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Introduction Alm

=  [Y7Lu]Lu-PSMA is an approved radioligand therapy that To quantify the distribution and variability of [1”/Lu]Lu-PSMA-617 and assess
Improves survival In metastatic castration resistant whether covariates identified In metastatic monotherapy setting explain tumor
prostate cancer. exposure variability in early-stage prostate cancer patients.

= PROQURE-I (phase |) evaluated [1"’Lu]Lu-PSMA-617 in Key fl N d | N g S & C() N Cl US | on

treatment-naive early-stage prostate cancer patients | | | -
combined with external beam radiotherapy (EBRT) + = Lower tumor uptake vs. metastatic monotherapy - target-mediated drug dispositionB3!

androgen deprivation therapy (ADT)1. = Cycle 2 uptake reduced to 58% of cycle 1, likely from EBRT + ADT.

= Pharmacokinetics show high variability, especially in = Importance of first-cycle activity and treatment timing.

tumor exposure. In the metastatic monotherapy setting, = Tumor volume effect: 2-fold increase volume - ~2.2-fold increase in k;, (122%).
population PK models partly explained this with = Nonlinear tumor uptake (B,,.,) not identifiable; =65 patients needed for adequate power
treatment cycle and tumor volume effects!?3!, (post-hoc power analysis (SSE), 80% power).
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Mo d el Structure & Parameters Table 2. Estimated parameters of the final population PK model
| _ _ _ _ Parameter Estimate (RSE%) 95% CI
Figure 3. Schematic overview of the final population PK model structure Population parameters
Kio (™) 0.266 (5.6%) 0.235 - 0.294
4 Other Ky, tumor (h™) 0.000586 (10.5%) 0.000462 - 0.000710
Hesyes Cycle effectP 0.576 (20.6%) 0.355-0.823
Tumor volume effecte 1.14 (9.3%) 0.955 - 1.38
K4 tumor (h™) 0.0122 (7.5%) 0.0102 - 0.0138
k”“k k,, PSMA organs (h™") 0.0219 (3.9%) 0.0201 - 0.0233
H ks, PSMA organs (h™") 0.0170 (5.9%) 0.0151 - 0.0190
i Ky k,4 Other tissues (h™")2 1.05
3'PSM{& E) — k,, other tissues (h™")2 0.741
expressing | 2 | 1.Blood | ¢—v Administration V, (L) 4.93 (3.3%) 4.64 - 5.26
organs K1a Inter-individual variability (CV%)
Kio 23.2 (35.0%) 16.2 - 32.4
ko T K K4, tumor 89.4 (35.7%) 59.6 -139
- | k., other tissues 46.4 (45.9%) 30.5-73.4
The model was developed .usmg Residual unexplained variability (CV%)
plasma and tumor data, with a Proportional error plasma 16.3 (13.0%) 14.6-18.8
structure  informed by  previous Additive error plasma (MBg/L)2  0.25
2. Tumor published models, and implemented in Proportional error tumor 57.0 (23.9%) 48.4 - 82.1
NONMEM (V75) [2’3] . aFixed parameter, "PAdded as fractional change, °Added using a power covariate function, 95% Cl and RSE obtained from
the sampling importance resampling (SIR). CV% coefficient of variation, V, central volume of distribution.

Model Evaluation & Simulations

Figure 5. Simulation of typical patients (n=1000) receiving 7.4 GBqg.
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Figure 4. Prediction corrected VPC for blood plasma (A) and tumor (B) (A). Median and 80% PI, (B). Median maximum tumor exposure per cycle
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