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1. Introduction - IPEC treatment 

Pelz et al. A new survival model for hyperthermic intraperitoneal chemotherapy (HIPEC) in 

tumor-bearing rats in the treatment of peritoneal carcinomatosis. BMC Cancer 2005,5:56 

 Intraperitoneal Chemotherapy after cytoreductive surgery 

improves survival in patients with peritoneal carcinomatosis 

 Animal models are used to evaluate IPEC treatment modalities 

(treatment duration and perfusate concentration) 

 Focus on PK (extent of systemic exposure and tumor 

accumulation) and PD (exposure - response relationship) of 

paclitaxel following normothermic (37°C, 45 min) IPEC 

administration of Taxol® 

2. Data collection 

P. Colin, L. De Smet, et al. Enzymatic tumor 

digestion coupled to SPE-UPLC- Tandem Mass 

Spectrometry as a tool to explore paclitaxel tumor 

penetration. Talanta; submitted for publication 

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

paclitaxel formulation for hipec treatment. Pharm Res 

2012; 29: 2398-2406 

Cleaved caspase-9 antibody 
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3. PKPD model 

  Extensive PTX penetration following 0.24 

 mg/mL (45 min) treatment 

  W1/2 = 1.37 mm 

  No significant difference between both 

 sides 

4. Results 

  Significant “post-dose” effect for IPEC administration of MTD 

  Significant tumor apoptosis even at 7mm depth 

  AUCTumor is non-linearly related to perfusate concentration 

  Maximum AUCTumor depends on treatment duration & perfusate 

 concentration 

  Maximum AUCTumor is achieved at concentrations <<< MTD 

  AUCPlasma is not a good surrogate for AUCTumor 


