2239pP Introduction Methods Figure 1: Study design
Alpitatug satetraxetan (alpi-sat) is a first-in-class anti-human Figure 1illustrates the Part 1 dose-escalation study design, including « Phase 1 first-in-human trial . .
kallikrein-2 (hK2/KLK2) antibody—based actinium-225 (225Ac) the adaptive dosing schedule of alpi-sat in mCRPC Escalation with 8-12 Every 8-12

[ ] [ [ J L —y .
radioligand therapy (RLT)"? First GRID dose of alpi-sat was 200 or 250 pCi (NCT04644770) WAL SCh(igu;e dosing weeks weeks
a I V e O S I n I n a S e S u Alpi-sat preferentially binds to the membrane-associated form For patients with initially stable or decreasing prostate-specific « Key eligibility criteria: 5= _
of KLK2, which is highly expressed on prostate cancer cells, antigen (PSA) levels, up to 2 subsequent 150 uCi doses were >1 prior ARPI

and delivers a-particle radiation to prostate tumor cells'* permitted =12 weeks later upon PSA progression, per PCWG3, ]
Preclinical studies demonstrated in vitro KLK2-targeted for a maximum of 3 doses total : Capped cumulative
allowed except in cohort 2b (500 HCi) dose 8-12

[ J
internalization of the anti-KLK2 antibody and in vivo antitumor — Additional retreatment criteria: platelets =2100x10°/L;
O I a I I ta tu S a te tra X e ta n a n A hemoglobin =8 g/dL P ECQESscore of Dot n=29 | eeks
, In the first-in-human study, alpi-sat elicited deep and durable Three groups were evaluated at a dose of 250 pCi: No prior radiopharmaceutical

responses (46% PSA50 at doses 2150 pCi every 8—12 weeks) _ X - ~ _ therapy except in cohort 2¢
in heavily pretreated metastatic castration-resistant prostate Cohort 2a; Post-chemotherapy (post-chemo, n=19) — No superscans GRID @

Prior taxane or chemotherapy

Single dose

cancer during dose escalation® — Cohort 2b: Chemotherapy- and RLT-naive (chemo-naive, n=21) n=78 Adaptive dosing

[} [} o
. = . « Primary objectives: = it
d Ctl nium- 2 2 5 = I d b c I c d dan tl b (0) d We report an.an adaptive dosing sohedule (quided response interval = G e T L PSMA ST ne20) " kP2 Erdoacl g e
dosing [GRID]) designed to mitigate ?2°Ac-related adverse events Py (P ’ X n=20 post-""Lu-PSMA-617 Based on PSA progression,
while preserving antitumor activity A chemo-naive cohort was evaluated at a dose of 200 pCi (n=18) - Safety platelet/hemoglobin recovery
P PY PY Radiographic progression-free survival (rPFS) was assessed using alpi-sat, alpitatug satetraxetan; ARP, androgen receptor pathway inhibitor; chemo, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group performance status; mCRPC, metastatic fon-resistant p :PSA, i
targeting human Kallikrein-2 for
R Figure 2: (A) Maximum reduction from baseline in PSA and (B) duration of PSA response
[ ) [ ] [ ] Patients . PSA responder status B PSA30+ responder B.

 As of April 1,2026, 78 patients received =1 dose with GRID; baseline characteristics are shown in Table 1 B Not PSA30+ responder
I I —-— I Baseline PSA & >100
Table 1: Baseline characteristics ¢ <100

SurViVal ana |ySiS antigen; PSMA, prostate-specific membrane antigen; RP2D, recommended phase 2 dose.
GRID 2i GRID 250 uCi 200 pCi chemo-naive
Characteristic

Adaptive dosing to »
<500-600 pCi as needed

Results

Chemo-naive Post-chemo Post-""Lu-PSMA-617

(n=21) (n=19) (n=20)
Age, median (range), years I 74.5 (54-89) 74.0 (59-83) 71.0 (54-80) 68.0 (60-81)
Prior cancer-related therapy, n (%)

Radiotherapy 10 (55.6) 16 (76.2) 14.(73.7) 18 (90.0)
Primary radiotherapy 2 (11.1) 2(9.5) . 5 (25.0)
Palliative radiotherapy 6(33.3) .. 5 10 (50.0)
ARPI 18 (100) 19 (100) 20 (100)
1ARPI 7(389) . 3(15.8) 3(15.0)
Pedro C Barata', Russell Z Szmulewitz2, Jeffrey YC Wong?, Luke Nordquist?, Neeraj Agarwal®, Yousef Zakharia®, Daniel S Childs’, e e nED : ) )
Oliver Sartor®, Edward F Attiyeh®, Steven | Max'™®, James G Greger®, Yu Cao®, Alex Yu®, Josh D Lauring®, Michael J Morris" PSA, median (range), pg/L 7.8 (16-119.9) 32.0 (17-797.9) 68.6 (11.6-1221.0) 85.6 (9.7-1300.0)
Platelets, median (range), 10°/L 222.0 (174-344) 201.0 (117-362) 231.0 (135-620) 192.5 (156-311)
in, median (range), g/dL 12.8 (9.7-15.1) 11.7 (9.5-14.5) 11.2 (8.6-13.7) 10.8 (9.6-13.4)
Extent of disease, n (%)
Bone 13(72.2) 17 (81.0] 19 (95.0)

)
- . . - . ! Soft ti 13(722 17(810 . 15 (75.0)
'University Hospitals Seidman Cancer Center, Case Western Reserve University, Cleveland, OH, USA; 2Department of Medicine, Section of Hematology/Oncology, ST 5 ((27.8) 5 ((23.8; s ((45.0)

University of Chicago, Chicago, IL, USA; *Department of Radiation Oncology, City of Hope National Medical Center, Duarte, CA, USA; *XCancer Omaha, Omaha, Lymph node 7(33.9; 11(524) ) [ (55.0)) 250 Ci chemo-naive
NE, USA; ®Huntsman Cancer Institute, Salt Lake City, UT, USA; ®Mayo Clinic, Division of Medical Oncology and Hematology, Scottsdale, AZ, USA; "Mayo Clinic, Other 2 (11.) 3(14.3) . 2(10.0)
Department of Oncology, Rochester, MN, USA; 8School of Medicine, Tulane Medical School, New Orleans, LA, USA; °Janssen Research & Development, LLC, ARPI, androgen receptor pathway inhibitor; GRID, guided response interval dosing; PSA, prostate-specific antigen: PSMA, prostate-specific membrane antigen.

Spring House, PA, USA; °Janssen Research & Development, LLC, San Diego, CA, USA; "Division of Solid Tumor Oncology, Memorial Sloan Kettering Cancer Center,
New York, NY, USA
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PSA50 rate: 27.8%

200 pCi chemo-naive (n=18)

Best percent change from baseline (%)

N=16, PSA evaluable set

21)

PSAS50 rate: 42.9%

Efficacy
* For patients in the chemo-naive cohort receiving 250 pCi GRID, PSA50 rates were 42.9%, with durable clinical benefit after 1or 2 doses
(median [range] time to treatment discontinuation, 10.1 [1.4 to 17.9] months; median rPFS, 13.5 months)
Lower PSA50 rates were observed at 250 pCi in post-chemo (31.6%) and post-RLT cohorts (20.0%) and at 200 puCi (27.8%; Figure 2)
Out of 78 patients in the GRID cohorts, 14 received a second dose; 12 had stable or decreasing PSA with subsequent dose
The objective response rates (complete response + partial response) in patients with measurable disease at baseline by cohort were:
200 pCi chemo-naive (18.2%), 250 pCi chemo-naive (18.2%), 250 pCi post-chemo (13.3%), and 250 pCi post-RLT (11.1%
Key Takeaway u (18.2%) H ( 6) uCip (13.3%) uCi p: (11.1%)
Safety
* A summary of safety results is shown in Table 2

The efficacy Of alpi_sat was maintained With an adaptive dOSing regimens * Among persistent cytopenias (grade 1 for 224 weeks or grade 22 for 212 weeks), 7 cases of anemia and 5 cases of thrombocytopenia AP et

were reported; 1 case each of acute myeloid leukemia (peripheral blasts noted 3 weeks after dosing), myelodysplastic syndrome (MDS),

t (0] Ug h G R I D dOS|ng d'd nOt fU I Iy m |t|g ate Safety concerns hypocellular marrow, and multiple myeloma (MM) was reported in the chemo-naive cohort. MDS and MM were retrospectively found to
have consistent abnormalities at baseline
* Treatment-related adverse events leading to treatment discontinuation included pneumonitis (n=2), hypoxia (n=1), chronic kidney disease
(n=1), myelodysplastic syndrome (n=1, fatal), acute kidney disease (n=1, fatal), and thrombocytopenia (n=1, fatal)

* Grade 23 anemia and thrombocytopenia were lower in GRID 250 pCi cohorts (22% and 12%) compared to scheduled 250 pCi cohorts
(37% and 30%)

COHC|USi0nS Table 2: Summary of AEs

250 pCi chemo-naive (n:

Best percent change from baseline (%)

250 pCi post-chemo

PSAS5O0 rate: 31.6%

250 pCi post-chemo (n=19)

GRID 250 pCi
® Targeting KLK2 with alpi-sat, an a-emitting RLT, with GRID demonstrated i

clinical activity, with the greatest activity reported in patients in the et (a2 A _ 9 o0

Fatigue 11(61.1) . . . 6(31.6)

chemo-naive cohort receiving a dose of 250 pCi et eeE) ' i ST sen
Lymphopenia 7(38.9) X . X 12 (63.2)
Nausea 6(33.3) . 5(26.3)

Anemia 5(27.8) . : A 9 (47.4) - - 4 250 pCi post-""Lu-PSMA-617

@ Despite less frequent adaptive dosing with GRID, hematologic and pulmonary Decreased sppeie (589 : 6 516)

Best percent change from baseline (%)

N=19, PSA evaluable set

20)

Dry mouth 6(33.3) 6 (31.6)
11 H H H Diarrh 6(333 3(15.8
toxicity was observed, even after a single dose of this long—half-life RLT Dy L 2oy
Vomiting 1(5.6) 3(15.8)
Neutropenia 1(5.6) 4 (211)
Dizziness 3(16.7) 3(15.8)
Back pain 4(22.2) 5(26.3)
Weight decreased 3 (16.7) 4 (21.)
Hypokalemia 1(5.6) 6 (31.6) 1(5.3)
Arthralgia 2 (11.1) 2 (10.5) 1(5.3)
Please scan QR code https://www.congresshub.com/Oncology/ESM02026/AlpitatugSatetraxetan/Barata __Dysgeusia 4(22.2) 3(15.8) 0
Pneumonitis 1(5.6) X 1(4.8) 2(10.5) 1(5.3) .0)
Ia Poster The QR code is intended to provide scientific information for individual reference, and the information should not be altered or reproduced in any way. Serious TEAE/TRAE 4(22.2)/2 (11.1) 9 (42.9)/5 (23.8) 10 (52.6)/1(5.3) 7(35.0)/2 (10.0)
TRAE leading to di i i 1(5.6) 2(9.5) 0 3(15.0) ! ! ! ) ' ' ' ! ! ! ! ! ! ' ' ' '
TEAE/TRAE leading to death 1(5.6)/1(5.6) 2(9.5)/2(9.5) 1(5.3)/0 2(10.0)/0 100 N=18, PSA evaluable set 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

AE, adverse event; GRID, guided response interval dosing; ILD, interstitial lung disease; PSMA, prostate-specific membrane antigen; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event. Weeks
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PSAS50 rate: 20.0%

Blo|o|o|o

N
o
a
~
a
2

2
|2

olo|o|o

olo|o[d|o|T|o|o|o|o|o|o

2

250 pCi post-""Lu-PSMA-617 (n:

&)

RERREEE

o
5
e

m PSA50
M PSA90
= On study as of cutoff

o|o

<
%' # Doses of JNJ-69086420
!

Best percent change from baseline (%)

chemo, chemotherapy; GRID, guided response interval dosing; IV, i pecific antigen; PSMA, pi ific membrane antigen.
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