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Purpose: PRX302is a protoxin in which thenative furin-cleavedpro-domainhasbeen modified to beproteolyticallycleavedby PSA.
PSA releasesa C-terminal inhibitory peptideto generatethe active toxin, that insertsinto the cell membraneto form 1.5 nm pores
inducing ion leakage, loss of membraneintegrity and cell death.We report on the physicssupport of a PhaseI clinical trial of
administration of PRX302 in patients with locally recurrentprostatecancerafter radiation therapy. Method and Materi als: 24
patients wereenrolled.Dose-escalation consistedof sevencohortsof 3 to 6 patients,each receiving a dosebetween0.03and3 µg of
PRX302/g of prostate.PRX302 was delivered as a multi-deposit, trans-rectal ultrasound-guided, transperineal injection using a
modified brachytherapy technique. Imageswereacquiredwith a Hawk Type2102EXL (B&K Medical,Herlev,Denmark) ultrasonic
unit using a rectal probe. The ultrasounddisplay was calibratedagainst the needletemplate before eachprocedure. Commercial
treatment planning software (Variseed. Varian Medical Systems)was adoptedto select the location and concentration of the
injections. Results: The maximal tolerateddose was not reached despite a 100-fold doseincrease.No drug-related SAEs were
observed. Preliminary data suggestedbiological activity of PRX302.PSA levels decreasedin 63% of patients.The percentageof
positive prostate biopsy corespost-therapydecreasedin 75%of patients with 3 patients havingno positive coresat 30 daysfollowing
PRX302 therapy. Conclusions: Active medical physics participation in theseclinical trials contributed to the preliminary findings
that transperinealadministration of PRX302is safeand well tolerated in patientswith localized recurrentprostate cancer.MTD was
not reached and PRX302 showed convincing signs of biological activity that will be further evaluatedin future efficacy studies
plannedwith medical physicsinput.
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