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List of abbreviations 
 AE Adverse Event 

 AESI Adverse Events of Special Interest 

 AJCC American Joint Committee on Cancer  

 ALP Alkaline Phosphatase 

 ALT Alanine Aminotransferase 

 AST Aspartate Aminotransferase 

 ATC Anatomical Therapeutic Chemical 

 b.i.d. bis in die/twice a day 

 BOR best overall response 

 BUN Blood Urea Nitrogen 

 CI Confidence Interval 

 CLIA Clinical Laboratory Improvement Amendments  

 CMD    Concomitant medication 

 CMO&PS Chief Medical Office and Patient Safety 

 CO Country Organization 

 CR Complete response 

 CRF Case Report/Record Form (paper or electronic) 

 CRO Contract Research Organization 

 CSR Clinical study report 

 CT Computerized Tomography  

 CTC Common Terminology Criteria 

 DAR  Drug Administration Record 

 DBP Diastolic Blood Pressure 

 DFS Disease Free Survival 

 ECG Electrocardiogram 

 ECOG Eastern Cooperative Oncology Group  

 EOS End of Study 

 FAS Full Analysis Set 

 FISH Fluorescence in situ hybridization 

 GCN Gene Copy Number  

 GPS Global programming & statistical environment 

 h Hour 

 HGF Human Growth Factor  
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 MedDRA Medical dictionary for regulatory activities  

 MET Mesenchymal Epithelial Transition  

 METex14 MET exon 14 skipping 

 mg milligram(s) 

 mL milliliter(s) 

 MPR Major Pathologic Response  

 MRI Magnetic Resonance Imaging  

 NCI National Cancer Institute  

 NGS Next Generation Sequencing  

 NSCLC Non-small cell lung cancer 

 ORR Overall response rate 

 pCR Complete Pathologic response 

 PD Pharmacodynamic(s) 

 PDS Programming Dataset Specifications 

 PD Pharmacodynamic(s) 

 PFT Pulmonary Function Test(s) 

 

 PPS Per-Protocol Set 

 PR  Partial response 

 PS Performance Status  

 PT Preferred term 

 QT QT interval 

 QTcF QT interval corrected by Fridericia’s formula 

 RAP The Report and Analysis Plan 

 RECIST Response Evaluation Criteria In Solid Tumors 

 SAE Serious Adverse Event 

 SAP Statistical Analysis Plan 

 SAS Statistical Analysis System 

 SBP Systolic Blood Pressure 

 SD standard deviation 

 SOC system organ class 

 TEAE  Treatment Emergent Adverse Events 

 TFLs     Tables, Figures, Listings 

 TKI Tyrosine Kinase Inhibitor  

 WHO World Health Organization 
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Study treatment start and end date 
Study treatment start date is defined as the first date when a non-zero dose of study drug is 
administered and recorded on the Drug Administration Record (DAR) CRF page. Similarly, 
study drug end date is defined as the last study drug administration date. 

Study day 
The study day is defined as: 
 •The date of the event (visit date, onset date of an event, assessment date etc.) – study reference 
start date + 1 if event is on or after the study treatment start date; 
•The date of the event (visit date, onset date of an event, assessment date etc.) − study reference 
start date if event precedes the study treatment start date. 
The reference start date for safety assessments (e.g. adverse event onset, laboratory abnormality 
occurrence, vital sign measurement, dose interruption etc.) is the start of study treatment. 
For events prior to study drug start date (e.g., time of diagnosis), study day will be negative and 
calculated as (event date – study drug start date). Note that study drug start date is study day 1.  
Due to the study drug dosing schedule, one month will be considered as 28 days. However, 
for “time since event” data (e.g., medical history), one month will be considered as 365.25/12 
days for events that occurred prior to study Day 1.  
Baseline  
Baseline (e.g. for laboratory parameters), is considered as the last available assessment or value 
before start of the first treatment, unless otherwise stated under the related assessment. For all 
relevant parameters comparisons against baseline will be presented through the report. Further, 
if several assessments are taken on the same day, the last assessment will be used for that time 
point. 
If patients have no value as defined above, the baseline result will be missing. 
Post Baseline assessment 
A post-baseline value refers to a measurement taken in the Treatment phase from Study Day 1 
onwards. For patients who discontinued study treatment, all assessments listed in End of 
Study (EOS) visit will be performed. 

Change from baseline:  
When change from baseline is of interest, the following formula will be used for each scheduled 
visit where baseline and post-baseline values are both available: 
Change from baseline = post-baseline value – baseline value. 
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2.2 Analysis sets 
Full Analysis Set (FAS), Safety Set, are defined in the protocol. 
However, as there are limited number of patients recruited in the study, any summary or 
statistical analysis will NOT be performed. Relevant data will be listed for all the patients. 

2.3 Patient disposition, demographics and other baseline 
characteristics 

Demographic and other baseline data including disease characteristics will be listed for all 
participants enrolled in the study. 
Relevant medical histories and current medical conditions at baseline will be listed as captured 
in the database for all participants. 

2.3.1 Patient disposition 
A listing for data on the final status of the patient in the study will be provided. A data listing 
of screened patients who did not take study drug will be also provided with reasons for screening 
failure. 

2.3.2 Patient demographics and other baseline characteristics 
Listings will be provided for demographic variables for all patients. 
Data to be collected on participant characteristics at screening include: 
• Other background or relevant medical history (prior antineoplastic therapies 
(medications, radiation, surgeries)  
• Prior antineoplastic therapies (medications, radiation, surgeries).  
• Other assessments to be completed for the purpose of determining eligibility (ECOG 
performance status, complete physical examination [only recorded in source documentation], 
vital signs, height, weight, hematology, blood chemistry, coagulation studies, urinalysis and 12-
Lead ECG)  
• Prior and current concomitant medications and surgical and medical procedures 

Medical history 
Medical history and current medical conditions will be listed by system organ class and 
preferred term of the Medical Dictionary for Drug Regulatory Affairs (MedDRA) dictionary. 

2.4 Treatments (study treatment, rescue medication, concomitant 
therapies, compliance) 

2.4.1 Study treatment / compliance 
The duration of exposure to capmatinib will be presented in days. All the dosing related data 
will be listed. Due to the limited number of patients recruited to the study analysis will not be 
performed. 
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2.4.2 Prior, concomitant and post therapies 
Prior and concomitant medications/significant non-drug therapies will be listed in all patients. 
• Prior medications are defined as treatments taken and stopped prior to first dose of study 
treatment.  
• Concomitant medications are medications that started on or after the first dose of study 
drug and before 30 days after the last dose of the treatment or started before the first dose of 
study drug and continued after the first dose of study drug. 
Listings will be provided for patients receiving prior and concomitant medication or significant 
non-drug therapy will be presented separately, by Anatomical Therapeutic Classification (ATC) 
class and preferred term. 
Surgical and medical procedures will be listed by primary system organ class and MedDRA 
preferred term. 
All medications (excluding study treatment and prior antineoplastic treatments), blood 
transfusions, surgeries and procedures (including physical therapy) administered within 28 days 
prior to the first dose administration of study drug through 30 days after the last dose of study 
drug will be recorded in the Concomitant Medications or Surgical and Medical Procedures 
eCRF, respectively. Medications include not only physician prescribed medications, but also 
all over-the counter medications, herbal medications, food supplements and vitamins. 

2.5 Analysis of the primary objective 

2.5.1 Primary endpoint 
Due to limited number of patients the primary endpoint will not be analyzed using statistical 
methods mentioned in the protocol. The Residual Viable Tumor assessments data (both local 
and central review), related to the primary endpoint will be listed for all the patients: 

2.5.3 Handling of missing values/censoring/discontinuations 
Not applicable. 

2.5.4 Supportive analyses 
Due to the limited number of patients, no statistical analysis will be performed. 

2.6 Analysis of the key secondary objective 
Not applicable. 
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2.8.4 Other safety data 

2.8.4.1 ECG and cardiac imaging data 
12- lead ECGs including RR, PR, QRS, QT, QTcF, and HR intervals will be obtained for each 
participant during the study. ECG data will be read and interpreted locally.  
All ECG data will be listed by subject and visit. 

2.8.4.2 Vital signs 
Vital signs include blood pressure, pulse measurement, respiratory rate, body temperature, 
Height and Body weight.  
Vital signs will be measured at screening and at subsequent time points. Height will be 
measured at screening and Body weight will be measured at screening and at subsequent time 
points. Listings will be presented for all patients. 

2.8.4.3 ECOG performance status 
The Eastern Cooperative Oncology Group (ECOG) performance status will be assessed 
according to the PS scale as specified in the table below. 
 

Grade ECOG status 
0 Fully active, able to carry on all pre-disease performance without restriction 
1 Restricted in physically strenuous activity but ambulatory and able to carry out work of a 

light or sedentary nature e.g., light house work, office work 
2 Ambulatory and capable of all self-care but unable to carry out any work activities. Up and 

about more than 50% of waking hours 
3 Capable of only limited self-care, confined to bed or chair more than 50% of waking hours 
4 Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair 
5 Dead 

2.8.4.4 Pregnancy Test 
Not applicable. 
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5.1.2 AE date imputation 

5.1.2.1 AE Start Date Imputation  
Not applicable. 

5.1.2.2 AE End Date Imputation  
Not applicable.  

5.1.3 Concomitant medication date imputation 

5.1.3.1 Concomitant medication start date imputation 

Not applicable. 

5.1.3.2 Concomitant medication end date imputation 
Not applicable. 

5.1.3.3 Prior therapies date imputation 
Not applicable. 

5.1.3.4 Post therapies date imputation 
Not applicable. 

5.1.3.5 Other imputations 
Not applicable. 

5.2 AEs coding/grading 
Adverse events are coded using the Medical dictionary for regulatory activities (MedDRA) 
terminology. 
The verbatim term recorded on CRF will be identified as adverse event and will be coded by 
primary system organ class and preferred term using MedDRA version 20.1 and above. AEs 
will be assessed according to the Common Terminology Criteria for Adverse Events (CTCAE) 
version 5.0. 
 

5.3 Laboratory parameters derivations 
Not applicable. 

5.4 Statistical models 

5.4.1 Primary analysis 
Not applicable. 
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5.4.2 Key secondary analysis 
Not applicable. 

5.5 Rule of exclusion criteria of analysis sets  
Not applicable. 

6 Reference 
1. CINC280AUS12--v01-Clinical Trial Protocol_21Mar2023 




