Abstract Assessment of patient-reported outcomes (PROs) and longer-term adverse events (AEs) in phase | study
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Background - mesuts

Prostate Specific Membrane Antigen targeted radiotherapy Percent PSA decline is associated with decreased severity of pain Overall FACT-P did not change with treatment
(PSMA-TRT) allows exquisite delivery of ionizing radiation

: : z ' ° Despite every subject experiencing a treatment-emergent AE
The larger size of antibody-based PSMA-TRTSs are less g Maxmgm PSQ Jpnlines ?0 /°b9r ?reater P y Std) P J J
likely than small molecules to reach luminal PSMA on & were observed in a majority of subjects Characteristic Baseline, N = 19' Efficacy Visit, N = 19' p-value?
normal organs and prolong circulating times §> 0+ Yet, pain severity (p=0.8) and interference from Physical Well-Being 11.0 (5.5, 15.2) 9.0 (7.0, 14.5) 0.8
We examined PROs and AEs from the dose-escalation and g pain (p=0.4) were unchanged at 12 weeks from > Social/Family Well-Being  23.0 (21.0,24.2)  23.0(22.0, 24.0) 0.8
A : pe haseline Emotional Well-Being 15.0 (10.0, 18.0) 10.0 (7.5, 13.0) 0.011
5% < SHEEEREEREEBEBEER PSAS50
expansmn cohorts of monoclonal amIDOdy potent alpha w 11;1:9’ (58% ) : : _ Functional Well-Being 20.0 (15.5, 24.5) 18.0(14.5, 20.5) 0.3
emitter PSMA TRT (*°Ac-J591)’ = PSA decline was associated with reduced BPI
P || o N & FSA90 . Prostate Cancer Subscale 20 (16, 24) 20 (13, 26) 0.7
Methods -100- 119 (5%) ?nat"enrf(eranOéZ‘s%\;;e(r)i.t?lcifm gg% aptfegdotgog‘)/afd BPl " P FACT-P Total Score 83 (76, 90) 81 (70, 92) 0.2
= V. ) = V. ' Median (IQR)
Men with mCRPC with PCWG3 progression, prior ARSI, PSA change and Change in BPI Pain PSA change and Change in BPI Interference O e
prior chemotherapy (or ineligible) twere reated with single (Higher BPI = more severe pain) Median emotional well-being was reduced in a clinically-
dose of 25Ac-J591 05 . :
meaningful degree

o
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Escalation (KBqg/kg): 13.3, 26.7, 39.96, 63.2, 66.5, 80, 93.3
Expansion: 93.3 KBqg/kg

When stratified by AEs, only presence of xerostomia was
associated with lower FACT -P scores after treatment
No xerostomia Xerostomia

Difference in FACT-P Total Score -5 (<15, 0) -13 (-14, 1)
Median {IQR)
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0.7.p=0.002)
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1° outcome: DLT & MTD
2 ° outcomes: PROs, PFS, OS, PSA responses

Best PSA Percent Change
Best PSA Percent Change

r=07,p=00023

o

r=053 p=0082
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AEs (CTCAE v5) and were evaluated including for P ; Conclusions
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associations with PSA response : g : « Pain and quality of life did not significantly change, on

D#erence in BP1 Pain Difference in BPI Interference

average, after treatment of mCRPC patients with 225Ac-
Summary of PRO-evaluable cohort Characteristic Baseline, N = 19’ Efficacy Visit, N = 19’ p-value? J591, despite prior evidence of treatment-emergent AEs

Baseline Demographics (n=19) 2 - . . :
e i Bl o i B 19 of 32 subjects completed Average BPI Pain Items 1.00 (0.38, 3.62) 1.00(0.00, 3.12) 0.8  Improved pain following treatment was associated with
000 Pustirmatos Slke: - pre- and post-treatment PRO Average BPI Interference Items 0.86 (0.21, 5.71) 2.14 (0.00, 5.64) 0.4 greater PSA decline, a trend warranting further investigation
1 13 (68) data for analysis o : -
2 su8 y Unknown 1 4 « Small numbers limited testing additional subgroup
Shse of :;t‘:stm f (.::(95) Treatment Emergent AEs, n (%) ! Median (lQR) aSSOCiationS
Hp. g (‘;’S’ Xerostomia 1062512) S [oz, %’8,4 2Wilcoxon signed rank test with continuity correction . : : o
Lung 2(11) g - 2n N « Assessment of PROs is being pursued in additional follow
ST, EE e 06 ni6m 00 m Contact Information up studies, including in “.Fractlonateq and Multiple Dose
ppopie. 9¢m Transaminkis 1(5) 1(5) 0(0) ‘ | 225Ac-J591 for Progressive mCRPC" (NCT04506567)
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