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STUDY DESIGN:  
The base protocol (PN002) is a Phase II multi-center, randomized, double-blind, placebo-controlled 
trial, designed to study the efficacy and safety of the anti-androgen, bicalutamide with or without 
ridaforolimus in men with asymptomatic, metastatic, castrate-resistant prostate cancer.  Eligible 
patients were randomly assigned to receive oral ridaforolimus and bicalutamide or a matched placebo 
and bicalutamide. The protocol was amended to add in the safety lead-in at the reduced starting dose of 
ridaforolimus to further evaluate the PK parameters. Patient visits were every 4 weeks, and imaging 
with a bone scan and CT of the abdomen and pelvis was performed at baseline and every 12 weeks on
study. PSA was measured at baseline, 6 weeks, 12 weeks, and then every 4 weeks thereafter on study.
Patients were designed to remain on blinded study treatment until biochemical, radiographic, or clinical 
evidence of disease progression.  

SUBJECT/PATIENT DISPOSITION:  

MK-8669 
30mg and 

bicalutamide

MK-8669 
40mg and 

bicalutamide

Placebo and 
bicalutamide

RANDOMIZED: 11 4 7
Male 11                               4                            7                        
Age Range 58 to 72    72 to 79                                           60 to 82                                        

COMPLETED: 0 0 0
Adverse event 3                                   3                                   2                                   

    Progressive Disease                                              7                                   0                3                                   
Physician Decision 1                                   0                                   0                                   
Patient Withdrew 0                                   1                                   1                                   
Protocol Violation 0 0 1

Data Source 

DOSAGE/FORMULATION NOS:  
    Ridaforolimus was administered as an oral formulation, and was supplied as 10 mg enteric coated 

tablets.  No dosing adjustment was allowed based on body weight. The ridaforolimus dose was is 40
mg (base protocol) or 30 mg (amendment -01) daily x 5 for five consecutive days each week. 
Bicalutamide was given at the standard dose of 50 mg daily. Lot numbers for ridaforolimus 10 mg 
enteric-coated tablets were  

    During the safety lead-in only, the dosing of ridaforolimus and bicalutamide was staggered to enable 
evaluation of the pharmacokinetic profile of ridaforolimus before and after starting the bicalutamide.  
Bicalutamide was still given at the standard dose of 50 mg daily.  Ridaforolimus was given on Day 1 
only for the first week, and was given five consecutive days each week starting from the second week.

DIAGNOSIS/INCLUSION CRITERIA:  
    Patients 18 years of age or older with histologically confirmed adenocarcinoma of the prostate, with 

evidence of evidence of metastatic disease at protocol entry or at the time of prior hormonal 
manipulation, or disease progression despite castrate levels of testosterone following orchiectomy or 
therapy with a luteinizing-hormone releasing hormone (LHRH) agonist or antagonist with a PSA > 7 
ng/mL; an ECOG performance ≤ l; and adequate hematologic, renal, and hepatic function and provide 
written informed consent were eligible to enroll.  
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Treatment-related AEs occurring in ≥ 20% of patients who received ridaforolimus plus bicalutimide were 
fatigue (53.3%), mucosal inflammation (46.7%), stomatitis (40.0%), hypercholesterolaemia (40.0%), rash 
(40.0%), decreased appetite (33.3%), dysgeusia (33.3%), hypertriglyceridaemia (26.7%), pneumonitis 
(33.3%), epistaxis (20.0%), and diarrhea (20.0%).  Most drug-related AEs were Grade 1 or Grade 2.  
There were three cases of Grade 3 mucosal inflammation, one case of Grade 3 stomatitis, one case of 
Grade 3 pneumonitis and one case of Grade 4 pneumonitis

Three (3) DLTs were reported in the 11 patients in the second safety lead-in at 30 mg dose level of 
ridaforolimus   Dose-limiting Grade 2 stomatitis leading to dose reduction was reported in 2 
patients and Grade 3 hyperglycemia lasting > 3 days was reported in 1 patient.  Based on the results of the 
safety lead-in, the study met the predefined termination requirement per protocol.  The decision was made 
by the Sponsor in July 2010, and the study was closed to new subject enrollment but allowed patients in 
the study to continue on the study if the investigator believed they were deriving clinical benefit, until 
they met study discontinuation criteria.  

A total of 8 of the 15 patients (53.3%) who received the combination of ridaforolimus plus bicalutimide 
experienced SAEs.  Four (4) of these patients had SAEs that the investigator reported as at least possibly 
related to study medication   Two (2) patients had treatment-related Grade 3 SAEs of mucosal 
inflammation which resulted in discontinuation of study drug.  These patients eventually recovered.  One 
(1) patient experienced treatment-related SAEs of dehydration and pneumonitis which later resolved.  
Another patient experienced treatment-related SAEs of hyperglycemia and pneumonitis resulting in 
discontinuation of study drug.

Nine (9) patients discontinued the study as a result of AEs, 7 of which received the combination of 
ridaforolimus plus bicalutimide.  Among 7 patients who received ridaforolimus plus bicalutimide, 5
patients discontinued the study due to treatment related AEs: 2 with mucosal inflammation (both 
Grade 3), 1 with pneumonitis (Grade 2), 1 with hyperglycaemia (Grade 3), and 1 with 
hypertriglyceridemia (Grade 2)  

Note: Due to a discrepancy of data entry at Inform, the Disposition table indicates that there are eight (8) 
patients who discontinued the study as a result of AEs, and 6 of which received ridaforolimus and 
bicalutimide combination therapy.

One treatment-emergent death (within 30 days of taking study drug) has been reported: 1 patient in the 
placebo plus bicalutimide group died on 14-Sep-2009 due to natural causes.  This patient received their
final dose of ridaforolimus on 24-Jul-2009.  The investigator considered the death not related to study 
drug 

Efficacy

    Since the trial did not start the randomized enrollment portion, only an exploratory analysis of PSA 
decline was performed on the 22 patients who enrolled in the trial as safety lead-in patients.  Four (4) 
out of 15 patients (26.7%) who enrolled into the ridaforolimus plus bicalutimide group exhibited 30% 
PSA decline within 12 weeks of the treatment, all these 4 patients were in ridaforolimus 30 mg plus 
bicalutamide group.
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Summary of 30% PSA Decline within 12 Weeks 
All Patients as Treated Population

MK-8669 30mg and 
bicalutamide 

MK-8669 40mg and 
bicalutamide 

MK-8669 total (30mg and 
40mg combined) 

Placebo and 
bicalutamide 

n % n % n % n % 
 Patients in 
Population                                                                    

11                                               4                                                                         15                                                                          7                                                                        

 30% PSA 
decline within 
12 weeks†                                   

4                                    36.4                                   0                                   0.0                                   4                             26.7                                   0                                   0.0                                   

† Defined as a ≥30% PSA decline from baseline within the first 12 weeks of study treatment. Decline is determined by the 
lowest post-baseline PSA value within the first 12 weeks.  Patients without first 12 weeks PSA measurements are treated as 
non-responders.

CONCLUSIONS:  

    Ridaforolimus 30 or 40 mg q.d. x 5 days/wk combined with bicalutamide 50mg q.d was not tolerable 
in prostate cancer patients. 

    There is no indication of a clinically relevant drug-drug interaction between ridaforolimus and 
bicalutamide.

AUTHORS*: (Clinical 
Writer)

(PPDM lead) (Clinical Monitor) (Statistician)

 * We would like to acknowledge  for the conduct of the PK evaluation for this study. 
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