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Outcomes Assessment Schedule 
Dose escalation phase for PF-02341066 with PD-0325901: 
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Visit No 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 

Repeat 
cycle 3 
and 4  

  

Day 

-28 to 
-1 

-7 -6 -1 1 2 8 15 16 21 22 28 29±3 36 43 49 57±3 64 71 78 85±3 92 99 105 D 28-30 
after 
last 

dose 

 

Informed Consent X                          
Demographics & History X                          
Concomitant medication X X   X  X X  X  X  X X X X X X X X X X X X  
ECOG X X   X  X X  X  X  X X X X X X X X X X X X  
Physical examination a X X   X  X X  X  X  X X X X X X X X X X X X  
Tumour Assessment b X                X        X  
Vital signs X X   X  X X  X  X  X X X X X X X X X X X X  
Height & Weight c X X   X  X X  X  X     X    X    X  
Ophthalmic Exam  d X         X               X  
Haem &  
Clin Chem Bloods e X X   X   X    X     X    X    X  

Pregnancy test X                          
12 lead ECG X X   X   X    X     X    X    X  
Echocardiography f X                          
Inclusion/exclusion criteria X                          
CEA g  X          X     X        X  
PK 24 hours profile h    X X     X X X X              
PK trough i                X        X   
PD PBMC/plasma j  X X  X X  X X                  
AE review  X   X  X X  X  X  X X X X X X X X X X X X X 
PD-0325901 administration k   X X X X X X X X X   X X X X X X X X X X X X   
PF-02341066 administration     Continuous administration   
Survival data (PFS and OS)                          X 
Biomarker studies                            
Archival tumour sample X                           
Blood sample germline DNA X                           
PD skin biopsy l  X       X                    
PD tumour biopsy m  X       X                    
Plasma soluble biomarkers n  X   X   X     X  X  X    X       
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a To include vital signs (pulse and systolic/diastolic blood pressure, body temperature) and neurological examination. 
b CT includes chest, abdomen and pelvis. Measurements using modified RECIST 1.1. At screening and after 2nd, 4th, 6th cycle, and every 2 cycles thereafter until intolerable toxicity or progressive disease. 
c Height to measured only at screening. 
d Ophthalmic exam on Cycle 1 Day 21 time window of +/- 2 days  
e To include FBC with differential and platelets, Na, K, Ca, phosphate, urea, creatinine, total protein, albumin, bilirubin, alk phos, AST and /or ALT, LDH, coagulation screen,  APTT, PT (validity period of bloods 
is 3 days). 
f ECHO will only be repeated as clinically indicated. 
g At same time as CT scan (optional at every cycle) plus Cycle 1 Day 28. 
h Serum PK measurements will be taken as specified in the protocol (section 7.3). 
i PK trough sample pre-dose (morning) and 2 hours post dose  day 21 of cycles 2, 4, 6, 8, 10 and 12. 
j PD PBMC/Plasma samples  will be taken as specified in the protocol (section 7.4) 
k Run-in day -7 to day -1 then days 1-21 of each 28 day cycle. 
l Day 15 +/- 7 days. 
m At  Screening and Day 15 +/- 7 days. Optional biopsy if separate consent obtained. 
 n  At each sampling point 4ml of plasma obtained. 
o Disease progression, intolerance or withdrawal.
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Dose expansion phase for PF-02341066 with PD-0325901: 

Visit Description 
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Visit No 0 1 2 2 3 4 5 6 7 8 9 10 11 CT/ 
MRI 

12 13 14 15 16 17 18 19 CT/ 
MRI 

Repeat 
cycle 3 
and 4 

  

Day  -28 to 
 -1 

-7 1 2 8 15 16 22 29±3 36 43 50 57±3 64 71 78 85±3 92 99 106 14d post 
last dose 

 

Informed Consent Xj X                        

Demographics & History X X                        

Inclusion/exclusion criteria  X                        

Physical Exam 
a
  X X X   X   X     X    X     X  

Height & Weight  X X X      X     X    X     X  

Pregnancy Test  X X                     X  

Ophthalmic Exam  X       X               X  

12 Lead ECG  X  X      X     X    X     X  

Echo 
b
  X                        

WHO PS  X X X      X     X    X     X  

Haem & Clin Chem Bloods 
c
  X  X   X   X     X    X     X  

Tumour Assessment 
d
   X X           X         X X  

CEA   X X          X         X X  

PK 24 hours profile 
e
    X X                     

PK trough
f
   X    X   X  X       X  X     

PD PBMC/plasma   X X X  X X                  

Archival tumour sample Xj                         

AE review   X X  X X  X X X X X  X X X X X X X X  X X 

Concomitant medication  X X X  X X  X X X X X  X X X X X X X X  X X 

PD-0325901 administration   X X  X X  X X X X X  X X X X X X X X     

PF-02341066 administration    X  X X  X X X X X  X X X X X X X X     

Survival data (PFS and OS)                           

Special biomarker studies                           
PD skin biopsy  X    X                     
PD tumour biopsy  X                       X  
Tumour  Xj                        X  

Plasma soluble biomarkers
g
                           

Plasma sample for ctDNAk    X      X     X    X     X   

 germline DNA  X                         
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Dose escalation phase for PF-02341066 and Binimetinib: 

Visit Description Screening Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 
onwards 

End of  
Treatment o 

Post end of 
treatment 
follow-up 

Visit No 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

Repeat 
cycle 3 and 
4 

  

Day -28 to 
-1 D1 D8 D15 D16 D21 D22 D1 

(±3) D8 D15 D21 D1 
(±3) D8 D15 D21 D1 

(±3) D8 D15 D21 D 28-30 after last 
dose 

 

Informed Consent X                     
Demographics & History X                     
Concomitant medication X X X X  X  X X X X X X X X X X X X X  
ECOG X X X X  X  X X X X X X X X X X X X X  
Physical examination a X X X X  X  X X X X X X X X X X X X X  
Tumour Assessment b X           X        X  
Vital signs  c  X X X X  X  X X X X X X X X X X X X X  
Height & Weight d X X X X  X  X    X    X    X  
Ophthalmic Exam  e X          X        X X  
Haem &  
Clin Chem Bloods f X X  X    X    X    X    X  

Urinalysis X X  X    X    X    X    X  
Pregnancy test X X      X    X    X    X  
12 lead ECG X X  X    X    X    X    X  
Echocardiography/MUGA f-g X       X       X       
Inclusion/exclusion criteria X                     
Tumour marker  h X           X        X  
PK 24 hours profile i      X X               
PK trough j           X        X   
PD PBMC/plasma k  X  X X                 
AE review  X X X  X  X X X X X X X X X X X X X X 
Binimetinib administration    Continuous administration or Days 1-21 every 28 days   
PF-02341066 administration    Continuous administration   
Survival data (PFS and OS)                      X 
Biomarker studies                       
Archival tumour sample X                      
Blood sample germline DNA X                      
PD skin biopsy l X   X                   
PD tumour biopsy m  X   X                   
Plasma soluble biomarkers n  X  X      X  X    X       
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a To include neurological examination. 
b CT includes chest, abdomen and pelvis. Measurements using modified RECIST 1.1. At screening and after 2nd, 4th, 6th cycle, and every 2 cycles thereafter until intolerable toxicity or progressive disease. 
c To include pulse and systolic/diastolic blood pressure, body temperature. Blood pressure to be measured after resting for 5 minutes in a sitting position. 
d Height to measured only at screening. 
e Ophthalmic exam at baseline, and end of cycles 2, 4, 6 and 9 and every third cycle (12 weekly) after this and also as clinically indicated. Time window for examination allowable +/- 2 days 
f To include FBC with differential and platelets, Na, K, Ca, phosphate, urea, creatinine, total protein, albumin, bilirubin, alk phos, AST and /or ALT, LDH, coagulation screen,  APTT, PT (validity period of bloods 
is 3 days). 
g Echo or MUGA at baseline and at end of cycles, 1, 3, 5, 8 and every third cycle (12 weeks) afterwards and also repeated as clinically indicated. For non-UK territories: if ECHO cannot be performed, a MUGA 
scan may be performed in compliance with local policy, applicable national legislation and relevant approvals. Cardiac ejection fraction must be determined as measured by echocardiogram (ECHO) in the 
UK. 
h For patients with relevant tumour types, tumour marker (CEA, CA-125, PSA or CA19-9 as relevant) will be checked during screening and after 2nd, 4th, 6th cycle, and every 2 cycles thereafter 
 i Serum PK measurements will be taken as specified in the protocol (section 7.3). 
j PK trough sample pre-dose (morning) and 2 hours post dose  day 21 of cycles 2, 4, 6, 8, 10 and 12. 
k PD PBMC/Plasma samples  will be taken as specified in the protocol (section 7.4) 
l Day 15 +/- 7 days. 
mAt Screening and Day 15 +/- 7 days. Optional biopsy if separate consent obtained. 
 n At each sampling point 4ml of plasma obtained. 
o Disease progression, intolerance or withdrawal. 
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Dose expansion phase for PF-02341066 and Binimetinib: 

Visit Description Screening Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 
onwards 

End of 
Treatment q 

Post end 
of 

treatment 
follow-up 

Visit No 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

Repeat cycle 3 
and 4 

  

Day -28 to 
-1 D1 D8 D15 D16 D21 D22 D1 

(29±3) D8 D15 D21 D1 
(57±3) D8 D15 D21 D1 

(85±3) D8 D15 D21 D 28-30 after 
last dose  

Informed Consent X                     
Demographics & History X                     
Concomitant medication X X X X  X  X X X X X X X X X X X X X  
ECOG X X X X  X  X X X X X X X X X X X X X  
Physical examination a X X X X  X  X X X X X X X X X X X X X  
Tumour Assessment b X           X        X  
Vital signs  c  X X X X  X  X X X X X X X X X X X X X  
Height & Weight d X X X X  X  X    X    X    X  
Ophthalmic Exam   e X          X        X X  
Haem &  
Clin Chem Bloods f X X  X    X    X    X    X  

Urinalysis X X  X    X    X    X    X  
Pregnancy test  g X X      X    X    X    X  
12 lead ECG X X  X    X    X    X    X  
Echocardiography/MUGA h X       X       X       
Inclusion/exclusion criteria X                     
Tumour marker i X           X        X  
PK 24 hours profile j      X X               
PK trough k           X        X   
PD PBMC/plasma l  X  X X               

 
  

AE review  X X X  X  X X X X X X X X X X X X X X 
Binimetinib administration     Continuous administration or Days1-21 every 28 days   
PF-02341066   
administration   Continuous administration   

Survival data (PFS and OS)                      X 
Biomarker studies                       
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a Pre-trial screening for c-MET and RAS status  
b To include vital signs (pulse and systolic/diastolic blood pressure, body temperature) and neurological examination. Blood pressure to be measured after resting for 5 minutes in a sitting position.  
c CT includes chest, abdomen and pelvis. Measurements using modified RECIST 1.1. At screening and after 2nd, 4th, 6th cycle, and every 2 cycles thereafter until intolerable toxicity or progressive disease 
d Height to measured only at screening. 
e Ophthalmic exam at baseline, and end of cycles 2, 4, 6 and 9 and every third cycle (12 weekly) after this and also as clinically indicated.  This has an allowed time window of +/- 2 days 
f To include FBC with differential and platelets, Na, K, Ca, phosphate, urea, creatinine, total protein, albumin, bilirubin, alk phos, AST and /or ALT, LDH, coagulation screen, APTT, PT, CK, Tropin (validity 
period of bloods is 3 days). 
g Serum pregnancy test at screening and urine pregnancy testing required every 3-4 weeks for women of child-bearing potential. 
h Echo/MUGA at baseline and at end of cycles, 1, 3, 5, 8 and every third cycle (12 weeks) afterwards and also repeated as clinically indicated 
.i Tumour markers (CEA, CA-125, PSA or CA19-9 as relevant) will be checked during screening and after 2nd, 4th, 6th cycle, and every 2 cycles thereafter 
  
j Serum PK measurements will be taken as specified in the protocol (section 7.3) 
k PK trough sample pre-dose (morning) and 2 hours post dose  day 21 of cycles 2, 4, 6, 8, 10 and 12  

l PBMC/Plasma samples  will be taken as specified in the protocol (section 7.4) 
m Day 15 +/- 7 days. 
n Day 15 +/- 7 days. 
o At each sampling point 4ml of plasma obtained. 
p Blood samples for the detection of ctDNA will be obtained every 4 weeks until disease progression. 
q Disease progression, intolerance or withdrawal. 
r.Optional. Within 28 days following radiological confirmation of disease progression 
 
 

Archival tumour sample X                      
Blood sample germline DNA X                      
PD skin biopsy m X   X                   
PD tumour biopsy n  X   X                  X r 
Plasma soluble biomarkerso  X  X     X  X    X        
Plasma sample for ctDNA p X X      X    X    X     X  
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Data Management Responsibility 
Data management will be performed via a web-based, bespoke trial database (OpenClinica). 
OpenClinica is a dedicated and validated clinical trials database designed for electronic data 
capture. See: http://www.openclinica.org.   
 
The Chief Investigators will act as Data Custodians for the trial.  A guide explaining how to use 
OpenClinica will be provided to every site. Relevant OCTO staff will have overview of all entered 
data. 
 

2.1.4 Case Report Forms (CRFs) 
The Investigator and study site staff will ensure that data collected on each subject is recorded 
in the CRFs within OpenClinica as accurately and completely as possible. The CRFs will not 
contain any source data. All appropriate laboratory data, summary reports and Investigator 
observations will be transcribed into the CRFs from the relevant medical record(s). Sites need 
to ensure that: 

 the relevant CRFs are completed. 
 all CRF data are verifiable in the source documentation or the discrepancies must be 

explained.  
 CRF sections are completed in a timely fashion, as close to the visit or event being 

recorded as possible. 
 Data queries are resolved and documented by authorised study staff, giving a reason 

for the change or correction where appropriate. 
 
The above considerations also apply to patients who are withdrawn early. If a patient withdraws 
from the study, the reason must be noted on the appropriate form and the patient must be 
followed-up as per protocol.  
 

2.1.5 Accounting for missing, unused or spurious data 
Missing data found will be chased up and supplemented where possible after consultation with 
the investigator. The reason for missing data (consent withdrawn, lost to FU, removed from 
study due to serious side effects, death) will be indicated. Unused data will be retained as for 
used data. 
 
Patients will continue on study (with appropriate dose modification if necessary) until disease 
progression, intolerable side effects or they choose to withdraw. 
 

Patient replacement 
In the dose escalation phase if a patient comes off treatment due to a DLT they will not be 
replaced. If however, they withdraw for reasons other than safety before completing the first 
treatment cycle they will need to be replaced. Patients withdrawing will not receive further PF-
02341066 or PD‐0325901, in the initial dose escalation phase, nor will they receive any further 
PF-02341066 or Binimetinib in the further dose escalation phase. These patients will be 
followed up for progression free and overall survival unless they withdraw their consent to do 
so. If the protocol mandated skin and tumour biopsies in the dose escalation and expansion 
phases cannot be completed for whatever reason, then the patient will be replaced.  
 
In the dose expansion phase patients who are non-evaluable for the primary end-point of 
response to treatment will be replaced. This does not include patients who progress early on 

http://www.openclinica.org/
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treatment so as to be unable to undergo cross-sectional imaging, who will be classified as 
progressing on treatment. 
 

3. QUALITY CONTROL AND DATA VALIDATION 

The study will undergo a risk assessment prior to study start to determine the extent and nature 
of site monitoring. Risk assessments will be performed throughout the duration of the study on 
an ad hoc need basis and in line with any substantial amendments and any significant findings 
that might change the risk/benefit balance of the study.  Monitoring plans will be amended 
accordingly. Monitoring will be performed according to the plan and OCTO SOPs. 
On-Site Monitoring 
Data will be evaluated for compliance with the protocol and accuracy in relation to source 
documents. Monitoring visits reports will be sent to the site in a timely fashion. 
Central Monitoring 
Study sites will be monitored centrally by both programmed validation within the data collection 
database and   manual checking of incoming data for compliance with the protocol, data 
consistency, missing data and timing.  All changes to data that could influence the outcome will 
be queried with and approved by the study site in a timely manner. For all other data, where 
there is no doubt about the source of any errors, clear changes to data will be made internally 
by OCTO staff without referring back to the study site.  
Audit and Regulatory Inspection 
All aspects of the study conduct may be subject to internal or external quality assurance audit 
to ensure compliance with the protocol, GCP requirements and other applicable regulation or 
standards. It may also be subject to a regulatory inspection. Such audits or inspections may 
occur at any time during or after the completion of the study. Investigators and their host 
Institution(s) should understand that it is necessary to allow auditors/inspectors direct access 
to all relevant documents, study facilities and to allocate their time and the time of their staff to 
facilitate the audit or inspection visit. Anyone receiving notification of a Regulatory Inspection 
that will (or is likely to) involve this trial must inform the trial office without delay. 
 

4. TRIAL COMMITTEES AND INTERIM ANALYSES 

Trial Management Group (TMG)  
The Chief Investigator will chair a TMG with responsibility for overseeing the successful conduct 
and publication of the trial in accordance with the protocol. The TMG will review safety and dose 
escalations with advice from the Independent Early Phase Trial Oversight Committee 
(IEPTOC). It will provide regular progress reports as required by the applicable steering 
committees and governance bodies. Members of the TMG will include: 
 Chief Investigator 
 Trial management staff from OCTO 
 Trial Statistician(s) 
 Principal Investigators from participating sites 

 

Data and Safety Monitoring 
There is no Data and Safety Monitoring Committee. IEPTOC will be in place to monitor the 
safety and progress of the trial. 
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Trial Steering Committee 
The role of the Trial Steering Committee will be fulfilled by the IEPTOC. 
 

Interim Analysis 
No interim analyses of primary or secondary endpoints are planned beyond those inherent in 
the rolling 6 design. 
 
 
 

5. DESCRIPTIVE ANALYSES  

Representativeness of Study Sample and Patient Throughput 
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Assessed for eligibility (N=   ) Enrolment 

Excluded (n=   ) 

 Not meeting inclusion criteria 
(n=  ) 

 Declined to participate (n=  ) 

Allocation Eligible and recruited N =  
 

Entered into trial (N=   ) 

 Received full first cycle as per protocol (n=  ) 
 Did not receive full first cycle as per protocol (n=  ) 

o (give reasons) (n=   ) 

Dose level 1  
PD-032590: 2mg BD 
PF-02341066: 250mg OD 

N =  

Dose level 2 
PD-032590: 2mg BD 
PF-02341066: 200mg BD 
N =  

 

Dose level 3 
PD-032590: 4mg BD 
PF-02341066: 200mg BD 
N =  

 

Dose level 4 
PD-032590: 8mg BD 
PF-02341066: 200mg BD 

N =  

Analysis 

Evaluable for dose escalation N =  

 
   DLTs experienced 

 
Evaluable for safety analysis N =  

Dose escalate  Dose escalate  Dose escalate  

Evaluable for dose escalation N =  

 
    DLTs experienced 

 
Evaluable for safety analysis N =  

 

Evaluable for dose escalation N =  

 
   DLTs experienced 

 
Evaluable for safety analysis N =  

 

  Evaluable for dose escalation N =  

 
  DLTs experienced 

 
Evaluable for safety analysis N =  

 

CONSORT Diagram for Dose Escalation Phase: PF-02341066 with PD-0325901. 
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Assessed for eligibility (N=   ) 

Excluded (n=   ) 

 Not meeting inclusion criteria 
(n=  ) 

 Declined to participate (n=  ) 

Enrolment 

Entered into trial (N=   ) 

 Received full first cycle as per protocol (n=  ) 
 Did not receive full first cycle as per protocol (n=  ) 

o (give reasons) (n=   ) 

Allocation 

Analysis 

Eligible and recruited N =  
 

Dose level 1  
Binimetinib: 30mg BD 
PF-02341066: 200mg BD 
N =  

Dose level 2 
Binimetinib: 45mg BD 
PF-02341066: 200mg BD 
N =  
 

Dose level 3 
Binimetinib: 30mg BD 
PF-02341066: 250mg OD 
N =  
 

Evaluable for dose escalation N =  

 
 DLTs experienced 

 
 Evaluable for safety analysis N =  

Evaluable for dose escalation N =  

 
DLTs experienced 

 
Evaluable for safety analysis N =  

 

Evaluable for dose escalation N =  

 
 DLTs experienced 

 
 Evaluable for safety analysis N =  

 

CONSORT Diagram for Dose Escalation Phase: PF-02341066 with Binimetinib 

Dose escalate  Dose escalate  
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Figure 2: CONSORT flowcharts for MErCuRIC1 
 

Assessed for eligibility (N=   ) 

Entered into trial and allocated to treatment on 
RPII dose (N=   ) 
 Received full first cycle as per protocol 

(n=  ) 
 Did not receive full first cycle as per 

protocol (n=  ) 

o (give reasons) (n=   ) 

Eligible and recruited N =  
 

Excluded (n=   ) 

 Not meeting inclusion criteria 
(n=  ) 

 Declined to participate (n=  ) 

Enrolment 

Allocation 

Analysis 

Numbers analysed (N= ) 

Entered into trial and allocated to treatment on 
RPII dose (N=   ) 

 Received full first cycle as per 
protocol (n=  ) 

 Did not receive full first cycle as 
per protocol (n=  ) 

o (give reasons) (n=   ) 

Numbers analysed (N= ) 

RASMT RASWT/c-MET+ 

CONSORT Diagram for Dose Expansion Phase: PF-02341066 with PD-0325901/ Binimetinib 
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The above table is required for each cohort in the dose escalation phase and for each RAS 
subgroup of the dose expansion phase. 

 

Description of Available Data  
Baseline characteristics will be summarised for all evaluable patients, and all trial treatment 
information will be summarised. Descriptive statistics will be reported using numbers (with 
percentages) for binary and categorical variables, and means (+standard deviations) or 
medians (+lower and upper quartiles) for continuous variables.  
 
Characteristics to be described in tabular form include: 
 
Dose escalation phase: 
 

Characteristics Dose escalation phase 
Demographic Cohort 1 - Cohort 2* - 
Age    
Gender  
n Male(%) n Female(%) 

  

Weight   
Height   
ECOG Performance Status 
n 0(%) n 1(%) 

  

Physical exam   
Tumour type   

*This table will be repeated for each cohort for dose escalation phase: PF-02341066 with PD-
0325901 and for dose escalation phase: PF-02341066 with Binimetinib 
 
Dose expansion phase: 
 

Characteristics Dose expansion phase 
Demographic KRAS mutant (MT) KRAS wild type (WT) 

(with aberrant c-MET) 
Age    

Reason for exclusion N Subtotal 

   
   
  Not meeting inclusion criteria n= 

   
   
  Refused to participate n= 

   
  Other reason n= 

Total patients screened but not recruited   
 

Table 2: Reasons for patient exclusions 
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Gender  
n Male(%) n Female(%) 

  

Weight   
Height   
ECOG Performance Status 
n 0(%) n 1(%) 

  

 
Variables will be analysed to determine whether the criteria for the study conduct are met. 
This will include a description of patients who did not meet all the eligibility criteria, an 
assessment of protocol violations, and other data that impact on the general conduct of the 
study. 
 
The number of patients who were not evaluable, who died or withdrew before treatment began 
will be recorded. The distribution of follow-up time will be described and the number of patients 
lost to follow-up will be given. Follow-up for progression events and deaths will be performed. 
 
Completeness of data for the primary and secondary outcomes will be presented. All waivers 
and deviations will be summarised as reported. 
 

 Description of Compliance with Therapy  
Patients will be instructed to keep a record of compliance with treatment, by means of using a 
“patient diary” that will be provided to them. 
A summary of the treatment received will be provided including dosage of the drug and 
compliance. Deviations from intended treatment will be summarised.  
 

Reliability 
Computer calculations will be checked by hand for a minimum of 5 patients.  
 

6. PATIENT GROUPS FOR ANALYSIS 

The intention-to-treat population will include all patients who have given their informed consent.  
It is therefore important that every effort is made to encourage patients, including those patients 
who do not receive/complete their allocated treatment, to attend for follow-up clinic visits and 
complete tests to avoid bias in the analysis of the results. 
 
Evaluable patients are those patients who completed cycle 1 or who withdraw early for 
experiencing a DLT. 
 
Toxicity analysis will be on all patients who received at least some of at least one of the 
treatments in the combination. The safety population therefore comprises all patients who have 
been exposed to any dose of PD-0325901 or PF-02341066 or Binimetinib.   
 
Non-toxicity analyses (i.e. response, OS, PFS) will be on an intention-to-treat basis. This means 
that patients will be analysed as they are consented irrespective of the amount of treatment 
actually received. 
 
The patient groups for the analysis of each aim are specified as follows:  
(the numbering corresponds to the numbering of the aims in Section 2.1.1)   
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Primary aims: 
Dose Escalation (both) 
(1) All patients evaluable for MTD and dose escalation. Safety population for toxicity 
summaries.  
Dose Expansion  
(2) Intention-to-treat population (presented for each KRAS subgroup separately) 
 
Secondary aims: 
Dose Escalation 
(3) All evaluable patients 
(4) Not covered here; to be carried out under a separate analysis plan 
(5) Not covered here; to be carried out under a separate analysis plan 
(6) Intention-to-treat population 
Dose Expansion: 
(7) Intention-to-treat population (presented for each KRAS subgroup separately) 
(8) Safety population 
(9) Not covered here; to be carried out under a separate analysis plan 
(10) Not covered here; to be carried out under a separate analysis plan 
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7. ANALYSES TO ADDRESS PRIMARY AIMS 

All centres will be analysed together. It is expected that STATA or SAS will be used for the 
analysis. 
 

Evaluation/definition of Primary Endpoints 
Dose escalation phase: 

(1) Maximal tolerated dose (MTD) of PD-0325901 or Binimetinib with PF-02341066 
according to toxicities graded by NCI CTCAE V4.03 in cycle 1 of treatment. 

Dose expansion phase: 
(2) Clinical and radiological response to PD-0325901 or Binimetinib with PF-02341066 
as defined by stable, partially or completely responding disease using RECIST version 
1.1. 
 

8. STATISTICAL METHODS USED FOR ANALYSIS OF PRIMARY AIMS 

The primary statistical report is due 4 months after end of recruitment. The results of the two 
escalation parts will be summarised separately. 
 
Dose escalation: 
The trial and decision process throughout the trial will be summarised. Worst severity toxicity 
grade per patient in cycle 1 (described using the NCI CTCAE v4.03) will be summarised in 
tables. The number of toxicities ≥ Grade 3 per patient will also be summarised. Treatment 
related toxicity will be tabulated by type and grade of toxicity for cycle 1. 
The variables that define the DLTs and safety variables will be summarized by descriptive 
statistics with patients grouped according to dose level received. Number (with percentages) of 
patient with and without DLT will also be presented according to dose level. 
 
Dose expansion: 
Best response measured by RECIST v1.1 criteria will be summarised as the proportion of 
patients with each response category. Each patient will be assigned one of the following 
categories: complete response, partial response, stable disease, progressive disease, early 
death from malignant disease, early death from toxicity, early death from other cause or 
unknown (not assessable, insufficient data). 
 

Missing Data 
Once a patient’s clinical response has been reported as progressive disease (PD) according to 
RECIST v1.1, or the patient is withdrawn from the trial due to progression of trial disease, the 
patient’s clinical response will be assumed to be PD for the subsequent trial visits if no disease 
response is reported. 
 

Pre-specified Subgroup Analysis  
No subgroup analyses are planned beyond those inherent in the dose expansion cohort. 
 

Sensitivity Analysis 
None specified. 
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9. ANALYSES TO ADDRESS SECONDARY AIMS 

Evaluation/definition of Secondary  
Dose escalation phase using PD-0325901 in combination with PF-02341066: 
 (3) To define the recommended phase II dose and schedule (RPII) of the combination, 

guided by safety, PK and PD data.  
 (4) To investigate pharmacokinetics (PK) of the drug combination by determining plasma 

Cmax, Cmin, AUC, oral clearance and t1/2 etc. for PF-02341066 and PD‐0325901 and its 
metabolite. 

 (5) To measure pharmacodynamic (PD) biomarkers of the drug combination using ELISA 
for soluble c-MET and HGF in plasma; ERK phosphorylation (pERK) in PBMC; 
Immunohistochemistry (IHC) for pERK1/2, and c-METY1234/1235 in (mandatory) skin and 
(optional) tumour biopsies. 

 (6) To preliminarily assess the efficacy of RPII dose of the drug combination, using 
objective response from CT scan and modified RECIST version 1.1, and progression free 
and overall survival. 

 
Dose escalation phase using Binimetinib in combination with PF-02341066: 
 (3) To define the recommended phase II dose and schedule (RPII) of the combination, 

guided by safety, PK and PD data.  
 (4) To investigate pharmacokinetics (PK) of the drug combination by determining plasma 

Cmax, Cmin, AUC, oral clearance and t1/2 etc. for PF-02341066 and Binimetinib. 
 (5) To measure pharmacodynamic (PD) biomarkers of the drug combination using ELISA 

for soluble c-MET and HGF in plasma; ERK phosphorylation (pERK) in PBMC; 
Immunohistochemistry (IHC) for pERK1/2, and c-METY1234/1235 in (mandatory) skin and 
(optional) tumour biopsies. 

 (6) To preliminarily assess the efficacy of RPII dose of the drug combination, using 
objective response from CT scan and modified RECIST version 1.1, and progression free 
and overall survival. 

 
Dose expansion phase:  
 To assess the efficacy of RPII dose of the combination of Binimetinib and PF-02341066 

in patients with RASMT and RASWT/c-MET+ CRC, using objective response from CT 
scan and modified RECIST version 1.1, and progression free and overall survival. 

 To further investigate the safety and toxicity profile/tolerability of the drug combination 
using adverse events according to NCI CTCAE V4.03 across all treatment cycles. 

 To investigate pharmacokinetic (PK) biomarkers of the drugs in blood by determining 
plasma Cmax, Cmin, AUC, oral clearance and t1/2 etc. for PF-02341066 and Binimetinib. 

 To measure pharmacodynamic (PD) effect of PF-02341066 in combination with 
Binimetinib using ELISA for soluble c-MET and HGF in plasma; ERK phosphorylation 
(pERK) in PBMC; Immunohistochemistry (IHC) for pERK1/2, and c-METY1234/1235 in 
skin and tumour biopsies.  

 
 
 
 
 
 



MErCuRIC1
 
 
 
 
 
 Confidential 

 
 Version No: 1.0 
  
Issue date: 09Jun2016  Authors: Corran Roberts, Sharon Love 
 
   

Page 36 of 36 

Statistical Methods Used for Analysis of Secondary Aims 
The results of the two escalation parts will be summarised separately. 
 
Dose escalation phase: 

(3) If the MTD is not defined at the highest dose level to be explored, then this dose level 
will be defined as the RPII dose. If the MTD is defined at the highest dose level, then this 
will be defined as the RPII dose unless there are frequent dose interruptions or reductions 
after the DLT period at this level; then the dose level below will be defined as the RPII dose. 
Descriptive statistics of the patients receiving the MTD dose will be presented. Toxicities 
for cycle 1 for patients at the MTD dose will be summarised.  
(4) Not covered here; to be carried out under a separate analysis plan. 
(5) Not covered here; to be carried out under a separate analysis plan. 
(6) Best response measured by RECIST v1.1 criteria, will be summarised as the proportion 
of patients with each response at each time point. Each patient will be assigned one of the 
following categories: complete response, partial response, stable disease, progressive 
disease, early death from malignant disease, early death from toxicity, early death from 
other cause or unknown (not assessable, insufficient data). 
Progression free survival (PFS) at 6 months will be summarised and presented alongside 
a Kaplan-Meier plot. Overall survival (OS) at 6 months will also be summarised and 
presented alongside a Kaplan-Meier plot.  

 
 
Dose expansion phase: 

(7) Progression free survival (PFS) at 6 months will be summarised and presented 
alongside a Kaplan-Meier plot. Overall survival (OS) at 6 months will also be summarised 
and presented alongside a Kaplan-Meier plot.  
(8) Safety and toxicity variables will be summarized by descriptive statistics within each 
genetically defined subgroup to investigate the safety and feasibility of expanded cohort 
patients at RPII dose. Worst toxicity grade per patient across all treatment cycles (using 
CTCAE criteria v4.03) will be summarised in tables grouped by cycle. The number of 
toxicities ≥ Grade 3 per patient will also be summarised. Treatment related toxicity will be 
tabulated by type and grade of toxicity for each cycle. 
(9) Not covered here; to be carried out under a separate analysis plan. 
(10) Not covered here; to be carried out under a separate analysis plan. 

 

Additional Exploratory Analysis Not Specified Prior to Receiving Data 
Any analyses not specified in the analysis protocol will be exploratory in nature and a 
significance level of 0.01 will be used to declare statistical significance. 99% confidence 
intervals will be presented. 
 

10. SERIOUS ADVERSE EVENTS AND ADVERSE EVENTS 

All AEs reported to the trial office will be processed according to internal SOPs. The trial office 
may request additional information for any AE as judged necessary. 
All adverse events will be listed. The number of events and the number of patients reporting 
events will be summarised overall all and by system body class for SAEs, AEs with CTCAE 
grade ≥ 1 and AEs with CTCAE grade ≥ 3.  
See protocol for definitions of AE/SAE/AR/SAR/SUSARs.  
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