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3. PLANNED ANALYSES 

3.1. Interim Analyses 

3.1.1. Part 1: Dose Escalation 

In Part 1, interim analyses will be performed to determine if a dose-escalation is 
appropriate and to support the dose escalation decision recommended by the bivariate 
CRM analysis following the completion of each dose cohort, i.e. once all participants in a 
dose cohort complete the determinative 28 day DLT observation period, including 
replacement participants. For dose escalation phase, the Dose Limiting Toxicity (DLT) 
information along with preliminary safety data, including AEs, changes in laboratory 
values and other safety parameters, and available PK/pharmacodynamic data will be 
evaluated using unblinded data for all dose escalation cohorts in each zone (see Section 
4.1 of the protocol) prior to making dose escalation decisions. 

Review of preliminary data will be performed after completion of each cohort. 
Preliminary safety and study population data may include a demographic summary, 
adverse event (AE) summary, AE summary by maximum toxicity category, SAE listing, 
listing of AEs that are reported to be DLT’s. No formal outputs will be produced by 
statistics and programming. For dose escalation decisions, reviews of Spotfire output will 
be performed.   

Further, after the first instance of a DLT and for each subsequent cohort, the 
recommended dose from the bivariate CRM analysis and updated posterior estimates of 
the probabilities of being in each dose-toxicity range may be provided. The Fixed and 
Adaptive Clinical Trial Simulator (FACTS) (Version 6.1 or higher) software from 
Tessella will be used to perform bivariate CRM analyses. These posterior estimates will 
not be reported in the CSR. 

To perform the bivariate CRM analysis, the priors for each pair of parameters (α, β) for 
the Bayesian logistic regression model for each drug are specified via a bivariate normal 
distribution, with a separate mean and standard deviation (s.d.) for ln(α) and ln(β), and a 
correlation term. The parameters (s.d.) of the model are 

ln(1)=-3 (10), ln(1)=1(10),  

ln(2)=-3 (10), ln(2)=1(10),  

ρ1= ρ2=0.1 

where ln() and ln() for each drug are assumed to be distributed as bivariate normal 
with correlation ρ. The prior for the interaction term η is assumed to follow the standard 
normal distribution N(0,1). 

Refer to Section 9.2.1 and Section 10.10.1 of the CSP for more details of the bivariate 
CRM model. 
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The bivariate CRM analysis will only provide guidance for dose escalation based on 
toxicity alone. The GSK study team, in collaboration with study investigators, will 
review all relevant data (using Spotfire visualisations and site feedback and any other 
relevant source of data) to support: 

• whether the current dose had acceptable toxicity, and 

• the decision regarding the next dose level based on the totality of the data including 
PK, pharmacodynamic/biomarker data when available. 

• the decision of the recommended Phase 2 dose (RP2D) based on the totality of the 
data including but not limited to PK and pharmacodynamics/biomarkers data when 
available. 

Once the total planned number of participants have completed the 28 day DLT 
observation period for Part 1, data from all dose levels will be reviewed in order to 
identify the R2PD. The totality of data, including safety/tolerability, PK, 
pharmacodynamic, and efficacy will be used to determine whether to proceed to Part 2 
and which dose combination will be chosen as the RP2D. Outputs  to facilitate this 
review are described in Section 13.10.  

3.1.2. Part 2: Cohort Expansion 

No formal interim analysis for futility or efficacy is planned to be performed in Part 2. 
The study team may evaluate safety, PK and Pharmacodynamic data and make the 
recommendation to discontinue the study at any time due to safety concerns.  

3.2. Final Analyses 

For participants who meet all eligibility criteria and enroll into the study, the maximum 
duration of treatment is expected to be two years. The maximum follow-up period for 
safety assessments will be 90 days from the date of the last dose of study treatment. The 
expected maximum follow-up period for survival and subsequent anti-cancer therapy will 
be two years from the date of the last dose of study treatment. Participants deriving 
benefit from study treatment may remain on study beyond 2 years. 
 
All participants who permanently discontinue study treatment for any reason will be 
followed for survival, disease progression (if not already confirmed by iRECIST) and 
new anti-cancer therapy (including radiotherapy) every 12 weeks until death, termination 
of the overall study or an arm /cohort by the sponsor. 
 
The final planned primary analyses will be performed after the completion of the 
following sequential steps: 

1. After 72 events have occurred for participants enrolled in Part 2, which is 80% of the 
total sample size of Part 2 or all participants have completed the study as defined in 
the protocol, whichever comes first. (This will no longer apply as study is 
terminating after Part 1) 

2. All required database cleaning activities have been completed and final database 
release (DBR) and database freeze (DBF) has been declared by Data Management. 
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3. Randomization codes have been distributed according to RandAll NG procedures. 

Note: the study is not blinded, therefore, criteria for unblinding do not need to be met.  
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4.1. Protocol Deviations 

Important protocol deviations (including but not limited to deviations related to study 
inclusion/exclusion criteria, participant safety or interpretability of the trial data, or 
conduct of the trial) will be summarised and listed. 
 
Protocol deviations will be tracked by the study team throughout the conduct of the study 
in accordance with the Protocol Deviation Management Plan [V3.0]. 

o Data will be reviewed prior to freezing the database to ensure all important 
deviations and deviations which may lead to exclusion from the analysis are 
captured and categorised in the protocol deviations dataset. Although a per 
protocol population is not included, cases of site misconduct, any suspected 
fraudulent activity or other serious protocol deviations may warrant parameter, 
participant or site level exclusion from analysis populations. These will be 
captured in a note to file following study team review and agreement. 

o This dataset will be the basis for the summaries and listings of protocol 
deviations. 

A separate summary and listing of all deviations from inclusion/exclusion criteria 
specified in the protocol will also be provided. This summary will be based on data as 
recorded on the inclusion/exclusion page of the eCRF. 

Protocol deviations related to the COVID-19 pandemic will contain the prefix COVID19. 
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the last Part 1 participant completes the 28 day DLT observation period will be assigned 
to Part 2. All other participants will be assigned to Part 1. 

Part 1 participants dosed at the RP2D meeting the additional Part 2 inclusion/exclusion 
criteria will not be included in the Part 2 analyses.  

5.2. Baseline Definitions 

For all endpoints (except as noted in baseline definitions below) the baseline value will 
be the latest pre-dose assessment with a non-missing value, including those from 
unscheduled visits.  

If time is not collected and it is not otherwise possible to determine whether the 
assessment was performed pre- or post-dose, Day 1 assessments are assumed to be taken 
prior to first dose and may be used as baseline. Furthermore, if there are multiple 
assessments on the same day, the mean of the pre-dose assessments performed on that 
day will be taken. The latest non-missing average prior to dosing on Day 1 will be used 
as baseline.  For laboratory data, baseline will be the latest non-missing pre-dose value 
from central lab. If no central lab value is available, the latest non-missing pre-dose value 
from local lab will be used. For participants who did not receive study treatment during 
the study, baseline will be defined as the latest, non-missing value. 

Unless otherwise stated, if baseline data is missing no derivation will be performed and 
baseline will be set to missing. 
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6. STUDY POPULATION ANALYSES 

In this multicentre global study, enrolment will be presented by country and investigative 
site using the enrolled population where applicable. 

6.1. Overview of Planned Study Population Analyses 

The study population analyses will be based on the All Treated population for Part 1 and 
the ITT population for Part 2, unless otherwise specified. 

Study population analyses including analyses of participant’s disposition, protocol 
deviations, demographic and baseline characteristics, prior and concomitant medications, 
disease characteristics at initial diagnosis and at screening, prior anti-cancer therapy, 
surgical/medical procedures, substance use, duration of follow up, exposure and 
treatment compliance will be based on GSK Core and Oncology Data Standards. 
Separate displays will be presented for each study part, unless otherwise specified. 
Details of the planned displays are presented in Appendix 10: List of Data Displays. 

6.2. Disposition of Participants 

A summary of the number of participants in each of the analysis populations described in 
Section 4 will be provided, based on the screened population. A listing of participants 
excluded from each analysis populations will also be provided, based on the screened 
population. Number of participants based on the Enrolled population will be summarized 
by country and site for each study part. Participants planned and actual treatment received 
will be listed. 

The number and percentage of participants who met eligibility criteria and entered the 
study, who failed screening for any reason and therefore were not entered into the study, 
and participants who met eligibility criteria but were not needed will be summarized for 
the screened population. Reasons for failure for those subjects who failed screening will 
also be summarized in the display and listed. A participant may have more than one 
reason for screen failure.  

A summary of participant status (completed, ongoing, withdrawn) and reason for study 
withdrawal will be provided. This display will show the number and percentage of 
participants who have completed the study, are ongoing or have withdrawn from the 
study, including primary and secondary (if any) reasons for study withdrawal. Reasons 
for study withdrawal will be presented in the order they are displayed in the eCRF 
(Electronic Case Report Form).  

 

For Part 1 participants will be considered to have completed the study if they fulfil one of 
two criteria: 

1. Complete screening assessments, receive at least two doses of study treatment (or 
receive one dose but experience a dose limiting toxicity (DLT), are observed 
during the 28 day DLT observation period), and complete the treatment 
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discontinuation visit and the follow-up visit for safety (this will be considered 
‘completed follow-up’) 

2. Completed screening assessment and have died while receiving study treatment or 
during post-study treatment follow-up period for safety.  

For Part 2, participants will be considered as completing the study if they complete 
screening assessments, receive at least one dose of study treatment, discontinue study 
treatment for reasons other than lost to follow-up or non-compliance, and complete the 
study treatment discontinuation visit and follow-up visits or have died while receiving 
study treatment or during post-treatment follow-up period.   

In the event the Sponsor decides to close the study, participants receiving ongoing study 
treatment or ongoing in follow-up will be considered as completed the study (under 
‘completed follow-up’ for Part 1 participants). The end of the study in this case is defined 
as the completion of the last participant’s required visit.  

A listing of reasons for study withdrawal will also be produced for the enrolled 
population. 

A single, overall summary of the number and percentage of participants who entered, 
withdrew from and completed each study part will be displayed. 

A summary of study treatment status will be provided. This display will show the number 
and percentage of participants who are ongoing or discontinued study treatment and a 
summary of the primary reasons for discontinuation of study treatment. Reasons for study 
treatment discontinuation will be presented in the order they are displayed in the eCRF.  

A listing of reasons for treatment discontinuation will be generated. The listing will 
include date of discontinuation, last dose date, and primary reasons for study treatment 
discontinuation. 

6.3. Protocol Deviations 

Important protocol deviations will be summarized and listed and will include 
inclusion/exclusion deviations as well as other deviations. See Section 4.1 for details.  

A separate listing of inclusion/exclusion criteria deviations as captured on the eCRF will 
also be provided. 

6.4. Demographic and Baseline Characteristics 

The demographic characteristics (e.g., age, race, ethnicity, sex, height, baseline body 
weight, and line of anti-PD(L)1 therapy [for Part 2 only]) will be listed and summarized. 
Age, height and weight will be summarized using the mean, standard deviation, 
minimum, median, and maximum. In addition, age will also be categorized and 
summarized by 18-64, 65-74, 75-84, and ≥85 and by 18-64 and ≥65. The count and 
percentage will be computed for race, ethnicity and sex. The summary of demographic 
data will be displayed for each cohort and overall.  
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A separate summary of age ranges based on the Enrolled population will be provided. 
Age will be summarized in categories: 18-64, 65-84, and ≥85. Race and racial 
combinations will also be summarized. 

6.5. Concomitant Medications 

Concomitant medications will be coded using GSK Drug coding dictionary and 
summarized and listed. The summary of concomitant medications will show the number 
and percentage of participants taking concomitant medications by Ingredient. Multi-
ingredient products will be summarized by their separate ingredients rather than as a 
combination of ingredients.  

In the summary of concomitant medications, each participant is counted once within each 
unique ingredient. For example, if a participant takes Amoxycillin on two separate 
occasions, the participant is counted only once under the ingredient “Amoxycillin”. In the 
summary of concomitant medications, the ingredients will be summarized by the base 
only, using CMBASECD and CMBASE. 

All medications, regardless of onset date will be included in the summary and listing. 
Blood products or blood supportive care products with onset date after the start of study 
treatment will be included in the summary tables. The frequency and percentage of 
participants using blood products and blood supportive care products after the start of 
study treatment will be provided. Supportive listings will also be provided. 

6.6. Disease Characteristics 

Disease history and characteristics at initial diagnosis and screening (where relevant: 
primary tumor type, lesion status, time since initial diagnosis in weeks, stage, time since 
last progression in weeks) will be summarized. Indicators (yes/no) for the following, 
collected at screening, will also be summarized:  measurable disease, non-target lesions, 
and metastatic disease. Past and current medical conditions reported at screening will be 
summarized by cancer-related and non-cancer related categories.  Disease history and 
characteristics, as well as these medical conditions, will be presented in data listings. 

A summary and listing of disease burden at baseline will be provided. Information on 
sites of metastatic disease at screening will be summarized and listed. 

6.7. Prior Anti-cancer Therapy 

Prior anti-cancer therapy will be coded using GSK Drug coding dictionary, then 
summarized by type of therapy and listed. A listing of prior anti-cancer therapy will show 
the relationship between Anatomical Therapeutic Chemical (ATC) Level 1, ingredient, 
and verbatim text; therapies will be classified by type (chemotherapy, immunotherapy, 
hormonal therapy, radiotherapy, and biologic therapy, radioactive therapy, small 
molecule targeted therapy, vaccine).  

A summary of the number of prior anti-cancer therapy regimens/lines by type will also be 
produced. 
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Prior cancer related surgeries will be summarized alongside type, and all prior surgical 
procedures will be and listed. 

6.8. Subsequent Anti-cancer Therapies 

The number and percentage of participants that received chemotherapy, immunotherapy, 
hormonal therapy, biologic therapy, radioactive therapy, small molecule targeted therapy, 
radiotherapy and cancer-specific surgery as post study treatment anti-cancer therapy will 
be summarized. Time from study treatment discontinuation to the first post study 
treatment anti-cancer therapy will also be included in this summary table.  

Follow-up anti-cancer therapy will be coded using GSK Drug coding dictionary, then 
summarized by ingredient. A listing of the type of follow-up anti-cancer therapy received 
(chemotherapy, immunotherapy, hormonal therapy, biologic therapy, radioactive therapy, 
small molecule targeted therapy, radiotherapy and cancer-specific surgery and details of 
the anti-cancer therapy (radiotherapy site, surgical procedure, or drug name for 
chemotherapy, hormonal, immunotherapy, biologic therapy) for each participant will be 
provided. 

6.9. Treatment Compliance and Exposure 

Individual participant summary listings of study treatment exposure and dose 
modifications (e.g., number of dose reductions, dose delays, missed doses, dose 
interruptions and incomplete infusions) for each component will be provided.  

Extent of exposure to GSK3359609, tremelimumab and SOC will be summarized and 
listed, separately. 

The duration of exposure to study treatment in weeks, defined as (treatment stop date – 
treatment start date + 1) divided by 7, will be summarized. Descriptive statistics 
including mean, median, standard deviation, minimum, and maximum will be calculated 
for time on study treatment. Moreover, time on study treatment will be categorized in 
different time period: <9 weeks, 9 – 18 weeks, 18 – 24 weeks, 24 – 48 weeks and >= 48 
weeks.  

The cumulative dose, infusion dose intensity and relative dose intensity (%) will also be 
summarized for each drug component using mean, median, standard deviation, minimum, 
and maximum. The cumulative dose is the sum of the actual dose administered during 
each infusion for a participant throughout the study.  

The dose intensity is calculated by cycles which consist of 3-week periods for 
GSK3359609, Tremelimumab and Docetaxel; and a 1 week period for Paclitaxel and 
Cetuximab. The dose intensity is calculated by cumulative dose divided by expected 
duration of exposure (last infusion date – first infusion date + cycle length in days)/cycle 
length in days). The relative dose intensity (%) is the dose intensity divided by planned 
dose per cycle. 
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Dose delays will be summarised by number of delays and reasons for the delays. Dose 
interruptions will be summarised by number of interruptions, duration of interruptions 
and reason for interruptions. 

All dose interruptions, incomplete infusions, and dose delays will be listed separately. 
Any overdose will also be listed if applicable. 

Dose modifications (dose interruptions and dose delays) and Dose limiting toxicity 
(DLT) will also be summarized and listed according to GSK Core Data Standards.  
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7. PRIMARY ENDPOINT ANALYSES  

The primary endpoint analyses planned for Part 1 of the study can be found in Section 10: 
Safety Analyses. 

The primary endpoint analyses for Part 2 are stated in the section below. 

The primary population of interest for Part 2 will be the Intent-To-Treat (ITT) population 
summarized by randomized treatment arm. This will be the population for figures, 
listings and summaries of OS data. 

7.1. Definition of Endpoints 

Overall Survival (OS) 

The endpoint for primary analyses for Part 2 is Overall Survival (OS), defined as the 
interval of time (in weeks) from randomization to the date of death due to any cause.  
 
In the absence of confirmation of death, survival time will be censored at the last date the 
participant is known to be alive at (i.e. their last known alive date). Often, this will be the 
date of last contact. Participants lacking data beyond the date of randomization will have 
their survival times censored at the date of randomization. When calculating overall 
survival, all deaths following subsequent anti-cancer therapy will be included. 

The distribution of OS for each treatment arm at the time of final analyses will be 
estimated using the Kaplan-Meier method. The median, 25th and 75th percentiles of OS 
will be estimated and corresponding 2-sided 95% confidence intervals will be estimated 
using the Brookmeyer-Crowley method (1982).  The treatment difference in survival will 
be assessed by the stratified log-rank test.  

7.2. Statistical Analyses / Methods 

Overall Survival (OS) 

Details of the planned displays are provided in Appendix 10: List of Data Displays and 
will be based on GSK data standards and statistical principles. 

OS will be summarised using descriptive statistics, graphically presented (where 
appropriate) and listed. 
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phase 2, under the null hypothesis of equality of hazards in phase 3 the one-sided 2.5% 
alpha level logrank test (two-sided 5% test) is statistically significant if  

𝑍𝑝3 < −1.96   𝑜𝑟 𝑒𝑞𝑢𝑖𝑣𝑎𝑙𝑒𝑛𝑡𝑙𝑦,      𝑦 =  log(ℎ𝑟̂𝑝3) <  −1.96 ∗ 𝑠𝑒̂𝑝3
 . 

If −1.96 ∗ 𝑠𝑒̂𝑝32  exceeds the one-sided upper 60% prediction limit (20% two-sided upper 
limit) we are no less than 60% confident in a successful phase 3 result.   The confidence 
level in a successful phase 3 result is one minus the probability of the observed phase 2 
result and an unsuccessful phase 3 result or something more extreme, and is given by 

 

1 − Φ

(

 
 log(ℎ𝑟̂𝑝2) − (−1.96 ∗ 𝑠𝑒̂𝑝3

 )

√sê𝑝2
2 + sê𝑝3

2

)

  

 

Φ

(

 
−  log(ℎ𝑟̂𝑝2) − 1.96 ∗ 𝑠𝑒̂𝑝3

 

√sê𝑝2
2 + sê𝑝3

2

)

  

 

where Φ(𝑡) is the cdf of a standard normal distribution. 
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2 An adequate assessment is defined as an assessment where the investigator assessed response is CR, PR, or SD. 
3 If PD and New anti-cancer therapy occur on the same day, assume the progression was documented first (e.g. 

outcome is progression and the date is the date of the assessment of progression). If anti-cancer therapy is started 
prior to any adequate assessments, censoring date should be the date of first dose. 

8.1.2. Statistical Analyses / Methods 

 Unless otherwise specified, endpoints / variables defined in this section will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed. For ORR, DCR, TTR, and DoR, 2-sided 95% exact confidence limits will be 
provided. 

Details of the planned displays are provided in Section 13.10: List of Data Displays and 
will be based on GSK data standards and statistical principles. 

Overall response rate (ORR)  

The number and percentage of participants BOR will be summarized by cohort for Part 1 
and treatment arm for Part 2. ORR will be reported per both RECIST v1.1 and iRECIST 
as defined in Section 8.1.1. 

Participants with Not Evaluable or missing response will be treated as non-responders; 
i.e. they will be included in the denominator when calculating the percentage. 

ORR and the associated 2-sided 95% exact confidence limits will be provided by 
cohort/treatment arm for each part.  

Disease control rate (DCR)  

The number and percentage of participants BOR will be summarized by cohort for Part 1 
and treatment arm for Part 2. DCR will be reported per both RECIST v1.1 and iRECIST 
as defined in Section 8.1.1. 

Participants with unknown or missing responses will be treated as non-responders, i.e., 
these participants will be included in the denominator when calculating percentages of 
response.  

DCR will be summarized and the associated 2-sided 95% exact confidence limits will be 
provided separately by cohort/treatment arm for each part. 

Progression Free Survival (PFS) 

The distribution of PFS for each treatment arm will be estimated using the Kaplan-Meier 
method. Summaries of the number and percentage of participants experiencing a PFS 
event and the type of event will be provided along with the median, 25th and 75th 
percentiles of PFS will be estimated and corresponding 95% confidence intervals will be 
estimated using the Brookmeyer-Crowley method (1982).  

The date of documented disease progression will be defined as the date of disease 
progression by iRECIST based on eCRF entries. If an assessment occurs over multiple 
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For tmax, median, maximum, minimum, arithmetic mean, 95% confidence interval, and 
standard deviation will be calculated. The first point, last point and number of points used 
in the determination of z will be included on the listing of the derived parameters. 
 
All PK parameters will be reported to at least 3 significant digits, but to no more 
significant digits than the precision of the original data. 

8.2.3. Population of Interest  

All pharmacokinetic analyses will be based on the PK population, unless otherwise 
specified. All summaries, figures and data listings will use cohort/treatment labels 
specified in Section 5.1. 

8.2.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Section 13.10: List of Data Displays and 
will be based on GSK Data Standards and statistical principles. 

The following pharmacokinetic statistical analyses will only be performed, if sufficient 
data is available (i.e. if participants have well defined plasma profiles).  

8.2.4.1. Dose proportionality  

If data permits, dose proportionality will be assessed using power model for: 

• AUC(0- τ), Cmax, and Cmin in Week 1  

• Cmax and Cmin in Week 19 

 
Dose proportionality of GSK3359609 Cmax following single dose administration and 
AUC(0-) and Cmax following repeat dose administration will be evaluated using the 
power model as described below: 
 
log (pharmacokinetic parameter) = a + b * log(dose)  

where a is the intercept and b is the slope. 

Both the intercept and slope will be fitted as fixed effects.  If there is sufficient data, the 
model may also be fit with the intercept and/or slope as random effects depending on the 
ability of the model to converge and on estimation of variance-covariance matrix.  The 
mean slope and corresponding 90% confidence interval will be estimated from the power 
model.   

8.2.4.2. Accumulation 

To assess accumulation, ANOVA with a fixed effect term for day and a random effect 
term for participant will be performed on log-transformed Ctrough for each treatment 
group (dose level) separately.  The observed accumulation ratio (Ro) will be estimated by 
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exponentiating the difference in least squares means (Dose 6 – Dose 1) and the associated 
90% confidence interval. 

8.3. Immunogenicity Analyses 

Immunogenicity/ Anti-drug antibodies (ADA) testing will occur in dosed participants 
then analyzed, summarized descriptively and listed. 

Immunogenicity information will be listed by participant and a summary of the number 
of participants that are negative and positive for the presence of the antibodies will be 
provided at each timepoint and overall for the participant.  Drug tolerance of the assays 
will be taken into account in categorizing results at each timepoint as positive, negative, 
or inconclusive.  A positive result at any timepoint means that the participant’s overall 
category is positive. 

To assess immunogenicity of GSK3359609 and Treme, serum will be tested for the 
presence of anti-GSK3359609 antibodies and anti-Treme antibodies using antibody 
assays. For the binding assay, there will be 3-steps testing schema: screening, 
confirmation and titration steps.  A screening assessment is performed which produces a 
result of positive or negative. For samples with a positive screening result, a confirmatory 
assay is then performed, which also produces a result of positive or negative. If a sample 
has a positive confirmation result, a titer value will also be obtained to quantify the 
degree of binding in the titration assay step. Participants will be viewed as positive for the 
binding assay if the confirmatory assay was positive. 

For the incidence of patients with positive binding antibody, a table will be produced 
summarizing results for the binding antibody assay by dose level and visit. The table will 
include the number and proportion of participants in each result category for each visit 
(including TDV visit). Binding confirmatory assay results will be categorized as 
negative, transient positive (defined as a single positive immunogenic response that does 
not occur at the final/TDV assessment) or persistent positive (defined as a positive 
immunogenic response at least 2 consecutive assessments or a single result at the 
final/TDV assessment).   

A separate table will be produced to summarize the median, min and max titer values 
among all visits by dose level and part.  
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9. EXPLORATORY ENDPOINT ANALYSIS 

9.1. Efficacy Analysis 

The exploratory analyses for Part 1 will be performed for PFS, OS, TTR and DoR.  The 
exploratory analyses for Part 1 will be based on the All Treated population, unless 
otherwise specified. 

Progression Free Survival (PFS) 

For Part 1 participants, PFS duration is defined as the time from the date of first dose to 
first documented evidence of disease progression or death (regardless of cause of death), 
whichever comes first. 

Summaries of the number and percentage of participants experiencing a PFS event and 
the type of event will be provided by cohort along with the median, 25th and 75th 
percentiles of PFS and corresponding 95% confidence intervals will be estimated using 
the Brookmeyer-Crowley method (1982).  
Overall Survival (OS) 

For Part 1, OS is defined as the interval of time (in weeks) from first dose to the date of 
death due to any cause. 

Summaries of the number and percentage of participants experiencing a OS event and the 
type of event will be provided by cohort along with the median, 25th and 75th percentiles 
of OS and corresponding 95% confidence intervals will be estimated using the 
Brookmeyer-Crowley method (1982).  

Time to Response (TTR) and Duration of Response (DoR) 

Summaries of the number and percentage of participants experiencing a response event 
and the type of event will be provided by cohort along with the median, 25th and 75th 
percentiles of response and corresponding 95% confidence intervals will be estimated 
using the Brookmeyer-Crowley method (1982).  

9.2. Pharmacodynamic and Biomarker Analyses 

9.2.1. Endpoint / Variables 

Data obtained from the pharmacodynamic samples will be descriptively and/or 
graphically summarized. These include serum sICOS, plasma cytokines, tumor biopsy 
material and protein expression by IHC. 

9.2.2. Summary Measure 

The results of these biomarker investigations will be reported separately from the main 
clinical study report.  All endpoints of interest from all comparisons will be descriptively 
(absolute value/change from baseline) and/or graphically summarized or as appropriate to 
the data.  
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Exploratory analyses may be performed to examine potential relationships between anti-
cancer activity and changes in markers of target inhibition or tumor biology (e.g., 
biomarkers, relevant transcripts, and/or proteins) or between anti-cancer activity and 
potential markers of sensitivity.  

Additional exploratory analyses may be performed to further characterize the novel 
biomarkers. 

9.2.3. Population of Interest 

The pharmacodynamic analyses will be based on the PD population, unless otherwise 
specified. 

9.3. Pharmacokinetic/Pharmacodynamic Analyses 

If warranted, exploratory PK/Pharmacodynamic analyses will be conducted to inform 
dose selection decisions. 

9.4. Pharmacogenetic Analyses 

Further details on PGx analyses discussed in the protocol may be identified /addressed in 
a separate PGx RAP, if applicable. 

9.5. Patient Reported Outcomes 

Patient reported outcomes will not be analysed as data is not collected for part 1. 
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10. SAFETY ANALYSES 

The safety analyses are the Primary analyses for Part 1 and Secondary for Part 2.  All 
safety analysis will be based on the All Treated population, unless otherwise specified. 

Changes from baseline in all serially collected safety endpoints (laboratory tests, vital 
signs, ECG parameters) will be summarized according to the scheduled, nominal visit at 
which they are collected and across all on treatment time points using a “worst-case” 
analysis. Data for vital signs and electrocardiograms (ECGs) will be summarized based 
on predetermined criteria identified to be of potential clinical concern (PCI). 

10.1. Adverse Events Analyses 

Adverse events analyses including the analysis of adverse events (AEs), Serious (SAEs) 
and other significant AEs will be based on GSK Core Data Standards. The details of the 
planned displays are provided in Section 13.10: List of Data Displays. All summaries 
analyses and listings will present all adverse events. AEs will be coded to the preferred 
term (PT) level using the Medical Dictionary for Regulatory Affairs (MedDRA version 
20.1 or higher) and grouped by system organ class (SOC) and adverse events of special 
interest (AESI) groupings.  AEs will be graded by the investigator according to the NCI-
CTCAE version 5.0 or higher.  Unless otherwise specified AEs will be presented for 
Parts 1 and 2 separately.  

A summary of number and percentage of participants with any adverse events by 
maximum grade will be produced. The maximum grade throughout the duration of event 
rather than the severity grade at onset will be used to determine the severity grade 
recorded by a participant at each level of summarization. AEs will be sorted by System 
Organ Class (SOC) and Preferred term (PT) in descending order of total incidence. The 
summary will use the following algorithms for counting the participants: 

• Preferred term row: Participants experiencing the same AE preferred term several 
times with different grades will only be counted once with the maximum 
grade/intensity. 

• System organ class (SOC) rows: Each participant is counted only once at the 
maximum toxicity grade/intensity at each SOC level per dose level received, 
although they may have several different preferred term events within the same 
SOC.   

• Adverse events of special interest (AESI):  As defined in the protocol.  Each 
participant is counted only once at the maximum toxicity grade/intensity at each dose 
combination received. 

• Any event row: Each participant with at least one adverse event will be counted 
only once at the maximum grade/intensity no matter how many events they have. 

The summary tables will be displayed in descending frequency of total incidence by SOC 
and Preferred Term (PT), and by alphabetic order when PT with equal incidence within 
the SOC. If maximum toxicity grade is missing but the toxicity grade at onset is 
available, then this will be used instead. If both are missing and there are no other events 
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with a toxicity grade for the participant, at each level of summarization, then this event 
will be displayed in an “unknown” row. 

In addition, the number and percentage of participants with AEs (all grades) will be 
summarized and displayed in descending frequency of total incidence by SOC and PT.  

A separate summary will be provided for study treatment related AEs. A study treatment 
related AE is defined as an AE for which the investigator classifies the relationship to any 
of the study treatments as “Yes” or as determined by the study team. A conservative 
(worst-case scenario) approach will be taken to handle missing relatedness data, i.e. the 
summary table will include events with the relationship to study treatment as ‘Yes’ if 
missing. The summary table will be displayed in descending frequency of total incidence 
by SOC and PT. 

Summaries for treatment-related adverse events will be produced and summarized by 
frequency (number and percentage of total participants) and maximum severity (grade), 
by system organ class and preferred term. If listed in the NCI-CTCAE (version 5.0), 
these summaries will be by the maximum grade.  

A summary of the number and percentage of participants and the number of occurrences 
of common non-serious AEs that occurred in strictly 5% of the participants or above will 
be provided (no rounding for the percentage will be used in terms of 5% threshold, e.g., 
event with 4.9% incidence rate should not be included in this table). The summary will be 
displayed by System Organ Class (SOC) and Preferred Term (PT) in descending order of 
total incidence. 

A listing of all AEs will be provided.  

10.2. Adverse Events of Special Interest Analyses 

Current adverse events of special interest (AESIs) include AEs of any grade that may 
have a potential immunologic aetiology. AESIs have been selected based on pre-clinical 
and clinical experience across the ICOS program by the safety review team. AESIs for 
GSK3359609 are pneumonitis, colitis, hepatitis, endocrinopathies, myocarditis, nephritis 
and renal function, skin adverse reactions, and other potentially immune-mediated AEs, 
and infusion-related reactions as specified in Appendix 6 (Section 13.6.3).  

A comprehensive list of MedDRA terms based on clinical review will be used to identify 
each type of event. Changes to the MedDRA dictionary may occur between the start of 
the study and the time of reporting and/or emerging data from on-going studies may 
highlight additional AESIs, therefore the list of terms to be used for each event of interest 
and the specific events of interest will be based on the safety review team agreements in 
place at the time of reporting. The list of identified AESIs along with the MedDRA code 
can be found in Section 13.6.3. Summaries of the number and percentage of participants 
with these events will be summarized by TOI of AESIs, preferred term and maximum 
toxicity grade in one table.  

In addition, AESIs will be listed separately. 



CONFIDENTIAL 
  207871 

43 
 

10.3. Deaths and Serious Adverse Events 

All deaths will be summarized based on the number and percentage of participants. This 
summary will classify participants by time of death relative to the last dose of medication 
(>30 days or 30 days) and by the primary cause of death in the order listed in the CRF. 
A supportive listing will be generated to provide participant-specific details on 
participants who died.  

The incidence of deaths and the primary cause of death will be summarized. 

A summary of the number and percentage of participants and the number of occurrences 
of serious, drug-related serious, fatal serious, and drug-related fatal serious adverse 
events will be created for disclosure requirements to regulatory agencies. 

All SAEs will also be tabulated based on the number and percentage of participants who 
experienced the events. The summary tables will be displayed in descending order of 
total incidence by SOC and PT. 

A study treatment-related SAE is defined as an SAE for which the investigator classifies 
the relationship to study treatment as “Yes”. A worst case scenario approach will be 
taken to handle missing data, i.e. the summary table will include events with the 
relationship to study treatment as ‘Yes’ or missing.  

Study treatment-related SAEs will be summarized by GSK3359609, tremelimumaband 
SOC separately. 

SAEs are included in the listing of all adverse events. Separate supportive listings with 
participant-level details will be generated for: 

• Fatal SAEs  

• Non-Fatal SAEs 
Separate supportive listings with participant-level details will be generated for fatal and 
non-fatal SAEs, respectively. The fatal and non-fatal SAEs will be listed by dose level for 
Part 1 and treatment arm for Part 2, including the relationship with treatment.  

A listing of deaths will be generated to provide participant-specific details on participants 
who died. 

10.4. Adverse Events Leading to Discontinuation of Study 
Treatment and/or Withdrawal from the Study and Other 
Significant Adverse Events 

The following categories of AEs will be summarized separately in descending order of 
total incidence by PT only and separate supportive listings will be generated with 
participant level details for those participants: 

• AEs leading to Discontinuation of Study Treatment  

• AEs leading to Withdrawal from the Study 
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A summary of the number and percentage of participants with adverse events leading to 
permanent discontinuation of study treatment will be displayed by overall frequency.  
 
Similar outputs will be produced for non-serious treatment-related adverse events and 
common (5 or 10%) adverse events as stated below: 
 

• Common (>10%) AEs 
• Common (5%) Grade 3-5 AEs 
• Common (5%) treatment-related Grade 3-5 AEs 
• Non-serious treatment-related AEs 

 

10.5. Pregnancies  

While pregnancy itself is not considered to be an AE or SAE, any pregnancy 
complication or elective termination of a pregnancy for medical reasons will be recorded 
as an AE or SAE as described in the protocol. If participants become pregnant while on 
the study, the information will be included in the narratives and no separate table or 
listing will be produced. 

10.6. Clinical Laboratory Analyses 

Laboratory evaluations including the analyses of Chemistry laboratory tests, Hematology 
laboratory tests, Urinalysis, and liver function tests will be based on GSK Core Data 
Standards. The details of the planned displays are in Section 13.10: List of Data Displays. 

The assessment of laboratory toxicities will examine the laboratory tests listed in 
Appendix 2 in the protocol. 

Laboratory grades will be evaluated using NCI-CTCAE v5.0. However, some tests are 
not graded using NCI-CTCAE. For hematology, Red Blood Cell (RBC) is not gradable 
by NCI-CTCAE v5.0. For clinical chemistry, BUN and creatinine clearance are not 
gradable by NCI-CTCAE v5.0. For sodium, potassium, calcium, glucose, and magnesium 
there will be two bi-directional parameters (hyper and hypo) created and the tests will be 
graded by NCI-CTCAE v5.0 in both directions.  

Summaries of worst-case grade increase from baseline grade will be provided for all the 
lab tests that are gradable by NCI-CTCAE v5.0. These summaries will display the 
number and percentage of participants with a maximum post-baseline grade increasing 
from their baseline grade. Any increase in grade from baseline will be summarized along 
with any increase to a maximum grade of 3 and any increase to a maximum grade of 4. 
Missing baseline grade will be assumed as grade 0. For laboratory tests that are graded 
for both low and high values, summaries will be done separately and labelled by 
direction, e.g., sodium will be summarized as hyponatremia and hypernatremia 
separately.  

For lab tests that are not gradable by NCI-CTCAE v5.0, summaries of worst-case 
changes from baseline with respect to normal range will be generated. Decreases to low, 
changes to normal or no changes from baseline and increases to high will be summarized 
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for the worst-case post-baseline. If a participant has a decrease to low and an increase to 
high during the same time interval, then the participant is counted in both the “Decrease 
to Low” categories and the “Increase to High” categories.   

Separate summary tables for haematology, chemistry and urinalysis tests will be 
produced. Liver function, thyroid function and pancreatic laboratory tests will be 
included with chemistry tests. Cardiac function, coagulation will be included with 
haematology tests. 

Hematology and clinical chemistry data will be summarized using frequencies and 
proportions according to the NCI-CTCAE (version 5.0) [NCI, 2017]. Laboratory test 
results outside the reference ranges that do not have an associated NCI-CTCAE criteria 
will be summarized using proportions. 

Detailed derivation of baseline assessment is specified in Section 5.2. 

Unscheduled data will only be included in “post-baseline” summaries for capturing a 
worst case across all scheduled and unscheduled visits after the first dose of study 
medication. 
 
Unless otherwise specified, the denominator in percentage calculation at each scheduled 
visit will be based on the number of participants with non-missing value at each visit. 

Supporting listing of laboratory data for participants with grade 3 and above will be 
provided. A separate listing of laboratory data with character values will also be 
provided. 

A character lab value starting with ‘<X’ or ‘>X’ will be displayed in listings but will not 
be imputed with a numeric value thus will not be included for summaries.  

10.7. Liver Function Analyses 

Summaries of hepatobiliary laboratory events including possible Hy’s law cases will be 
provided in addition to what has been described above.  

Possible Hy’s law cases are defined as any ALT ≥3×ULN and overall bilirubin ≥2×ULN 
(with direct bilirubin 35% of total bilirubin, if direct bilirubin is measured) OR (ALT 
≥3×ULN and INR >1.5, if INR is measured). Note that INR measurement is not 
required, and the threshold value stated will not apply to participants receiving 
anticoagulants. 

A listing of liver function tests for participants meeting Hy’s law will be generated. A 
listing of participants with liver function test toxicity grade ≥3 will also be provided. 

Summaries of hepatobiliary laboratory events including possible Hy’s law cases will be 
provided in addition to what has been described above.  

Possible Hy’s law cases are defined as all events of ALT ≥3xULN and bilirubin ≥2xULN 
(>35% direct bilirubin) or ALT ≥3xULN and International Normalized Ratio (INR)>1.5, 
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which may indicate severe liver injury.  An e-DISH plot of maximum post baseline total 
bilirubin versus maximum post baseline ALT will be created. 

Liver function test (LFT) patient profiles plots for participants experiencing an ALT, 
AST or total bilirubin of toxicity grade 2 or above will be produced. A trellis display of 
LFT shifts from baseline to maximum values will be provided. Each dose level will be 
presented in a separate row and each liver function test in a separate column. A matrix 
display of maximum post-baseline values of each of the LFT tests will also be produced 
with different symbols for each dose level. 

A summary of the number of participants with on-treatment liver re-challenges, 
adaptations and recovery will be provided. A re-challenge is defined as an ALT 
elevation, followed by interruption of study treatment, and subsequently an ALT value of 
Grade 1 or below on or prior to re-starting study treatment, where the ALT elevation 
means ALT>3xULN and ≤3xULN at baseline. An adaptation is defined as an ALT 
elevation followed by an ALT assessment returning to baseline grade or below without 
any interruption to study treatment between the ALT elevation and normalization. A 
recovery is defined as an ALT elevation followed by an ALT Grade 1 or below for 2 
consecutive visits or Grade 1 or below for one visit if participant discontinued study 
treatment and there is no data available. 

10.8. Other Safety Analyses 

The analyses of non-laboratory safety test results including ECGs and vital signs will be 
based on GSK Core Data Standards, unless otherwise specified. LVEF and Performance 
status will be summarized and listed based on GSK Oncology Data Standard. The details 
of the planned displays are presented in Section 13.10: List of Data Displays. 

Unless otherwise specified, the denominator in percentage calculation at each scheduled 
visit will be based on the number of participants with non-missing value at each 
particular visit. 

10.8.1. Vital Signs 

Values of vital signs (Systolic and diastolic blood pressure (BP), heart rate, temperature 
and weight) as well as the change from baseline will be summarized by scheduled visit 
using mean, median, standard deviation, minimum and maximum.  

In addition, vital signs values will be categorized (inclusively) as follows: 

• Systolic BP (mmHg): Grade 0 (<120), Grade 1 (120-139), Grade 2 (140-159) and 
Grade 3 (≥160) 

• Diastolic BP (mmHg): Grade 0 (<80), Grade 1 (80-89), Grade 2 (90-99), and Grade 
3 (≥100) 

• Heart rate (beats/min): <60, 60-100, and >100 

• Temperature (°C): ≤35, >35-<38, ≥38 
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Summaries of increase in systolic and diastolic blood pressure from the baseline with 
respect to the categories defined above will be performed. These summaries will display 
the number and percentage of participants with increase to grade 2 and increase to grade 
3 in the worst case post-baseline.  

10.8.2. Performance Status 

ECOG performance status will be summarized at baseline and each post-baseline 
scheduled visit. Summaries will use frequency and percentage of participants at each 
planned assessment time. A summary of change from baseline by scheduled visits will be 
performed, as well as the worst case post-baseline and the best case post-baseline changes 
during the study (improved, no change, deteriorated).  

A supporting listing will also be provided.  

10.8.3. ECG 

ECG is only standardly collected at the screening visit (within 30 days prior to first dose 
of study treatment) and Day 1, then is only required during the treatment phase if 
clinically indicated. The ECG findings will therefore only be summarized using mean, 
median, standard deviation, minimum and maximum at the screening and baseline (day 
1) visits. No post-baseline and change from baseline summaries will be provided but all 
values collected will be listed. 

10.8.4. LVEF 

ECHO/MUGA is only standardly collected at the screening visit (within 30 days prior to 
first dose of study treatment) and is only required during the treatment phase if clinically 
indicated. The LVEF (%) will therefore only be summarized using mean, median, 
standard deviation, minimum and maximum at the screening visit. No post-baseline and 
change from baseline summaries will be provided but all values collected will be listed. 
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11. ADDITIONAL ANALYSES DUE TO THE COVID-19 
PANDEMIC 

Listings will be produced to summarize the COVID-19 pandemic study/visit impact and 
any assessment and diagnosis information. 

Visits and assessments missed due to the COVID-19 pandemic, together with visits 
conducted remotely, will be listed by participant. 

A participant is defined as having a suspected, probable or confirmed COVID-19 
infection during the study if the answer is “Confirmed”, “Probable” or “Suspected” to the 
case diagnosis question from the COVID-19 coronavirus infection assessment eCRF. 

A listing of participants with a suspected, probable or confirmed COVID-19 infection, 
and of COVID-19 test results will be based on GSK Core Data Standards. 

In addition to the overall summary of important protocol deviations, a listing of protocol 
deviations related to COVID-19 will also be produced.  

 

 

 



CONFIDENTIAL 
  207871 

49 
 

12. REFERENCES 

Brookmeyer R, Crowley J. A confidence interval for the median survival time. 
Biometrics. 1982 Mar 1:29-41.   

Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R, et al. New 
response evaluation criteria in solid tumours: revised RECIST guidelines (version 1.1). 
Eur J Cancer. 2009; 45:228-47. 

Kenward, M. and Roger, J. (1997). Small Sample Inference for Fixed Effects from 
Restricted Maximum Likelihood. Biometrics 53, 983-997.  

NCI. National Cancer Institute Common Terminology Criteria for Adverse Events v5.0. 
NCI, NIH, DHHS. November 27, 2017. 

Neuenschwander B, Branson M, Gsponer T. Critical aspects of the Bayesian approach to 
phase I cancer trials. Statistics Med. 2008;27:2420-2439. 

Neuenschwander B, Matano A, Tang Z, Roychoudhury S, Wandel S. A Bayesian 
Industry Approach to Phase I Combination Trials in Oncology. Chapter 6 “Statistical 
Methods in Drug Combination Trials”. Chapman & Hall/CRC. 2014. 

Protocol Amendment 01 (2018N362439_01): A Phase I/II, Open-label, Two Part Study 
of GSK3359609 in Combination with Tremelimumab in Participants with Selected, 
Advanced Solid Tumors, 20 September 2018 

Seymour L, Bogaerts J, Perrone A, Ford R, Schwartz LH, Mandrekar S, et al. iRECIST: 
guidelines for response criteria for use in trials testing immunotherapeutics. Lancet Oncol 
2017; 18: e143-52. 

 

 



CONFIDENTIAL 
  207871 

50 
 

13. APPENDICES 

13.1. Appendix 1: Protocol Deviation Management and Definitions 
for Per Protocol Population 

There is no planned per protocol analysis for this study. 
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13.2. Appendix 2: Schedule of Activities 

See Section 1.3 of the protocol. 
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13.3. Appendix 3: Assessment Windows 

13.3.1. Definitions of Assessment Windows for Analyses 

Not applicable. 
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13.4.2. Treatment Emergent Flag for Adverse Events 

Not applicable. 
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Duration and Elapsed Time 

• Durations (e.g., the duration of an adverse event, duration of exposure, etc.) are calculated as the 
stop date minus the start date plus one. 

• For elapsed time (e.g., the time since initial diagnosis): 
o If the reference date is on or after the event date, then the elapsed time is the reference date 

minus the event date + 1 
o If the reference date is before the event date, then the elapsed time is the reference date minus 

the event date 

• For time to event (TTE) durations such as PFS  
o To report in months, divide the number of days by 30.4375 
o To report in weeks, divide the number of days by 7 
o To report in years, divide the number of days by 365.25.  
These algorithms for time to event return decimal numbers and ignore the actual numbers of days in 
the months or years between start date and stop date. The “year” used in these algorithms is 365.25 
days long, and the “month” is one twelfth of that year. 

• For converting all other durations (e.g., duration of adverse events, duration of exposure, age) to 
weeks, months or years use the following: 
o To report the duration in weeks divide the number of days by 7 
o To report the duration in months use: (YEAR(stopdate + 1) – YEAR(startdate)) * 12 + 

(MONTH(stopdate + 1) – month(startdate) – 1) + (DAY(stopdate + 1) > = DAY(startdate)) 
o To report the duration in years use:intck(‘year’, startdate, stopdate + 1) – (month(stopdate + 1) < 

month(startdate) or (month(stopdate + 1) = month(startdate) and day(stopdate + 1) < 
day(startdate))) 

These algorithms return whole numbers for months and years, accurately accounting for the actual 
numbers of days in the months or years between the start date and the stop date. 
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13.9.2. Trademarks 

Trademarks of the GlaxoSmithKline 
Group of Companies 

 Trademarks not owned by the 
GlaxoSmithKline Group of Companies 

None  SAS 
  WinNonlin 
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13.11. Appendix 11: Example Mock Shells for Data Displays 

Data Display Specification will be made available on request 
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