
A Phase I/II, dose escalation study to assess the safety and tolerability of VAL201 in patients with
locally advanced or metastatic prostate cancer and other advanced solid tumours

Recruitment Criteria:
• Patients with incurable, locally advanced or metastatic prostate cancer

where a policy of intermittent hormone therapy has been decided
• Rising PSA on three samples; each over 2 weeks apart, with the last two

values being greater than 2 ng/mL, at least 25% over the nadir.
• Absent or very mild prostate cancer-related symptoms.
• No plans for any therapy for prostate cancer in the next two months

Patient characteristics

Patients were retained on trial for up to 6 x 3 week cycles,
unless removed earlier due to:
• Patient/clinician decision
• Adverse events (whether or not related to the treatment)
• Progressive disease
• Other treatment options became available to them

outside of the trial
If removed for reasons other than progressive disease,
progression was assessed at the final dosing visit by
PCWG2 criteria
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Disease Impact
Patients were defined as responding to the treatment by assessment using PCWG2 criteria.  PCWG2 was assessed at regular time points during
the trial.  If no progressive disease was declared at any time that the patient was on the trial, the patient is declared a responder.
To meet PCWG2 criteria for non-progression (stable disease), patients must observe:
• PSA increase no greater than 25%
• Tumour size increase no greater than 20%
• No more than 1 additional metastatic lesion

Disease impact can be considered by the PSA biomarker, with the level of increase in
PSA providing a surrogate measure for the level of increase in cancerous activity; and
by direct measurement of tumour sizes (primary or metastatic) by MRI or CT scan.
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Safety and Tolerability
VAL201 was well tolerated with the single dose-limiting toxicity being hypertension in the 8 mg/kg group in a patient with pre-existing hypertension.  The patient
received additional treatment for their hypertension and continued on the trial at the same dose of VAL201.
No Maximum Tolerated Dose was established, and all dose levels remain available for future testing if required.

Pharmacokinetic profiles were obtained from only the final two patients, with increased dose showing increased exposure as expected.  These patients were the
only patients to be dosed after a protocol amendment which enabled a more sensitive analytical procedure to be implemented.
Levels of patient exposure to VAL201 showed it to be well absorbed following the subcutaneous administration.
The pharmacokinetic data shown as a mean value of at least 3 separate blood collection profiles for each patient with error bars showing the Standard Error.


