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Introduction: Mirvetuximab soravtansine (MIRV) is an approved antibody-drug conjugate
(ADC) for folate receptor alpha (FRa) overexpressed ovarian cancer (PROC) but is
associated with neuropathy and keratopathy. Sofetabart mipitecan (Sofe-M) is an FRa-
targeted ADC comprising an Fc-silent polysarcosine (PSAR) linker, demonstrating anti-
tumor activity across all FRa expression levels. We present safety and antitumor activity in
FRa-high, MIRV-naive PROC.



Methods: In a multicenter, open-label phase 1 study (NCT06400472), patients received
Sofe-M every 21 days at 2, 3, 4, and 6mg/kg. Patients with high tumor FRa expression (=75%
at 22+ intensity) by a CAP/CLIA-certified test, and no prior MIRV exposure were included.
Endpoints included safety (CTCAE v5.0) and efficacy (RECIST v1.1).

Results: Fifty-four FRa-high, MIRV-naive PROC patients received Sofe-M at 2 mg/kg (n=15),
3mg/kg (n=3), 4mg/kg (n=34), and 6mg/kg (n=2). Median age was 64years (range, 37-89).
Median prior therapies: 4 (range, 1-9). ORR is currently 53.7% (3 responses pending
confirmation), and DCR was 83.3%. DOR was immature; 18 of 29 responders remained on
treatment. Common TEAEs were fatigue (64.8%; G3 3.7%), nausea (61.1%; G3 3.7%),
vomiting (44.4%; G3 3.7%), and constipation (40.7%; G3 1.9%). Hematologic toxicity
included anemia (51.9%, G3 18.5%), neutropenia (44.4%, G3 18.5%), and
thrombocytopenia (24.1%, G3 9.3%). Low alopecia incidence (5.6% G3 0.0%). Dose
reductions and discontinuations due to TEAEs were 33.3% and 9.3%, respectively. No
keratopathy or grade =3 peripheral neuropathy were observed.

Conclusion/Implications: Sofe-M demonstrated an ORR of 53.7% across doses with
manageable toxicity profile. Enrollment to FRAmework-01 (NCT07213804) is ongoing for
PROC patients, regardless of FRa expression or prior MIRV exposure.
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Introduction: Despite effective screening and diagnostic tools, deaths from endometrial
cancer (EC) and cervical cancer (CC) continue to rise in Canada, partly due to barriersin
accessing timely care. An open-access patient-centred service led by nurses, supported by
an interdisciplinary team of physicians, was established to address unmet screening needs
and facilitate early detection of gynecological cancers.

Methods: This initiative was embedded within the DOvVEEgene Phase Ill diagnostic trial
(enrollment 2021-2026). Using a structured algorithm, nurses performed comprehensive
assessments of medical history and symptoms for self-referred participants aged 45-75,
coordinated Pap tests and endometrial biopsies (EMB), arranged specialist referrals, and
provided patient education throughout the care



pathway.
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Results: Of 5,014 participants, 4,750 (94.7%) received Pap tests as they were overdue for
cervical screening; 954 (19%) reported abnormal uterine bleeding and 771 reported pelvic
pain, prompting transvaginal ultrasound. A total of 2,163 EMBs were performed. Overall,
124 cancers and pre-cancerous lesions were diagnosed. Nurses coordinated 151
gynecologic oncology and 188 gynecology referrals, leading to 222 surgical procedures
with 65 confirmed cancers. Participant satisfaction was high, with 98% reporting high



satisfaction.

Table 1. Clinical Outcomes of a Nurse-Led Open-Access Service for
Early Detection of Gynecological Cancers (DOvEEgene Phase I,

2021-2026)
n %
(N=5,014)
Screening
Participants assessed 5.014 —
Received Pap test 4.750 94.7
Clinical presentation
Abnormal uterine bleeding 954 19.0
Pelvic pain 771 154
Investigations
Endometrial biopsies 2163 —
Detection outcomes
Cancers and pre-cancerous lesions 124 2.5
Confirmed cancers (post-surgical) 65 1.3
Referrals and surgical management
Gynecologic oncology referrals 151 3.0
Gynecology referrals 188 3.7
Surgical procedures 222 4.4
Participant satisfaction 98% —

All percentages calculated with N=5.014 as denominator unless otherwise indicated
Confirmed cancars: 85222 surgical procadures (29.3%)
Salisfaction: 24-month follow-up, decisional regret scate (n=4,335%/'4 423 respondents, 98%)

Conclusion/Implications: A patient-centred, nurse-led service supported by physicians
enabled systematic screening of over 5,000 participants, contributing to 124 cancers and



pre-cancerous diagnoses. By integrating clinical assessment with patient education, this
model demonstrates the value of nursing expertise in early cancer detection and is
adaptable to other settings.
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Introduction: PARP inhibitors (PARPi) show modest activity in MMR-proficient (MMR-p)
endometrial cancer (EC), and predictive biomarkers remain insufficiently defined. Greater
efficacy has been suggested in p53-abnormal (p53-abn) tumors. We evaluated olaparib
maintenance in MMR-p EC according to molecular and homologous recombination
deficiency (HRD) profiles in the phase Il UTOLA study (NCT03745950).

Methods: HRD was assessed using GlScar score (126-gene panel; HRD defined as >0.48)
and large genomic events(LGE), LGE-high defined as >6. Mutations in 26 HR pathway genes
(including BRCA,RAD/FANC complex) were analyzed. CCNE7amplification was assessed
by shallow whole-genome-sequencing.



Results: Population characteristics are presented in the Table.

Olaparib maintenance showed greater benefit in p53-abn tumors (mMPFS 5.45 vs 3.45

months), in complete responders after chemotherapy (7.4 vs. 3.73 months), and in LGE-
high tumors (5.33 vs. 3.5 months). HRD signatures were identified in 12% of patients,
predominantly in the p53-abn subgroup (n=15vs. 1 NSMP)[FC1]. In this subgroup, olaparib
was associated with an mPFS of 6.3 months (95% CI: 1.8-NR), compared with 3.7 months
(95% CI: 3.4-NR) in the placebo group.

Twenty-one patients harbored mutations in HR pathway genes, with only slightly higher
HRD profiles (LST and GlScar scores) compared to other MMR-p tumors, and no PFS
benefit of olaparib was observed in HR-mutated versus non-mutated

patients. CCNET amplification and CTNNB1 mutations were mutually exclusive, occurring

in p53-abn and NSMP subgroups, respectively, and were associated with distinct platinum

sensitivity and HRD profiles. Platinum response was observed in 4/5 CCNE1-amplified

patients, seemingly independent of HR profile[FC1] .

Table: pMMR population characteristics
P53 NMSP
(N=76) (N=47)
All (N=76) CCNE1 (N=5) Others (N=71) All (N=47) CTNNB1 (N=24) Others (N=23)
Treatment
Olaparib 51 (67 %) 5 (100 %) 46 (65 %) 31 (66 %) 15 (62 %) 16 (70 %)
Placebo 25 (33 %) 25 (35 %) 16 (34 %) 9(38 %) 7 (30%)
Response
CR 29 (38 %) 3(60%) 26 (37 %) 7(15%) 2(8%) 5(22 %)
PR 25 (33 %) 1(20%) 24 (34 %) 28 (60 %) 14 (58 %) 14 (61 %)
SD 20(26 %) 1(20%) 19 (27 %) 12 (26 %) B(33%) 4(17 %)
NED 2(3%) 0 2(3%) 0 0 0
GlScar =
Mean (SD) 0.23 (0.32) 0.021 (0.18) 0.25 (0.32) 0.00052 (0.14) -0.0064 (0.11) 0.0088 (0.17)
Median (min-max) | 0.17 (-0.35-1.5) | -0.046 (-0.10-0.33) 0.19(-0.35-1.5) | 0.015 (-0.29-0.49) | 0.031 (-0.29-0.20}) 0.0099 (-0.25-0.49)
Missing 4(5.3%) 0 4(5.6%) 3 (6.4%) 0 3(13.0%)
nLST
Mean (SD) 13 (7.7) 8.0(8.2) 13(7.6) 3.6 (3.4) 2.8 (1.9) 4.6 (4.4)
Median (min-max) 12 (0-38) 8.0 (0-21) 12 (0-38) 3.0 (0-18) 2.0(0-8,0) 3.0 (0-18)
Missing 4(5.3%) 0 4(5.6%) 3 (6.4%) 0 3(13.0%)
PFS
Median [95%Cl] 4.5mo [3.5-7.4] 7.3mo [5.3-NR] 3.7mo [3.4-7.4] 7mo [3.8-14.7] 7mo [3.8-20.1] 7.7mo [3.6-21.9]

Conclusion/Implications: p53-abn status, high genomic instability, and platinum

sensitivity may identify MMR-p EC patients most likely to benefit from

olaparib.CCNE1/CTNNB1 alterations are subgroups with potential differential responses to
HR-targeted therapy.
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Introduction: TP53 Y220C mutations occur in ~3% of ovarian and ~1% of endometrial
cancers, causing loss of tumor suppressor function. Rezatapopt, an investigational, first-
in-class, p53 reactivator, selectively binds the mutated p53 Y220C protein, stabilizing
wildtype conformation and restoring p53 function.

Methods: PYNNACLE (NCT04585750): global, single-arm, basket trial in patients with
locally advanced/metastatic solid tumors with a TP53 Y220C mutation. Patient cohorts
defined by tumor type receive oral rezatapopt 2000mg once-daily with food. Primary
endpoint: Overall response rate (ORR per blinded independent central review; RECIST
v1.1). Secondary endpoints: Investigator-assessed ORR, additional efficacy endpoints,
safety.

Results: As of March 29, 2026, 141 patients received rezatapopt (ovarian cancer n=76;
endometrial cancer n=9). For ovarian and endometrial cancer cohorts, median age was 66
(range 46-91) and 70 (62-74) years; ECOG score was 0/1; and median prior treatment lines
was 4 (range 1-10) and 2 (0-7), respectively. For patients with ovarian cancer, 97.4% had



high-grade serous cancer, 60.5% were platinum-resistant and 35.5% were platinum-
refractory. Investigator-assessed ORR was 44.4% and 55.6% for ovarian and endometrial
cancer cohorts, respectively (Figure 1a/1b); median time to response was 1.3 and 1.2
months. Median duration of response in ovarian cancer was 8.2 months. Treatment-related
adverse events (TRAEs; N=141) were mostly Grade 1/2 (most frequent: nausea 42%; fatigue
26%; blood creatinine increase 22%); seven patients (5%) discontinued due to TRAEs
(ovarian cohort n=4; endometrial cohort n=1).

Conclusion/Implications: Oral targeted treatment with rezatapopt showed single-agent
efficacy and manageable safety in heavily pre-treated patients with TP53 Y220C-positive
advanced gynecological

cancers.



Figure 1a. Change in sum of target lesions following
rezatapopt treatment in the ovarian cancer cohort
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Dotted line shows RECIST v 1.1 criteria for PD {20%) and PR (=30%]). Includes patients with
ovarian cancer (n=63) that have a post-baseline target tumor measurement. Best overall
responses are noted in the figure . A* denote s patients who achieved a confirmed PR as of the
data cutoff and expenenced unconfirmed CR at last scan (post data cutoff).

BOR, best overall response; Cl, confidence interval, CR, complete response;
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Figure 1b. Change in sum of target lesions following
rezatapopt treatment in the endometrial cancer cohort

100 4 BOR

s=]
]
1

B PR
B sD
ORR: 55.6% (n/N=5/9)

o S R =
== Y = =
L] 1 1

SD SD

L)
S
1

Best change in the sum of target lesions (%)
o & i
L =

-100 -

Data cuteff: March 29, 2026
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endometrial cancer (n=9) that have a post-baseline target tumor measurement. Best overall
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Introduction: SYS6002 is a novel anti-nectin4 antibody-drug conjugate (ADC) using a third-
generation site-specific microbial transglutaminase conjugation technology. Here, we
report cervical cancer (CC) cohort results from a multicenter phase | study of SYS6002,
which evaluated the safety, maximum tolerated dose, recommended phase Il dose (RP2D),
immunogenicity, and preliminary efficacy in advanced solid tumors.

Methods: Eligible patients had Nectin4-positive advanced CC (aCC) that was refractory to
standard therapies. This study included dose escalation (0.2-4.5 mg/kg Q3W, 2.4-2.7 mg/kg
Q2W), pharmacokinetic (2.7 and 3.6 mg/kg Q3W, 2.4 mg/kg Q2W) and cohort (3.6 mg/kg
Q3W, 2.4 mg/kg Q2W) expansion parts. The primary endpoints were the safety and RP2D.

Results: As of December 19, 2025, 91 cc patients (median age 53.0 year [range 29-80];
92.3% distant metastases; 33.0% =3 prior therapy lines) received =1 dose of SYS6002. All



patients had prior chemotherapy exposure. The RP2D in aCC pts was established as 2.4
mg/kg Q2W. With a median follow-up of 11.1 months (IQR 7.2-15.0), no treatment-related
death occurred. One patient (1.1%) discontinued treatment due to treatment-related
adverse event (TRAE; grade 2 interstitial lung disease). The most common TRAEs, along
with other known TRAEs associated with Nectin4-targeted ADCs, were summarized in
Table 1. No Stevens-Johnson Syndrome or Toxic Epidermal Necrolysis reported. Efficacy
results of efficacy-evaluable patients were detailed in Table 2. Overall survival was

immature.
Table 1. Safety profiles of SYS6002.

2.4 mg/kg Q2W (n=39) 3.6 mg/kg Q3W (n=43) Overall (N=91)
All grade  Grade>=3  Allgrade Grade=3  Allgrade Grade =3

TRAE occurring in 225% of patients

Corneal disorder 33 (84.6) 5(12.8) 38 (88.4) 6(14.0) 79 (86.8) 12 (13.2)
Anemia 17 (43.6) 2(5.1) 23 (53.5) 3(7.0) 44 (48.4) 6 (6.6)
Dry eye 13 (33.3) 1(2.6) 20 (46.5) 0 38(41.8)  2(2.2)
Aspartate aminotransferase increased 13 (33.3) 1 (2.6) 19 (44.2) 0 36 (39.6) 1(L.1)
Hyperlipidemia 10 (25.6) 0 17 (39.5) 2(4.7) 31 (34.1) 2:(2.2)
Alanine aminotransferase increased 10 (25.6) 0 12 (27.9) 0 25 (27.5) 0
Proteinuria 8 (20.5) 0 15 (34.9) 1(2.3) 25 (27.5) 1(1.1)

Other known TRAEs associated with

Nectin4-targeted ADCs
Rash 10 (25.6) 1(2.6) 6 (14.0) 0 19 (20.9) 2:(2.2)
Hyperglycemia 8 (20.5) 1 (2.6) 9(20.9) 0 18 (19.8) 1(1.1)
Peripheral neuropathy 4(10.3) 0 6 (14.0) 0 10 (11.0) 0
Pneumonitis / interstitial lung disease 0 0 2 (4.7) 0 2(2.2) 0

TRAE, treatment-related adverse event; ADC, antibody-drug conjugate; Q2W, every two weeks; Q3W, every 3 weeks.

Table 2. Antitumor activity of SYS6002 in patients with advanced cervical cancer.

2.4 mgkg Q2W 3.6 mg’kg Q3W
Middle-high Nectind Middle-high Necting ~ Overall (N=90)

e =47
All (39 expression® (n=31) AlL=42) expression* (n=37)
Best objective response rate 41.0 (25.6-57.9) 484 (30.2-66.9) 33.3 (19.6-49.6) 32.4 (18.0-49.8) 35.6 (25.7-46.4)
f;‘::"m‘ed ohjectivenesponse 35.9(21.2-52.8) 41.9 (24.6-60.9) 28.6 (15.7-44.6) 27.0 (13.8-44.1) 31.1 (21.8-41.7)
Disease control rate 84.6 (69.5-94.1) 87.1 (70.2-96.4) 76.2 (60.6-88.0) 78.4 (61.8-90.2) 80.0 (70.3-87.7)
Duration of response ¥ 8.0 (4.0-NR) 8.0 (4.0-NR) 10.3 (4.1-NR) 9.0 (2.9-NR) 10.3 (4.7-NR)
Progression-free survival 4.1 (2.9-5.7) 4.5(3.2-1.7) 4.3 (2.8-7.6) 5.4 (2.8-7.6) 4.1 (3.0-5.6)
12-month overall survival rate 52.1(19.0-77.4) 71.0 (48.6-85.0) 54.4 (37.5-68.5) 56.6 (38.3-71.3) 56.6 (43.7-67.7)

Data are % (95%CT) unless otherwise noted. T month (95%CT). * H-score 101-300. NR, not reached.

Conclusion/Implications: SYS6002 showed a well-tolerated safety profile and favorable
efficacy in aCC. The phase 3 trial is ongoing (NCT07230626).
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Introduction: Sacituzumab tirumotecan (sac-TMT) is a TROP2-directed ADC with a unique,
bifunctional linker that maximizes delivery of a belotecan-derived topoisomerase | payload
to tumor cells. We report final efficacy and safety of the phase 2 post-platinum advanced
endometrial cancer (EC) cohort from the phase 1/2 2870-001/KL264-01 (NCT04152499)
study.



Methods: Participants with locally advanced unresectable or metastatic EC with
progression on =1 prior line of platinum-based chemotherapy received sac-TMT 4 or 5
mg/kg Q2W until unacceptable toxicity or PD. The primary endpoint was ORR per RECIST
v1.1 by investigator assessment. Secondary endpoints were DOR, PFS, OS, and safety.

Results: As of November 30, 2025, of 158 participants who had received sac-TMT, 101
(63.9%) had received =2 prior lines of therapy. The median (range) follow-up was 18.1
(14.2-22.2) months in the 4-mg/kg group (n=114) and 28.1 (25.5-34.4) months in the 5-
mg/kg group (n=44). In the 4- and 5-mg/kg groups, respectively, 24 (21.1%) and 2 (4.5%)
participants remained on treatment at data cutoff; 67 (58.8%) and 33 (75.0%) discontinued
due to PD. Confirmed ORR was 31.6% at 4 mg/kg and 34.1% at 5 mg/kg (Table 1). 61
(53.5%) and 34 (77.3%) participants, respectively, had grade =3 treatment-related AEs
(Table

2).



Tablc 1. Efficacy
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*All responses were partial responses,

"indicates there wis no event by the tme of the last discase asscssment.
NE, not estimable; pMMR, mismatch repair-prolicient.

“Ineludes participants with pMMR disease and =1 imaging assessment completed.



Table 2. Safety

Sac-TMT Sac-TMT
4 mg/ke Smegke Total
n=114) n=44) (N=138)
Treatment-related AEs
Any grade 113 (99.1) 44 (100) 157 (99.4)
Grade =3 61 (53.5) 34 (77.3) 935 (60.1)
Led 1o any treatment discontinuation 3(2.6) 1(2.3) 4(2.3)
led 1o any dose reduction 28 (24.6) 19 (43.2) 47(29.7)
Led 1o treatment interruption 47 (41.2) 13 (29.3) 60 (38.0)
Serious 18 (15.8) 9(20.5) 27(17.1)
Led 1o death? 1{0.9) 0 1(0.6)
Grade 3 or 4 treatment-related AEs occurring
m =10% of participants in erther treatment group
Decreased neutrophil count 33 (28.9) 19 (43.2) 32(32.9)
Anemia 23 (20.2) 13 (29.5) 36 (22.8)
Deercased white blood ccll count 17{14.9) 19 (43.2) 36(22.8)
Stomaltilis 3(2.0) 8(18.2) 11(7.0)

All data are reported as n (%o).

In the sac-TMT 4-mg/Kg group, 1 participant died due to cardiac failure: this death could not be

ruled out as related to the participant’s underlying pre-existing health conditions.

Conclusion/Implications: Sac-TMT showed promising antitumor activity and manageable

safety in advanced or metastatic EC after progression on platinum-based chemotherapy.
These results support ongoing phase 3 studies of sac-TMT in advanced EC post-platinum-
based chemotherapy and immunotherapy (TroFuse-005; NCT06132958), and in
combination with pembrolizumab as first-line maintenance therapy for pMMR EC (TroFuse-

033; NCT06952504).



