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Cancer-Symptom Assessment Questionnaire; ORR=objective response rate; OS=overall survival; PD-
(L)1=programmed cell death protein 1/(programmed death-ligand 1); PFS=progression-free survival; 

 PK=pharmacokinetics; 
PR=partial response; PRO=patient-reported outcome; PRO-CTCAE=Patient-reported Outcomes Version of the 
Common Term Criteria for Adverse Events; RECIST=Response Evaluation Criteria in Solid Tumors; SAE=serious 
adverse event; TEAE=treatment-emergent adverse events; TIM-3=T-cell immunoglobulin and mucin-domain 
containing-3; TTD=time to deterioration 

1.1.2. Estimands 

Objective 
Estimand 
Category 

Estimand 

Variable/Endpoint 
Population 
of interest 

Intercurrent 
Event Strategy 

Population 
Level 
Summary 
Measure 

Primary 
Objective 1: To 
evaluate the 
efficacy of 
cobolimab + 
dostarlimab + 
docetaxel 
relative to 
docetaxel 
alone in 
participants 
with advanced 
NSCLC who 
have 
progressed on 
prior anti-PD-
(L)1 therapy 
and 
chemotherapy 

Primary OS ITT Follow up anti-
cancer therapy: 
treatment policy 
Treatment 
discontinuation: 
treatment policy 

Kaplan-Meier 
estimates 
and Hazard 
ratio for 
cobolimab + 
dostarlimab + 
docetaxel vs. 
docetaxel 
alone 

Supplementary 
1 

Follow up anti-

cancer therapy: 

hypothetical 

Treatment 

discontinuation: 

treatment policy 

Primary 
Objective 2: To 
evaluate the 
efficacy of 
dostarlimab + 
docetaxel 
relative to 
docetaxel 
alone in 
participants 
with advanced 
NSCLC who 
have 
progressed on 
prior anti-PD-
(L)1 therapy 
and 
chemotherapy 

Primary OS ITT Follow up anti-
cancer therapy: 
treatment policy 
Treatment 
discontinuation: 
treatment policy 

Kaplan-Meier 
estimates 
and Hazard 
ratio for 
dostarlimab + 
docetaxel vs. 
docetaxel 
alone 

Supplementary 
1 

Follow up anti-
cancer therapy: 
hypothetical 

Treatment 

discontinuation: 

treatment policy 

Abbreviations: NSCLC=non-small cell lung cancer; OS = overall survival; PD-(L)1 = programmed cell death protein 1/ 
(programmed death-ligand 1); ITT = Intent-to-treat 
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Unless otherwise specified, continuous data will be summarized using descriptive 
statistics: n, mean, standard deviation (sd), median, minimum, maximum and first and 
third quartiles (Q1, Q3). Categorical data will be summarized as the number and 
percentage of participants in each category. Missing observations will be included in the 
denominator unless otherwise specified. 

For by-visit outputs, the percentages will be based on the number of participants who are 
still in the study at that visit and have consented to it (some participants may opt out of 
safety follow-up visits but remain in the study for survival follow-up contact only). 

For each statistical comparison between study treatments (e.g., OS for Arm A vs. Arm C, 
Arm B vs. Arm C), only data for these arms will be included in the corresponding model. 

Further details including data display handling standards and handling conventions, 
reporting standards, rules for deriving data will be described in the OPS. 

In this multicenter study, enrolment will be presented by country and site. 

Data from all participating centers will be pooled and no controlling for center-effect will 
be considered in the statistical analyses. Participants are expected to be spread thinly 
across sites, so that summaries of data by center are not likely to be informative and will 
not be provided. 

4.1.2. Stratified Analyses and Reporting of Stratification Factors 

For all stratified analyses and reporting of stratification factors, the RTSM strata levels 
will be used unless other specified. Participants randomized effective protocol 
amendment 3 were randomized according to 3 stratification factors, prior lines of therapy 
(1 prior line vs 2 prior lines), PD-L1 status (TPS ≥50% vs TPS <50%), and histology 
(squamous vs nonsquamous). 

For participants enrolled prior to protocol amendment 3, who were randomized according 
to 2 stratification factors, prior lines of therapy (IO followed by chemo vs chemo 
followed by IO vs chemo + IO) and histology (squamous vs non-squamous), the RTSM 
strata levels will be used for prior lines of therapy and histology, while PD-L1 status will 
be obtained from the eCRF, if available. For prior lines of therapy, IO followed by chemo 
and chemo followed by IO constitutes 2 lines of therapy and IO + chemo constitutes 1 
line of therapy. 

4.1.3. Baseline Definitions 

For all endpoints unless otherwise specified, the baseline value will be the latest pre-dose 
assessment with a non-missing value, including those from unscheduled visits. If time 
(pre-dose/post-dose information) is not collected, Day 1 assessments are assumed to be 
taken prior to first dose and used as baseline. 

Unless otherwise stated, if baseline data is missing no imputation will be performed and 
baseline will be set to missing. 
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4.6. Other Analyses 
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for each combination arm vs docetaxel comparison, a total of approximately 348 OS 
events between 1 combination arm and the docetaxel arm will provide at least 90% power 
to detect a statistically significant treatment benefit at an overall 1-sided, 0.0249 
significance level adjusted for multiple comparisons using the Hochberg procedure (at 
the final analysis) as described in Section 2.1. Assuming a 77% OS event maturity rate, 
750 patients (300:300:150 in Arm A:Arm B:Arm C) will need to be randomized. 

The final analysis will be performed when a total of approximately 348 OS events are 
reached for each combination arm and the docetaxel arm. 

An external unblinded statistician will monitor the number of events to determine the 
timing of the final analysis. 

The sample size calculations were performed using Cytel East 6.4. 

6. SUPPORTING DOCUMENTATION 

6.1. Appendix 1 Study Population Analyses 

6.1.1. Overview of Planned Study Population Analyses 

The study population analyses will be based on the Intent-to-Treat population, unless 
otherwise specified (i.e., screening status will be based on the screened population, 
exposure will be based on the safety population).  

Demographic and baseline characteristics summaries will be presented overall and by 
phase of enrolment (Phase 2 vs Phase 3).  

Study population analyses including analyses of participant’s disposition, protocol 
deviations, demographic and baseline characteristics, prior and concomitant medications, 
and exposure will be based on GSK Core Data Standards.  Details of the planned displays 
are presented in the OPS. 

6.1.2. Participant Disposition 

The following participant disposition summaries will be summarized by treatment arm 
and overall: 

• Screening status (participants screened, participants entered the study, screen failures 
and reasons for failure, based on the Screened population) 

• Participant status (ongoing on-study treatment, ongoing in follow-up, completed the 
study [died, study is closed/terminated], withdrawn from study and reason for study 
withdrawal) 

• Treatment status (ongoing, discontinued and reason for discontinuation overall and 
for each drug) 
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• Number and percentage of screened participants belonging to each analysis 
population (e.g., ITT, safety, per-protocol etc.) displayed by randomized treatment. 
The number of participants randomized but not treated (i.e., who are part of the ITT 
set but not part of the safety set) can be derived from that summary. Non randomized 
participants are displayed in a no treatment column. 

• Participant status (randomized, completed, withdrawn, ongoing) presented overall 
and by phase of enrolment (Phase 2 vs Phase 3).  

• Participants in the enrolled population will be summarized by country and site ID. 

• Summary of randomization strata by RTSM and eCRF as well as a comparison 
between sources. See Section 4.1.2 for further details on the strata reporting. 

Study withdrawal, treatment discontinuation, inclusion/exclusion criteria deviations, 
exclusions from study populations and reasons for screening failures will be listed.   

6.1.3. Protocol Deviations 

Protocol deviations will be tracked by the study team throughout the conduct of the 
study. 

• Data will be reviewed prior to freezing the database to ensure all important 
deviations and deviations which may lead to exclusion from the analysis populations 
are captured and categorized on the protocol deviations dataset.  

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

Important protocol deviations (including deviations related to study inclusion/exclusion 
criteria, conduct of the trial, patient management or patient assessment) will be 
summarized by treatment arm and overall and listed.  

6.1.4. Demographic and Baseline Characteristics 

6.1.4.1. Demographic characteristics and Smoking Status 

Demographic characteristics and smoking status are collected in the Demographics eCRF 
page. ECOG performance status at Screening is collected in the ECOG Performance 
Status page. Height and weight are captured on the Vital Signs Screening page.  Body 
surface area (BSA) will be derived based on height and weight at screening using the 
Mosteller formula (see Section 6.3.2). 

Demographic characteristics and smoking status will be summarized by treatment arm 
and overall and include the following categories:  

• Sex: Male, Female 

• Age (years): summary statistics 

• Age Group (years): < 18, 18-64, 65-75, ≥75 
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• Ethnicity: Hispanic or Latino, not Hispanic or Latino, not reported, unknown 

• Race: American Indian or Alaska Native, Asian, Black or African American, Native 
Hawaiian or other Pacific Islander, White, Mixed Race, not reported, unknown. 

• Race Detail: American Indian or Alaska Native, Asian – Central/South Asian 
heritage, Asian – East Asian heritage, Asian – Japanese heritage, Asian – South East 
Asian heritage, Black or African American, Native Hawaiian or other Pacific 
Islander, White – Arabic/North African heritage, White – White/Caucasian/European 
heritage, mixed Asian race, mixed White race, multiple, not reported, unknown 

• Smoking Status: never, current, former 

• Height (cm): summary statistics 

• Weight (kg): summary statistics 

• BMI (kg/m2): summary statistics (=weight (kg) / [height (m)]2) 

• BSA (m2): summary statistics 

• ECOG performance status at Screening: 0, 1 

If the summary of demographics meets the criteria for de-identification, as described in 
the relevant procedural document, a de-identified version should be produced.  

Age ranges (Adult [18-64 years], >=65-84 years, >=85 years) will also be displayed by 
the enrolled population. Demography characteristics will also be listed. 

6.1.4.2. Disease Characteristics 

Disease characteristics are collected in the Advanced/Metastatic NSCLC History eCRF 
page. PD-L1 status is collected in the PD-L1 eCRF page. Histology and PD-L1 TPS are 
also captured in the RTSM system. 

Disease characteristics will be summarized by treatment arm and overall and include the 
following categories:  

• Primary tumor type: Adenocarcinoma, Squamous cell carcinoma, Large cell 
carcinoma 

• Time from initial diagnosis to randomization (days): summary statistics 

• Time from diagnosis of advanced/metastatic disease to randomization (days): 
summary statistics 

• Histology (eCRF): Squamous, Nonsquamous 

• Histology (RTSM): Squamous, Nonsquamous 

• PD-L1 TPS: ≥50%, < 50% - per RTSM for participants after protocol amendment 3, 
per eCRF for participants prior to protocol amendment 3 

• PD-L1 Status (according to the eCRF): TPS ≥50%, TPS < 50% 

• PD-L1 Status (according to the eCRF): TPS ≥1%, TPS <1% 
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• Stage at initial diagnosis: as captured in eCRF advanced/metastatic NSCLC history 
page 

• Stage at Screening: as captured in eCRF advanced/metastatic NSCLC history page 

• Metastatic disease site and number of metastatic sites: as captured in eCRF 
advanced/metastatic NSCLC history page. Where pre-specified sites are similar, 
these will be grouped and only counted once in the number of metastatic sites. 

6.1.5. Medical Conditions 

Medical conditions at screening are collected in the Medical History eCRF page. A 
summary of the number and percentage of subjects who report medical conditions at 
screening will be displayed by classification (system organ class), treatment arm and 
overall. 

6.1.6. Prior Anti-Cancer Therapy for Advanced/Metastatic Lung Cancer 

Prior anti-cancer therapy is collected in the Prior Anti-Cancer Therapy for Lung Cancer, 
Prior Surgery for Primary Lung Cancer and Prior Radiotherapy eCRF pages. The 
number of prior lines of therapy (1 prior line vs 2 prior lines) is also captured in the 
RTSM system. 

Prior anti-cancer therapy for lung cancer in the advanced/metastatic setting will be 
summarized by treatment arm and overall and will include the following categories:  

• Number of participants with at least one prior anti-cancer drug therapy for lung 
cancer (eCRF data) by number of prior lines (0-5). Additional rows for >0 and >2 
lines of therapy will be included.  Two lines of therapy will be categorized into the 
order and combination of IO [anti-PD-(L)1)] and platinum chemotherapy received.  

• Number of participants with at least one prior anti-cancer drug therapy for lung 
cancer in the advanced/metastatic setting (RTSM data):  
o 1 prior line of therapy – IO + chemo 
o 2 prior lines of therapy – IO followed by chemo, chemo followed by IO 

• Time from end of last anticancer therapy to randomization (days): summary statistics 

• Number of participants with any prior anti-cancer therapy for lung cancer by type of 
therapy category 

The number of participants with prior surgery and the number of participants with prior 
radiotherapy for participants with at least one therapy in the advanced/metastatic setting 
will also be included. 

The best response to the most recent prior anti-cancer drug therapy in the 
advanced/metastatic setting will also be summarized. 



CONFIDENTIAL 
213410 

SAP Amendment 3 

Page 59 of 78 

6.1.7. Prior and Concomitant Medications 

Prior and concomitant medications are collected in the Prior and Concomitant 
Medication/Therapy eCRF page. 

Prior and concomitant medications will be coded using the current version of the World 
Health Organization (WHO) Drug dictionary (latest version available at time of 
reporting). Concomitant medications are medications, other than study treatment, that 
started on or after the first dose of study treatment and prior to the end of the on-
treatment period (defined in Section 6.3.6). Prior medications are medications, other 
than study treatment, that started and stopped prior to the first dose of study treatment. 
Prior and Concomitant medications are medications, other than study treatment, that 
started prior to the first dose of study treatment and stopped on or after the first dose of 
study treatment. 

Prior and concomitant medications will be summarized by treatment arm and overall with 
separate displays for prior, concomitant and prior and concomitant medications. The 
summary will be presented by Anatomical Therapeutic Chemical (ATC) Class (the 
lowest level of ATC term available from WHO Drug Dictionary) and ingredient. 
Participants with more than 1 medication in a given ATC and ingredient category will 
only be counted once in that category. 

Prior and concomitant medications will be listed with whether the medication is prior and 
ongoing included. 

6.1.8. Follow Up Anti-Cancer Therapy 

Follow up anti-cancer therapy is collected in the Follow Up Anti-Cancer Therapy eCRF 
page.  

The number and percentage of participants initiating follow up anti-cancer therapy will 
be summarized by treatment arm and overall. The summary will include the type of anti-
cancer therapy as collected in the eCRF and the time from study treatment 
discontinuation to start of anti-cancer therapy.  To derive the time to subsequent anti-
cancer therapy, any partial dates will be imputed using the rules outlined in Section 
6.3.7.3. 

6.1.9. Additional Analyses Due to the COVID-19 Pandemic 

To address the impact of the COVID-19 pandemic on trial results, the following outputs 
will be generated: 

• Summary of COVID-19 assessments for participants with suspected, probable or 
confirmed COVID-19 case diagnosis. 

• Summary of exposure adjusted incidence rates of TEAEs, any treatment-emergent 
SAEs and Any Grade ≥ 3 TEAEs over time  

• Summary of exposure adjusted incidence rates of common (>= 5%) TEAEs 
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For the exposure adjusted incidence rate displays, event rates are reported by calendar 
time, in pre-defined time blocks that are defined in Table 10.  

Pandemic measures began in different countries at different times. A dataset containing 
the date when pandemic measures began, as determined by the GSK country Issue 
Management Teams (IMT), will be used to determine the start date of pandemic 
measures within each country. A copy of this dataset will be taken at the time of database 
lock (DBL). The alert levels are escalated and de-escalated over time and the scale used 
for the recording of alerts is standardized: green (low impact), yellow (low to moderate 
impact), orange (moderate to high impact), red (high impact), and black (high impact 
with severe disruption). Date of when pandemic measures began was defined based on 
the IMT alert levels and used in analyses. 

Adverse events will be summarized according to whether the onset date was before, 
during or after the start of the COVID-19 pandemic measures.  

The initial start date is being defined as when the COVID-19 IMT alerts for each country 
were all initially activated with an alert level of Yellow or above. The end date is defined 
as when the alert level was de-escalated to green for each country. Where an end date is 
not provided for a country, the date when the WHO emergency committee de-escalated 
COVID-19 worldwide will be used. On 5 May 2023, the Director-General accepted the 
recommendation by the WHO Emergency Committee on COVID-19 that the disease no 
longer fits the definition of a public health emergency of international concern [World 
Health Organization, 2024]. 

Table 10 Definition of when COVID-19 Pandemic Measures Began 

Pandemic Measures Phase Definition 

Pre  AE onset date < pandemic measures start date 

During Pandemic measures start date ≤ AE onset date < 
pandemic measures end date 

Post AE onset date ≥ pandemic measures end date 

Exposure adjusted incidence rate (rate/100 PY) = (number of participants with 
occurrence of a specific treatment-emergent adverse event /total exposure duration in 
years across all participants at risk at the start of the given time interval)*100.  Exposure 
duration is defined as: 

• (date of last dose of any study treatment component1 – date of first dose of study 
treatment2 + 1)/365.25 for participants who DO NOT experience the event 

• (start date of TEAE – date of first dose of study treatment2 + 1)/365.25 for 
participants that DO experience the event 

1 or end date of time block, whichever occurs sooner. 

2 or start date of time block, whichever occurs later. 

For recurring common TEAEs events, the first occurrence of an event (by MedDRA 
preferred term) will be reported, with the appropriate corresponding exposure years. 
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Table 11 Mapping of Tumor Assessment to Scheduled Visit 

Assessment 
Schedule 

Scheduled visit – 1 
week (7 days) 

Scheduled visit 
(weeks from 
randomization) 

Scheduled visit + 1 
week (7 days) 

Midpoint (floor for 
non-integers) 

Q6W 5 6 7 9 

11 12 13 15 

17 18 19 22  

Q9W 26 27 28 31 

35 36 37 40 

44 45 46 49 

53 54 55 60 

Q12W 65 66 67 72 

77 78 79 84 

89 90 91 96 

101 102 103 108 

Any event occurring after LATA + T2, is considered to have occurred after 2 consecutive 
missed assessments, where T2 is defined as follows: 

• If LATA prior to event is within 9 weeks, T2 = 42*2 + 7*2 = 98 days  

• If LATA prior to event is after 9 weeks but within 15 weeks, T2 = 42+63+7*2 = 119 
days 

• If LATA prior to event is after 15 weeks but within 40 weeks, T2 = 63*2+7*2 = 140 
days 

• If LATA prior to event is after 40 weeks but within 49 weeks, T2 = 63+84+7*2 = 
161 days 

• If LATA prior to event is after 49 weeks, T2 = 84*2 + 7*2 = 182 days 

6.3.3.4. Extended Time Without Adequate Assessment for PRO Endpoints 

EORTC-QLQ-LC13 and EORTC-QLQ-C30 are collected on C1D1, every 3 weeks until 
C6, every 9 weeks until C18, and every 12 weeks thereafter. For participants who 
discontinue treatment, assessments are collected at the EOT visit, at the 30 (±7)-day 
Safety Follow-Up Visit and 90 (±14) days after the last dose. For participants who agree 
to modified follow up, the last assessments will be collected at the EOT Visit. 

If deterioration follows 2 missed consecutive visits, then TTD is censored at the time of 
the last PRO assessment. The definition of 2 missed consecutive visits varies according to 
the PRO schedule and is defined by matching the last PRO assessment prior to an event 
(deterioration), similar to the methodology for PFS described above.  
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