


• To describe pharmacokinetics (PK) of the combination of 
RAD001 and R1507 using a population PK approach. 

• To evaluate preliminary anti-tumor activity of the combination. 
 
Phase II:   
• To determine the overall objective response rate, response 

duration, PFS and overall survival in 2 cohorts of patients 
1) patients with advanced stage renal cell carcinoma (RCC 
cohort), and 2) patients with advanced low- to intermediate 
grade metastatic or unresectable locoregional pNETs, and 
carcinoid tumors (NET cohort). 

• To determine the tolerability and adverse event profile of 
combination R1507 and RAD001 in patients with advanced 
solid tumors.  

• To describe PK of the combination of RAD001 and R1507 
using a population PK approach. 

 
Exploratory Objectives 
Phase Ib and phase II:   
• To evaluate phospho-akt murine thymoma viral oncogene 

homolog (pAKT) level change as a pharmacodynamic (PD) 
marker in paired skin biopsies before and after the 
combination of R1507 and RAD001 in a subset of patients. 

• To evaluate biomarkers in the serum and archival tumor 
biopsy samples that may be predictive of activity of the 
combination of R1507 and RAD001. 

• To evaluate dynamic biomarkers in tumor tissue samples that 
may be predictive of activity of the combination of R1507 and 
RAD001, and potentially further delineate mechanism of 
action of the combination. 

 
Roche Clinical Repository Exploratory Objectives  
• To identify dynamic biomarkers that are predictive of 

response to R1507 and RAD001 treatment (in terms of dose, 
safety and tolerability). 

• To identify gene expression profiles of genes known to be 
involved in cancer pathogenesis, or genes differentially 
expressed relative to response or dose response. 

• To identify genetic and pharmacogenomic analysis aimed at 
identifying genes associated with treatment response, toxicity 
or disease risk. 

STUDY DESIGN 
 

This was a single-arm phase Ib/II (dose escalation phase/efficacy 
phase) trial of R1507 in combination with RAD001.  Patients were 
to be treated until disease progression, unacceptable adverse 
event, withdrawal or death. 

NUMBER OF SUBJECTS 
 

Phase 1b: Planned recruitment was a minimum of 15 and a 
maximum of 24 patients. 
Phase II: 50 RCC and 60 NET patients were planned. 

DIAGNOSIS AND MAIN CRITERIA 
FOR INCLUSION 
 

Adult ( ≥ 18 years of age) male or female patients must have had: 
 
Phase Ib:  Histologically confirmed recurrent or refractory 
advanced solid malignancy with no known standard of care 
according to the judgment of the Investigator (including Hodgkin’s 
and non-Hodgkin’s lymphoma) 
 
Phase II:  Histologically confirmed advanced metastatic renal cell 
carcinoma (RCC) (with evidence of progressive disease despite 
prior VEGFr-TKI therapy) or advanced low- to intermediate grade 
metastatic or unresectable locoregional pancreatic 
neuroendocrine tumors (pNET) and carcinoid tumors who have 
failed standard therapy and have evidence of progressive 
disease. 
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METHODOLOGY: 
Complete details of the study methodology are presented in         . 
 
The study schedule consisted of a screening visit (between 14 and 0 days prior to the first day of 
treatment), 21-day treatment cycles (Days 1-21), a final study visit, a follow-up study visit (28 days after 
the last dose), and a follow-up phase (12 weeks post final visit and every 12 weeks thereafter). All patients 
were to be observed for dose limiting toxicity (DLT) (         ) during the first 21 days (Cycle 1) of 
treatment. 
 
Overview 
In the phase Ib stage, patients with advanced solid tumors were to be enrolled sequentially to escalating 
dose cohorts of RAD001. All patients were to receive R1507 16 mg/kg IV every 3 weeks. In phase II, 
patients were to be enrolled into 2 cohorts: 1) patients with advanced RCC (RCC cohort), and 2) patients 
with advanced low- to intermediate grade metastatic or unresectable locoregional pNET and carcinoid 
tumors (NET cohort). Evaluation of extent of disease (using CT/MRI) was to occur at baseline for patients 
in both cohorts (RCC and NET) and thereafter at 6-week (RCC cohort) or 12-week (NET cohort) intervals, 
until patients reached the time-point of the primary analysis after which all CT/MRI evaluations were to be 
on a 12-week schedule. Enrollment into the study was discontinued before enrollment into phase II 
commenced. 
 
Enrolled patients were to receive R1507 and RAD001 until progressive disease, intolerable toxicity, or 
withdrawal of consent.  
 
Phase Ib:  Dose Escalation Phase 
The phase Ib portion of the study was designed as a sequential dose-defining study to assess the 
feasibility (safety and tolerability) of the RAD001 and R1507 combination treatment based on the rate of 
DLTs occurring during the first cycle (21 days) of treatment.   
 
While the dose of R1507 was fixed (16 mg/kg IV q3w) throughout the dose-escalation phase, RAD001 
was to be administered daily, first as a 5 mg PO dose (3 patients) then, in the absence of DLT, as a 10 mg 
PO dose (6 patients). 
 
Dose escalation was to proceed based on the following scheme: 
 

Dose Level 1 (RAD001 5 mg daily and R1507 16 mg/kg q3w) 
Number of patients with 

DLT at a given dose level Escalation Decision Rule 

0 out 3 Enter 6 patients at the next dose level (10 mg) 

1 out of 3 

Enter 3 more patients at this dose level: 
If 0 of these 3 patients experience DLT (total 1/6), proceed to the 
next dose level (10 mg). 
If 1 or more patients experience DLT (total  ≥  2/6), then dose 
escalation and the trial is stopped. 

 ≥ 2 out of 3 Dose escalation and the trial will be stopped.   
Dose Level 2 (RAD001 10 mg daily and R1507 16 mg/kg q3w) 

Number of patients with 
DLT at a given dose level Escalation Decision Rule 

0 to 1 out of 6 This is declared the maximally administered dose and the 
recommended dose for phase II*.  

2 out of 6 

Enter at least 6 more patients at this dose level: 
If 0-1 of these 6 patients (total 2 or 3 of 12 patients) experience 
DLT, this dose is declared the MTD** and the recommended phase 
II dose.   
If 2 or more patients in this group (total of  ≥  4/12) experience DLT, 
this dose is declared the maximally administered dose and 5 mg PO 
daily is the MTD** and recommended Phase II dose* 

 ≥ 3 out of 6 
 

No further enrollment at this dose level. This dose level will be 
declared the maximally administered dose and 5 mg PO daily is the 
MTD** and recommended phase II dose* 

* At least 12 patients must be treated at recommended phase II dose prior to initiating the phase II 
component of the study 

** MTD is defined as dose with 33% DLT 
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