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A MODEL BASED ANALYSIS OF IPEC DOSING OF PTX IN RATS
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1. Introduction - IPEC treatment 4. Results

» Intraperitoneal Chemotherapy after cytoreductive surgery
Improves survival in patients with peritoneal carcinomatosis
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» Animal models are used to evaluate IPEC treatment modalities 2 8 - — . . .
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Apoptotic Study

/ »  Significant "post-dose” effect for IPEC administration of MTD

L. De Smet, et al. Development of a nanocrystalline

paclitaxel formulation for hipec treatment. Pharm Res > Significant tumor apoptosis even at /mm depth
2012; 29: 2398-2406
» Cleaved caspase-9 antibody

3. PKPD model
PK model . 001 01 1 10 100
Parameter Estimate RSE (%)
Ku 0.393 h—l 33.0 g B I I I | 0 vl I I I B
Kys 0.032 h™ 35.0 i 15 min 45 min
Zero,; 180 pgx h™ 27.0
Vs 2040 mL 26.0 g _ B B B
Cleiasma 935 mLx h™ 21.0 - o
V, 2150 mL
Q 1250 mLx h™ - (= |
‘fﬁ Zero,s 0.337 pgx h™ 21.0 o =
V. 0.025¢g -
Clrumor 0.0070gx h™ 29.0 —_— - | -y
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>  AUC,,. IS NON-linearly related to perfusate concentration
Inter individual variability 1 +a=(Apo — base) ' '
i e e k, »  Maximum AUC, ., depends on treatment duration & perfusate
Wiero13 24.8 17.0 Base, concentration
Wzero1s 10.2 23.0 kn
W 4.1 19.0 . : . .
»  Maximum AUC. ., IS achieved at concentrations <<< MTD
Residual error model » AUC IS not a good surrogate for AUC
Parameter Estimate RSE (%) Plasma g g Tumor
Gcompi ladditive) 0.024 24.0
Ccomp3 (additive) 0.148 13.0
Gcomps (additive) 0.796 10.0
Ccomps (proportional) 0.276 7.0
Ccompl0 (proportional) 0.265 18.0
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