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PCPro is proghostic independent of

Background

PCPro is prognostic for OS and rPFS

other prognostic biomarkers

o Lutetium-177[""/Lu]Lu-PSMA-617 is a recently established standard-of-care therapy in patients with metastatic

castration-resistant prostate cancer (mCRPC). Overall Survival by PCPro rPFS by PCPro Variable Hazard Ratio OS [95% CI] 0S b value
* The TheraP trial showed that LUPSMA improves PSA response rate (RR), objective tumour RR and radiographic oCPrG Vedian O PCPro Median rPFS 0 P
progression free survival (rPFS), compared with cabazitaxel in people with PSMA-positive, non-FDG-discordant 100 - ~= PCPro negative 18.5mo 100 - =+ PCPro negative 8.3 mo .
mCRPC progressing after docetaxel.? "\3 ) =+ PCPro positive  11.0 mo (5 "ve PEErGepositive: 5.9 mo AU, [pEsle To78I[1 00~ U] LR
< e _
 Elevated f:irculating sphingolipids, including ceramides, are associated with shorter PFS and OS in mCRPC - 80 - HRZ;ic[ic')E’o'l?"g]’ N 80 - "R 1;([)1_60352‘7]’ PSMA PET SUV mean <10 1.39[0.82 — 2.34] 0.2
treated with docetaxel or ARPIs.3 > Iﬁ.l- |
> 00 - 60 -
« PCProis avalidated, plasma lipid biomarker, developed in accordance with CLIA/NATA guidelines, comprising 5 ) O ) FDG PET Mean Tumour Volume = 200 2.29[1.40-3.75] 0.001
Ceramides: Cer(d18:1/18:0), Cer(d18:1/24:0), Cer(d18:1/24:1), total cholesterol and triglycerides.* g 40 - '§_ 40 -
 PCPro positive patients with mCRPC have shorter rPFS and overall survival (OS) when treated with ARPIs and © ) to ) ctDNA fraction (Reference) (Reference)
shorter OS when treated with docetaxel. g 20 + o 20 - ctDNA 2-30% 4.07[1.55-10.7] 0.004
) O
* Quantitative PET/CT and ctDNA biomarkers have demonstrated predictive and prognostic capability.>° 0 - © 0 - ctDNA >30% 8.91[3.17 -25.1] <0.001
« This is the first report of the association of PCPro status with clinical outcomes in people treated with LUuPSMA 0 12 24 36 0 12 24 36
or cabazitaxel. . Table 3: Multivariable analysis for PCPro with other prognostic variables for OS
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Patients who remain PCPro positive at progression
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: 1. Describe the association between PCPro with clinical outcomes in participants
StUdy AI ms treated with LUPSMA or cabazitaxel in the TheraP study

- have the worst prognosis

2. Evaluate the association of PCPro with established molecular imaging prognostic

_ thresholds and ctDNAY% categories y PCPro is proghostic independent of treatment arm
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e % 7 —— 7 J A : SRR T AT o
LuPSMA Cabazitaxel ) . - . . rapesine T - : : =B
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Age, median (IQR) 72 (67 - 76) 72 (68 - 76) 72 (67 - 77) 72 (67 -77) ] . ] © i
> 20 metastases’, n (%) 45 (75) 38 (78) 77 (78) 79 (78) Overall Survival by PCPro, Cabazitaxel arm rPFS by PCPro, Cabazitaxel arm 2 L H—\lx
ECOG, N (%) PCPro Median OS PCPro Median rPFS 25 | B S
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0 30 (50) 29 (59) 42 (42) 44 (44) ‘\? ) == PCPro positive 124 mo - ) == PCPro positive 75 mo E e
) 3° : A
1-2 30 (50) 20 (42) 57 (58) 56 (55) = 80 - HR2.1[0.97 - 46], < 30 - HR 1.2 [0.6 - 2.6], : ] ‘
g . p=0.058 v 0=06 0 . A
Unknown 0 0 0 1(1) 2 60 . = e 0 10 20 30 40
; = : Months si tart of treatment
PSA (ng/mL), median (IQR) 73.6 (38.5-128.15) 95.3 (34.7-230) 93.5 (44-219) 110 (64-245) 3 2 - ” ML onths sihce start or treatmen
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Disease location, n (%) 8 _l = ' 5 Always positive 1 15 6 1 0 0
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Lymph node only 6 (10) 5(10) 7 (7) 9(9) 0 12 24 36 v . -
1 4
Bone metastases 52 (87) 43 (88) 90 (91) 90 (89) ’ 2 : C oncC l. us i ons
Visceral metastases 4(7) 4.(8) 7(7) 13 (13) Months since start of treatment Months since start of treatment
Previous ARPI, n (%) .
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