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DOCUMENT HISTORY

Document Date of Issues Summary of Changes
Version 1 16-Mar-2017 Original Issue

Version 2.0 09-Aug-2018

• updated statistical analyses general 
method to state that all analyses will 

be performed by separated Cohort 1, 

Cohort 2, Cohort 3 and Cohort 4.

• added additional populations - All 
Intermediate/Poor Risk Subjects, All 

Favorable Risk Subjects and PD-L1 

treated subjects

• updated IMDC prognostic criteria to 

<80% as per protocol and also 

replaced randomization with 

treatment. 

• added additional baseline 
characteristics - IMDC prognostic 

score, KPS, time from diagnosis to 

date of first dose, Hemoglobin,

Corrected calcium, absolute 

neutrophils count, platelet count, 

histological subtypes

• updated Efficacy section 7.5 to add 
additional analyses for All 

Intermediate/Poor Risk Subjects, All 

Favorable Risk Subjects

• added section for Subset Analyses of 
Progression-Free Survival, OS and 

ORR

• included Subject follow-up section.

• included Follow-up Therapy section

• updated section 7.7 to include only 
Cohort 1

 

Version 2.1 26-Oct-2018

• CBR added to BOR analysis

• updated overall survival to include 

KM plot for responders Vs non-

responders.

• updated Baseline KPS score to remove 
< 80 and include 70 and < 70

• added additional population for BOR 
analysis
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Document Date of Issues Summary of Changes

Version 2.2 13-Dec-2018
• added additional population for BOR 

analysis

Version 2.3 21-Oct-2019

 

 

•  

Version 2.3 08-Jan-2020

• Updated Efficacy section for including 

or removing the populations.

• Updated IP and F population 

definitions to consider Treated 

subjects rather than enrolled subjects.

 

 

Version 2.3 02-Feb-2020
 

Version 2.4 14Apr2020
• Revise section 1.0 (schedule of 
analyses) per client request (added 

‘treatment’ to end of first sentence.)

Version 2.4 15May2020

• Added Landmark Analysis for OS 

from 6 ,12 Months.

• Removed Not qualified IMAE listing 
description.

Version 2.4 23May2020
• Removed Lab SI units summary.

• Removed Clopper- Pearson CI from 

primary endpoint analysis.
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Document Date of Issues Summary of Changes

Version 2.4 26May2020

• Added phrase in section 7.1: 

“Analyses based on the combination 

of Cohorts 2-4 are considered not 

necessary for CSR as Cohort 4 has 

low KPS and tolerability may not be 

the same with other groups.”

• Added phrase in landmark analyses: 
“These Landmark Analyses will not 

display hazard ratios, CI, median and 

p values.”

• Added phrase in section 7.5.2.6:“
(population for this factor is All 

Treated Subjects with Intracranial 

Progression in Cohort 3)”
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APPENDIX 1 INTERNATIONAL METASTATIC RCC DATABASE CONSORTIUM 
(IMDC) PROGNOSTIC CRITERIA

Adverse Prognostic Factors

Clinical

KPS < 80%

Time from diagnosis to treatment < 1 year

Laboratory

Hemoglobin < LLN

Corrected calcium > ULN

Absolute neutrophil count > ULN

Platelet count > ULN

LLN = Lower limit of normal

ULN = Upper limit of normal

Corrected calcium (mg/dL) = measured total Ca (mg/dL) + 0.8 (4.0 - serum albumin [g/dL]), where 4.0 represents 

the average albumin level in g/dL.

Corrected calcium (mmol/L) = measured total Ca (mmol/L) + 0.02 (40 - serum albumin [g/L]), where 40 represents 

the average albumin level in g/L
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APPENDIX 3 ADVERSE EVENTS OF INTEREST DEFINITION AND 
CONVENTIONS

The  adverse  events  of  interest  including  IMAE,  select  AE,  and  other  event  of  special  interest 

consist  of  a  list  of  preferred  terms  grouped by  specific  category  and  by  subcategory. These 

categories and subcategories are defined by the Sponsor and the list that is most current at the time 

of analysis will be used. Also, changes may be made to this list with each new version of MedDRA.

Time-to onset definition

Time-to onset of AE (any grade) for a specific category (e.g. pulmonary events, gastrointestinal 

events, ...) is defined as the time between the day of the first dose of study treatment and the onset 

date of the earliest AE (of any grade) in this category.

If  the  subject  did  not  experience  an AE  (of  any  grade)  in  the  category,  time-to  onset  will  be 

censored at the maximum follow-up time of all subjects in their respective treatment group (i.e for 

subjects without an event, follow-up time is defined from first dosing date up to last dosing date 

+30 days (or 100 days depending on the analysis) if subjects are off treatment and followed for at 

least  30 days (or 100 days depending on the analysis) , otherwise it is defined up to the last known 

alive date). The resulting Kaplan-Meier plot will  represent the  cumulative  rate of the select AE 

(any grade) in the category over time.

Time-to onset of AE (grade 3-5) for a specific category is defined similarly but restricted to grade 

3-5 AEs.

Time-to  onset  of  drug-related  (grade  3-5  or  any  grade)  AE  for  a  specific  category  is  defined 

similarly but restricted to drug-related AEs.

Time-to  onset  for  a  specific  subcategory  is  defined  similarly  but  restricted  to  event  of  this 

subcategory.

Time-to resolution definition

In order to derive the time-to resolution, overlapping or contiguous AEs within a specific category 

will be collapsed into what will be termed “clustered” AEs. For example, if a subject (without pre-

treatment AE) experienced an AE from 1st to 5th January, another AE (with different PT but within 

same category) from 6th to 11th January and same AE from 10th to 12th January, these will be 

collapsed into one clustered AE from 1st to 12th January. Table A3-1summarizes key derivation 

steps for each type of clustered AEs.

Time-to resolution of AE (any grade) for a specific category is defined as the longest time from 

onset to complete resolution or improvement to the grade at baseline among all clustered select 

AEs in this category experienced by the subject. Events which worsened into grade 5 events (death) 

or have a resolution date equal to the date of death are considered unresolved. If a clustered AE is 

considered  as  unresolved,  the  resolution  date  will  be  censored to  the  last  known  date  alive. 

Improvement  to  the  grade at  baseline  implies  that all  different  adverse events  in  the  clustered 

adverse event should at least have improved to the corresponding (i.e. with same preferred term) 
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