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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS 
Abbreviation Term/Definition 
ALT alanine aminotransferase 
ANC absolute neutrophil count  
AST aspartate aminotransferase 
AUC area under the curve 
cfDNA cell-free DNA 
CI confidence interval 
Cmax maximum observed concentration  
Cmin minimum observed concentration 
Ctrough (min) trough observed plasma concentration (before drug administration) 
Css average plasma concentration at steady-state 
CRO contract research organization 
CSR Clinical Study Report 
CTCAE Common Terminology Criteria for Adverse Events 
DFS disease-free survival 
DMC Data Monitoring Committee 
ECG electrocardiogram 
ECOG Eastern Cooperative Oncology Group 
eCRF electronic case report form  
EDC electronic data capture 
EORTC European Organization for Research and Treatment of Cancer 
EOS end of study 
EQ-5D EuroQOL five dimensions questionnaire 
FGFR3 fibroblast growth factor receptor 3 
HR hazard ratio 
ICH International Council for Harmonization 
ITT intent-to-treat 
K-M Kaplan Meier 
LVEF left ventricular ejection fraction  
MFS metastatis-free survival 
MedDRA Medical Dictionary for Regulatory Activities 
MIBC muscle invasive bladder cancer 
NMIBC non-muscle invasive bladder cancer 
OS overall survival  
PD-L1 programmed death-ligand 1 
PK pharmacokinetics 
PR partial response 
QLQ quality of life questionnaire 
QOL quality of life 
QTcF QTc corrected by Fridericia’s formula 
Racc accumulation ratio calculated as Cmin steady-state/Cmin 
SAE serious adverse event 
SAP Statistical Analysis Plan 
SOC system organ class 
UBC urothelial carcinoma of the bladder  
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UTUC upper tract urothelial carcinoma 
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withdraw consent for study participation, including consent to be followed, will be censored on 
the date of withdrawal. 

Metastasis-free Survival Time (MFS) 

The investigator reviewed MFS is defined as the time from randomization to any metastatic 
recurrence as determined by the investigator or death due to any cause, whichever occurs earlier. 
Subjects without documented metastatic recurrence and are still alive, will be censored at the last 
radiology assessment, or at the time of randomization if no radiology disease assessments are 
performed after the baseline visit.  

Disease-free Survival Time (DFS) 

Disease-free survival time is calculated as the number of months from randomization to the date 
of local/regional invasive or metastatic recurrence or death due to any cause (referred as DFS 
event) ((date of DFS event - date of randomization + 1)/ (365.25/12)). Subjects without 
recurrence (local/regional invasive or metastatic) or death will be censored at the last radiology 
assessment if previous cystoscopy result within 6 months is negative for muscle invasive disease, 
otherwise, DFS will be censored at the last complete recurrence assessment. Subjects who have 
no disease assessments after baseline will be censored on the randomization date. The primary 
DFS endpoint will be based on the central review (BICR), while for the secondary endpoint, the 
investigator reviewed DFS will be based on investigator review. 

DFS including intraluminal low risk recurrence 

The investigator reviewed DFS including intraluminal low risk recurrence is defined as the time 
from randomization to any recurrence as determined by investigator, or death due to any cause, 
whichever occurs earlier. For subjects without documented recurrence and are still alive, they 
will be censored at the last complete disease assessment (or, if no disease assessments are 
performed after the baseline visit or no death has been recorded, at the time of randomization).  

Relative dose intensity 

The relative dose intensity is defined as cumulative actual dose a subject have received divided 
by the planned cumulative dose. For example, a subject takes study drug from Day 1 to Day 21 
at 125 mg/day; then from Day 29 to Day 30 at 100 mg/day, and end treatment afterward. The 
cumulative actual dose =(21*125)+(100*2)=2825 mg; the planned cumulative dose 
=(21*125)+(125*2)=2875 mg. The relative dose intensity = 2825/2875=98.3%. 

Study Day 1 

Study Day 1 is defined as the day of the first administration of study treatment after 
randomization.  

Treatment Duration 

Treatment duration is defined as last dose date – first dose date +1.  
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In general, categorical variables will be summarized using counts and percent. Percent will be 
displayed to one place after the decimal point, with the exception of 100%, which will be 
displayed without additional decimal places.  

Continuous variables will be summarized using number of subjects, mean, median, standard 
deviation, Q1, Q3, minimum, and maximum.  

Time to event endpoints will be analyzed by Kaplan Meier (K-M) method. No statistical test will 
be conducted. 

SAS statistical software, version 9.4 or later, will be used for all analyses.  

If departures from these general conventions are present in the specific evaluations section of this 
SAP, those conventions will take precedence over these general conventions. 

8.2 Handling of Missing Data 

Partial dates will be defined as dates that are missing certain elements of the date field. This may 
include missing information for the month, day, or year, or two of these elements, but not all 
three. 

Partial dates for adverse events where the start day is missing will be imputed as the first day of 
the month unless the start month of the adverse event is the same as the month when the 
treatment is initiated. In this case, the start day will be imputed as first dose date. The adverse 
event will be counted as treatment emergent adverse event. If the month, year, both month and 
year, or the entire start date is missing, then no data imputation will be implemented. However, 
these events will be counted with regard to treatment adverse event as long as there is no clear 
evidence to indicate adverse event starts before first dose date or after last dose date +30 days.  

In general, for all other partial missing dates, if day is missing, day 15 will be imputed. No other 
imputation will be done if month or year is missing. 

8.3 Subject Accountability and Disposition 

The number of subjects randomized into the study (including summaries by treatment group and 
by stratum), in addition to the number of subjects included in each analysis set, will be 
summarized.  

The number of subjects who have received study treatment in the ITT population, have ended the 
treatment, and the reason for ending treatment will be presented. The reason for discontinuing 
study will also be summarized. 

8.4 Demographic and Baseline Characteristics 

Summary statistics will be provided for demographics (age, sex, race, age group [<65 vs ≥65 and 
<75 vs ≥75], region and other baseline disease characteristics including FGFR3 mutation/fusion 
status, details on the mutation/fusion, lymph node involvement, stage at initial diagnosis, time 
from initial diagnosis to randomization, UTUC vs UBC and histology.   
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8.5 Medical History 

A listing of medical history and current medical conditions will be provided, using the latest 
Medical Dictionary for Regulatory Activities (MedDRA) terminology available at the time of 
reporting. Medical history will also be summarized by system organ class (SOC) and preferred 
terms (PTs). 

8.6 Prior Anti-cancer Therapy 

Prior anticancer therapy will be summarized including prior neo-adjuvant chemotherapy (yes vs 
no), neo-adjuvant chemotherapy type, and other prior anticancer medication. 

Prior cancer related surgery and its type will also be summarized, in addition to the time from the 
last prior cancer related surgery to randomization. Prior radiotherapy will be also summarized. 

8.7 Protocol Deviations 

The number (%) of subjects with any CSR-reportable protocol deviation will be tabulated by the 
deviation category for the ITT population. 

8.8 Efficacy Analyses 

The primary efficacy analysis will be conducted on the intent to treat (ITT) population, which 
will include all subjects who are randomized. Subjects will be analyzed according to the 
treatment group that they are randomized to.  

All primary and secondary efficacy endpoints will be summarized as specified in General 
Principal Section 8.1. The analysis of time to event endpoints such as DFS, MFS and OS is 
specified in Section 8.1. 
 

8.9 Sensitivity Analyses 

Sensitivity analysis will not be performed for the abbreviated CSR. 

8.10 Safety Analyses 

Analysis of safety will be performed on the safety analysis population. Study data will be 
monitored on an ongoing basis by the clinical study team to ensure subjects’ safety. Additional 
safety reviews will be performed by the data monitoring committee (DMC) periodically 
throughout the study. These reviews will include all available data on incidence of adverse 
events, serious adverse events including deaths. Study data will be monitored by QED’s Global 
Safety Organization on an ongoing basis throughout the course of the study to identify potential 
safety signals and new events of interest. Any unblinding of serious adverse events (SAEs) by 
Global Safety due to regulatory requirements will be shared with the DMC. 
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8.10.8 Vital Signs and ECOG Performance Status 

Eastern Cooperative Oncololgy Group (ECOG) performance status will be summarized at 
baseline, each post-baseline visit (based on the visit schedule defined in the protocol along with a 
window), the worst observed post-baseline values, and the last observed value, along with the 
change from baseline.  

Vital sign assessments are performed to characterize basic body function. The following 
parameters were collected: weight (kg), body temperature (°C), pulse rate (beats per minute), 
systolic and diastolic blood pressure (mmHg). The vital sign summaries will include all 
assessments available no later than 30 days after the last study treatment administration date. The 
vital sign will be summarized at baseline, each post-baseline visit, the maximum and minimum 
observed post-baseline values, and last observed value, along with the change from baseline.  
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