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SAP Version 

Date of 
SAP Version 

Author Changes from the Previous Version 

0.1 18NOV2013 Not Applicable – First Version 
0.2 23DEC2013 Internal Review 
0.3 14MAY2014 Sponsor Feedback for cMET-004 SAP relevant 

sections 
0.4 2014 Rewrite to fit Merck Serono template;  

Remove cumulative presentations from all SMC 
meetings per cMET-004 sponsor decision 

1.0 09Jun2016 Rewrite to fit Merck Serono template; 
Update to protocol_V5 

2.0 10July2017 Update for dry run comments and protocol v7.0/7.1/7.2 
and, PK analysis, and biomarker analysis. Correction 
for parameter CTCAE grading 
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Population: PK Analysis Set 



 

• 

 
PPD



τ

τ

τ
τ



 



 

 

 

Population: Safety Analysis Set 

 



 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

 



 

 

  

 

 

 

• 

• 

• 

• 

 

 



 

• 

• 

• 

• 



• 

• 

 

• 

• 

• 

• 

• 

• 

• 

• 

• 

° ° ° ≥ °

≤

≤

≤

≤

≤

≤



≤

≤

• 

 

• 

• 

• 

• 

• 

• 

 (msec) =  ( ) ( )/1000
• 

• 



• 

• 

• 

 

 

 

 



 



 
 



 

≥

≥

• ≥

• ≥ ≥

• ≥



 

Long Name  Short Name  

• 

• 

PPD

PPD



• 

• 

• 



 

• 

• 

• 

• 

• 

• 

a. If calculated creatinine clearance during screening is < 60 mL/min, then 
24-hour urine creatinine clearance might be requested by the investigator 



for confirmation of renal impairment; must be performed at the central 
laboratory. 
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Population: ITT Analysis Set for the randomized part, Safety Analysis Set for the single-arm cohort 
unless otherwise specified.  
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proc phreg data=xxx;  
strata MET_TYPE EGFR-TKI_trt;  
model TTE×TTE_censor(1) = treatment / ties = discrete rl;  
ods output globaltests=logRank_TTE (where=(test='Score'))  
parameterestimates = HR_TTE ;  

run ;  
Where: 
TTE_censor = 1 if censored, 0 otherwise  
Treatment  = 1 if in experimental arm (tepotinib+gefitinib), =0 if in control arm (pemetrexed + 
cisplatin/carboplatin) 
TTE        = Time to event variables, for primary, it’s PFS by Investigator; for secondary, it will be 

OS, PFS by IRC . 

proc phreg data=Eff_ITT ; 
class all-subgroup variables ... ; 
model TTE×censoring(1)= all-group variables /ties=discrete rl selection=stepwise 
slentry=0.15 slstay=0.40 details; 
ods output globaltests=logRank(where=(test='Score')) parameterestimates=HR; 

run ; 
Where: 
slentry= boundary for p-value of Score test for inclusion, other values than 0.15 can be 
considered 
slstay= boundary for p-value of Wald test for exclusion, other values than 0.40 can be considered 



proc phreg data=xxx;  
strata MET_TYPE ;  
model TTE×TTE_censor(1) = treatment all-group variables ... / ties = discrete rl;  
ods output globaltests=logRank_TTE (where=(test='Score'))  
parameterestimates = HR_TTE;  

run;  
Where: 
TTE_censor = 1 if censored, 0 otherwise  
Treatment = 1 if in experimental arm, =0 if in control arm  
TTE        = Time to event variables, for primary, it’s OS; for secondary, it will be one of TTP by 

IRC, TTP by Investigator, PFS or TTSP. 

 

 

 

 

 

 

 

 



 

 

 



 

Population: ITT Analysis Set for the randomized part 

 

Population: Safety Analysis Set for the single-arm cohort

 

Population: ITT Analysis Set for the randomized part, Safety Analysis Set for the single-arm cohort  
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Percent change from baseline =  100 ( Sum of target lesion diameters at visit  sum of target lesion diameters at baseline 1)
Best relative change =         



 
Population: Safety Analysis Set 
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