectives s RN AN VAN /| e N - N - - | N
Abbreviations: ADA, antidrug antibody; AE, adverse event; AESI, adverse event of special interest; AUC, area under the concentration—time curve; BOIN, Bayesian Optimal Interval Design; BOR, best overall response; CD24, Cluster of differentiation 24;
[ 1.0 mg/kg kf” d | | e N Cmax» maximum observed concentration; CL, clearance; CNS, central nervous system; ctDNA, circulating tumor DNA; Cy,,,qn, cOncentration at the end of a dosing interval (i.e., just before next drug administration); DLT, dose-limiting toxicity; DOR,
BackTi OS€ eV.e S . . duration of responsef ECOG, Eastern C.ooperative anology Group; FDA, qud and Drug Administration; HBV, hepatitis B virus; HCV., hepa.titis.. C.virus.; HIV, human immu.nodeficiency virus; IV, intravenous; ORR, overall respon§e rate; O§, gvergll sgrviyal;
* Evaluate the safety, tolerability, recommended phase 2 dose, and antitumor activity of PHST001 as monotherapy or in | 03mglke ]J watety, PK. P, o 7| Chetangiocarcinom e e e e b e s, 0 s concnaons TEAE, oS g sdvrs vt T o mieemtonmant A, resener e s evrs .. v of sbton o iy st - *
Comb|nat|on W|th Sta ndard ChemOthera peut|c agents y’ff ’ , ~ 7 References: 1. Barkal AA, et al. CD24 signalling through macrophage Siglec-10 is a target for cancer immunotherapy. Nature. 2019;572(7769):392-396; 2. Zhao K, et al. From mechanism to therapy: the journey of CD24 in
[ 0.1 /k ] ‘ €iticacy cancer. Front Immunol. 2024;15:1401528; 3. Deng J, et al. CD24 expression as a marker for predicting clinical outcome in human gliomas. J Biomed Biotechnol. 2012;2012:517172; 4. Zhang P, et al. Amplification of the
. . . . . . d1m — CD24 Gene Is an Independent Predictor for Poor Prognosis of Breast Cancer. Front Genet. 2019;10:560; 5. Gu Y, et al. The biological roles of CD24 in ovarian cancer: old story, but new tales. Front Immunol.
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