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1. INTRODUCTION 

The purpose of this reporting and analysis plan (RAP) is to describe the analyses to be 
included in the Clinical Study Report for Protocol 205207.  

All data displays (Tables, Figures & Listings) will use the term “Subject” which reflects 
CDISC and GSK Data Display Standards terminology. 

Revision Chronology: 

2016N273410_00 11-MAY-2017 Original 

2016N273410_01 26-SEP-2018 Amendment 01 

 

The protocol had been amended to address feedback from 
regulatory agencies. The lowest dose level (1.92 mg/kg) in 
dose escalation phase is removed. To accommodate these 
changes, the statistical model in dose escalation is revised 
from Bayesian Logistic Regression Model to modified mTPI 
and the overall sample size and related analytical methods 
have been changed. Part 2 stopping criteria has been added 
for continuous safety monitoring.  

2016N273410_02 26-FEB-2020 Amendment 02 

 

The protocol had been amended to address feedback from 
regulatory agencies, inclusions of items noted in protocol 
clarification letters, revisions due to discrepancies, revision of 
study drug related language and other clarifications. DLT 
evaluable population is included to analysis population to 
further define Part 1 population.  

TMF-12902367 27-AUG-2021 Amendment 03 

 

The protocol had been amended to update pembrolizumab 
safety, ECI-overdose language, and standard text based on 
latest IB update for pembrolizumab (2021) and belantamab 
mafodotin (2021). Addition of the primary analysis at 
approximately 15 months follow-up from LSLV. Update on 
planned derived PK parameters and PK/PD analyses, update 
to data monitoring language, medical monitoring information, 
and SAE reporting. 

TMF-14344600 21-FEB-2022 Amendment 04 

 

The protocol has been amended to provide updates including 
the addition of the end of study definition Section and 
continued access to study intervention after the end of the 
study Section (Post Analysis Continued Treatment [PACT]). 
Additional contents for risk assessment and mitigation 
strategy and updated PK and PD Section. 
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3. PLANNED ANALYSES 

3.1. Interim Analyses 

3.1.1. Part 1: Dose Escalation Phase 

During dose escalation, no formal interim analysis will be performed. Data will be 
reviewed through data visualization tool to inform dose escalation decisions. The mTPI 
(modified Toxicity Probability Interval) design will be utilized to guide dose 
escalation/de-escalation decisions which is described in Section 3.1.1.1. 

After the last cohort of patients in Part 1 complete the DLT observation period (21 days), 
a formal interim analysis will be performed to support the RP2D decision, except for 
scenarios where RP2D is clearly defined by the toxicity profile. Data considered to 
support RP2D decision will include but not limited to safety, available PK profile and 
observed signs of clinical activity. Details of the planned displays for RP2D are provided 
in a separate RAP. 

3.1.1.1. Description of the Modified Toxicity Probability Interval 

The mTPI design assumes the true underlying toxicity rate for maximum tolerated dose 
(MTD) of belantamab mafodotin falls within the range from 25% to 35% and centered at 
30%.  The monitoring rules for guiding dose escalations are provided in Table 1.  
Columns provide the numbers of subjects treated at the current dose level, and rows 
provide the corresponding numbers of subjects experiencing toxicity.  The entries of the 
table are dose-finding decisions (i.e., E, S, and D) representing escalating the dose, 
staying at the same dose, and de-escalating the dose.  In addition, decision U means that 
the current dose level is unacceptable because of high toxicity; the current dose level and 
any higher dose level should be excluded from the trial.  For example, when one of three 
subject’s experiences toxicity, the decision can be located at row 1 and column 3, which 
is S – to stay at the current dose level.  Consequently, the next cohort of subjects will be 
treated at the same dose level currently being used.  If 0 of 3 subjects experiences 
toxicity, the decision is at row 0 and column 3, which is E – to escalate.  Thus, the next 
cohort of subjects will be treated at the next-higher dose level.  If three of three subjects 
experiences toxicity, the decision is DU – to de-escalate to the next-lower dose level, and 
exclude the current dose and any higher dose from the trial, because the high toxicity 
level is unacceptable. In dose escalation (E)/de-escalation (D), no dose skipping is 
allowed. 
Table 1 Dose-Escalation Monitoring Rules for Part 1 Using the mTPI Method 

N
um

be
r o

f T
D

LT
s 

Number of Patients treated at current dose  
1 2 3 4 5 6 

0 E E E E E E 
1 D S S S S E 
2 

 
DU D S S S 

3 
  

DU DU D S 
4 

   
DU DU DU 

5 
    

DU DU 
6 

     
DU 
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The Table was generated based on a beta/binomial model and precalculated before trial initiation.  
The letters in different colors are computed based on the decision rules under the mTPI method 
and represent different dose-finding actions.  In addition to actions de-escalate the dose (D), stay 
at the same dose (S), and escalate the dose (E), the Table includes action unacceptable toxicity 
(DU), which is defined as the execution of the dose-exclusion rule in mTPI.  Excerpted from Ji et 
al [Ji, 2010] 

3.1.1.2. Displays To Be Created For Dose Escalation Review By Request 

Review of preliminary data will be performed after completion of each dosing cohort in 
Part 1. Preliminary safety and study population data may include, if requested, a 
demographic characteristics summary, exposure of study drugs summary, adverse event 
(AE) summary by systems organ class (SOC) and preferred term (PT) and maximum 
grade, AE related to study treatment summary by maximum grade, AEs leading to dose 
modification by PT summary, serious adverse events (SAE) summary by SOC and PT, 
and listing of laboratory assessments with NCI-CTCAE Grade 3 and 4. Spreadsheets 
containing study data will be supplied by the study data manager. 

Dose escalation/de-escalation decisions will take into account all available 
safety and tolerability data. The decisions will be informed by the mTPI approach and 
will occur following review of these data and joint discussion by the GSK Study Team 
and investigators. The details of the planned displays, if requested, are provided in 
Appendix 11: List of Data Displays. 

3.1.2. Part 2 Dose Expansion Phase 

Continuous safety monitoring will be conducted for the expansion cohort starting from 
when 5 subjects are dosed. The observed number of treatment-related Grade 4 or higher 
AEs will be compared against the safety stopping rule in Table 2 . Enrollment may stop if 
the safety stopping rule is met based on totality of safety data. For example, if there are 3 
events out of 5 dosed subjects, enrollment may stop after review of all safety data; if 
there is 2 or fewer events out of 5 dosed subjects, enrollment will continue. Operating 
characteristics for the safety stopping rule are provided in Figure 1. The iSRC will review 
and may implement Part 2 safety stopping rules, if pre-specified criteria are met. Details 
of the planned analyses for the iSRC data review meetings, including subject 
demographic, subject disposition, AE and SAE data, are documented in a separate RAP. 

Table 2 Safety Stopping Rules for the Expansion Cohort 

Number of dosed subjects Stop if treatment related Grade 4 or higher 
AEs larger or equal to this this number 

5 3 

6-10 4 

11-14 5 

15-19 6 

20-25 7 

26-28 8 
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Figure 1 Operating Characteristics of Safety Stopping Rule for Expansion 
Cohort 

 

Interim analyses for ORR will start when at least 10 subjects are evaluable as defined in 
Section 4. Subjects who initially received RP2D in Part 1 may also be included. The 
observed number of subjects with unconfirmed response of PR or better will be compared 
with the stopping boundary in Table 3. Enrolment may stop if the stopping rule is met. 
Final decision will be based on the totality of data. For example, if there are 2 
unconfirmed responses out of 10 evaluable subjects, enrolment may stop after review of 
all available data; if there are 3 or more unconfirmed responses out of 10 evaluable 
subjects, enrolment will continue. More details of the operating characteristics for futility 
analysis are provided in Section 3.1.2.1. 

3.1.2.1. Operating Characteristics of the Stopping Rules for Futility 

The futility stopping rule in Table 3 is based on the methodology of Lee et al. [Lee, 
2008]. The optimal design has a maximum sample size of 28 and a type I error rate of 
0.10 and power of 80.6%. The expansion cohort may be stopped early for futility if the 
predicted probability of success is less than 1.5%. Under the null hypothesis, if the true 
ORR is 40%, the expected sample size of the design is 20 subjects and probability of 
early termination is 86.1%. Under the alternative hypothesis, if the true ORR is 60%, the 
expected sample size is 28 and the probability of early termination is 15.6%. 
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Table 3 Decision Making Criteria for Futility Analysis 

Number of 
Evaluable 
Subjects 

This Number of 
Responses to Stop 
Early for Futility 

Probability of 
continuing enrolling 
when ORR=0.4 

Probability of 
continuing enrolling 
when ORR=0.6 

10 2 83.3% 98.8% 

11 2 83.3% 98.8% 

12 3 75.5% 98.1% 

13 3 75.5% 98.1% 

14 4 68.6% 97.5% 

15 4 68.6% 97.5% 

16 5 62.3% 96.9% 

17 6 52.9% 95.7% 

18 6 52.9% 95.7% 

19 7 46.7% 94.9% 

20 7 46.7% 94.9% 

21 8 41.6% 94.2% 

22 9 34.6% 92.8% 

23 9 34.6% 92.8% 

24 10 30.2% 91.9% 

25 11 24.4% 90.2% 

26 12 18.8% 87.7% 

27 13 13.9% 84.5% 

28 14 0.0% 0.0% 
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6.3. Demographic and Baseline Characteristics 

The demographic characteristics (e.g., age, race, ethnicity, sex, baseline height, and 
baseline body weight and baseline BMI) will be summarized. Age, height, weight and 
BMI will be summarized using the mean, standard deviation, minimum, median, and 
maximum. The count and percentage will be computed for sex and ethnicity. 

Race and racial combinations will be summarized. 

Disease history and characteristics (e.g. time since initial diagnosis in years, date of initial 
diagnosis) at initial diagnosis and screening will be listed. Separate summaries of disease 
characteristics at initial diagnosis and screening will be provided. Disease characteristics 
at screening, including stage, type of multiple myeloma, myeloma light chain and 
myeloma immunoglobulin, extramedullary disease, lytic bone lesion, renal impairment 
per eGFR, and genetic characteristics (including high cytogenetic risk) will be 
summarized and listed. 

Medical conditions collected at screening will be summarized by past and current 
separately. 

Substance use, including smoking history and alcohol use will be summarized. Smoking 
Pack Years which is calculated as (number of cigarettes smoked per day/20) x number of 
years smoked will be provided. 

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 ATC Level 1, Ingredient, and verbatim text. A summary of the 
number of prior anti-cancer therapy regimens will also be produced. 

Prior anti-cancer therapy for multiple myeloma subjects will also be summarized by type 
of therapy, and drug class. A summary of multiple myeloma subjects’ refractory to prior 
anti-cancer therapy by drug class will be provided. 

Anti-cancer radiotherapy will be listed. Prior cancer and non-cancer related surgeries will 
be summarized. Prior and on treatment cancer and non-cancer related surgeries will be 
listed. 

6.4. Treatment Compliance 

Summaries of study treatment exposure and dose modifications (e.g., number of dose 
reductions, number of dose interruptions) will further characterize compliance. These 
analyses are described in Section 6.4.1 ‘Extent of Exposure’. 

6.4.1. Extent of Exposure 

Extent of exposure to belantamab mafodotin and pembrolizumab will be summarized and 
listed separately for each component. 
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The number of cycles administered to study treatment will be summarised with mean, 
median, standard deviation, minimum, and maximum.  

Dose delivered per cycle (mg/kg/cycle) will be summarized using mean, median, 
standard deviation, minimum, and maximum by cycle and overall.  

• the dose intensity for belantamab mafodotin (mg/kg/3 weeks) which is calculated 
as the actual cumulative dose (mg/kg) divided by expected duration of exposure 
in 3 weeks (last infusion date– first infusion date + 21)/21 

• the dose intensity for pembrolizumab (mg/3 weeks), which is calculated as the 
actual cumulative dose (mg) divided by expected duration of exposure in 3 weeks 
(last infusion date– first infusion date + 21)/21 

A by subject summary listing of data on exposure to all study treatments will be 
produced. 

Dose reductions will be summarised by number of reductions and reasons for reductions. 
Infusion interruptions will be summarised by number of interruptions and reasons for 
interruptions. Dose delays will be summarised by number of delays and delay duration 
(days). The number and percentage of the delays for intervals of 1-21, 22-42 and >42 
days will be computed. Primary reasons for dose reductions and infusion interruptions 
will also be summarized by cycle. 

Duration of delays is defined as period from the expected start date of dose to actual start 
date of current dose. Calculation: (actual start date of current dose - expected start date of 
dose). Expected start date of dose = actual start date of previous dose + 21. Because the 
protocol allows a window of  3 days for administration of study treatment after Cycle 1, 
a dose will only be considered delayed if it is 4 or more days after the scheduled dose 
date. 

The summaries of dose modifications will be provided. A plot showing the number and 
percentage of subjects treated at different dose levels over time will be provided. 

The duration of exposure to study treatment (from first day to last day of treatment) will 
be calculated and summarized using mean, median, standard deviation, minimum, and 
maximum. A horizontal bar graph of duration of treatment will be produced that displays 
duration of treatment in months for each subject. 

6.5. Concomitant Medications 

Concomitant medications will be coded using GSK Drug coding dictionary and 
summarized. The summary of concomitant medications will show the number and 
percentage of subjects taking concomitant medications by Ingredient. Multi-ingredient 
products will be summarized by their separate ingredients rather than as a combination of 
ingredients. Anatomical Therapeutic Chemical (ATC) classification Level 1 (Body 
System) information will be included in the dataset created but will not appear on the 
summary. 
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In the summary of concomitant medications, each subject is counted once within each 
unique ingredient. For example, if a subject takes Amoxycillin on two separate occasions, 
the subject 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. Note: In order to be considered a concomitant medication, 
the concomitant medication must have been taken at some point during the on-treatment 
window. 

Blood products or blood supportive care products with onset date within the on-therapy 
window will be included in the summary Tables. The frequency and percentage of 
subjects using blood products and blood supportive care products after the start of study 
medication will be provided. Supporting listings will also be provided. 

6.6. Subsequent Anti-Cancer Therapies 

The number and percentage of subjects that received chemotherapy, immunotherapy, 
hormonal therapy, biologic therapy, radioactive therapy, small molecule targeted therapy, 
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, if available. 

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, 
and small molecule targeted therapy for each subject will be provided). 
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7. EFFICACY ANALYSES 

7.1. Part 1: Dose Escalation 

7.1.1. Secondary Efficacy Analyses 

7.1.1.1. Endpoint / Variables 

BOR 

Best Overall Response (BOR) is defined as the best confirmed response (stringent 
Complete Response [sCR] > Complete Response [CR] > Very Good Partial Response 
[VGPR] > Partial Response [PR] > Minimal Response [MR] > Stable Disease [SD] > 
Progressive Disease [PD] > Not Evaluable [NE]) from treatment start date until disease 
progression or initiation of new anti-cancer therapy, whichever is earlier, as assessed by 
the investigator per IMWG (2016). Details on derivation of confirmed response are 
provided in Table 4.  

ORR 

Overall Response Rate (ORR), defined as the percentage of participants with a confirmed 
PR or better as the BOR (i.e., Partial Response [PR], Very Good Partial Response 
[VGPR], Complete Response [CR], and stringent Complete Response [sCR]), as assessed 
by the investigator per IMWG (2016).  

ORR at interim analysis will be analysed based on confirmed responses, if available. 
However, in case a participant has achieved a response of PR or better at data cut, which 
was not confirmed due to the time constraints (too short timeframe for the next 
assessment), but with a potential to be confirmed through subsequent assessments after 
interim, the participant will also be considered as a responder; if the participant dies or 
discontinues study or starts other anti-cancer therapy prior to confirming the response, the 
participant will not be considered as a responder at IA. 

Only the assessments from the start of treatment up to the earlier of confirmed disease 
progression or the start of new anti-cancer therapy will be considered. Only new systemic 
anti-cancer drugs taken are considered as anti-cancer therapy (radiotherapy and surgeries 
are not considered as systemic anti-cancer therapy for the purpose of this analysis). 

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

Details on derivation of confirmed response are provided in Table 4. 
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Table 4 Derivation of Confirmed Response  

 Response at the First Time Point Response at Subsequent Time Point1 Confirmed Response at the First Time 
Point 

1 sCR sCR sCR 
2 sCR CR CR 
3 CR sCR/CR 
4 sCR/CR VGPR VGPR 
5 VGPR sCR/CR/VGPR 
6 sCR/CR/VGPR PR PR 
7 PR sCR/CR/VGPR/PR 
8 sCR/CR/VGPR/PR MR MR 
9 MR sCR/CR/VGPR/PR/MR 
10 sCR/CR/VGPR/PR/MR SD SD 

11 

sCR/CR/VGPR/PR/MR PD (any reason)  
 
OR 
 
No subsequent disease assessment: subject died or 
discontinued study or started new anti-cancer 
therapy before further adequate disease assessment 

SD 

12 

sCR/CR/VGPR/PR/MR/PD 
(due to reasons other than imaging, i.e., 
plasmacytoma or bone lesion) 

No subsequent disease assessment: subject has not died, 
discontinued from study or (except for PD) started new 
anti-cancer therapy; but as yet has no further adequate 
disease assessments 

Unconfirmed sCR/CR/VGPR/PR/MR/PD 
 

Will be categorized as NE 
for ORR analysis. 

 
For ORR analysis in IA, the UC response 
(PR or better) will be counted as 
responder. 

13 

PD (due to reasons other than imaging, 
i.e., plasmacytoma or bone lesion) 

PD (any reason) including PD after initiation of new 
anti-cancer therapy 
 
OR 

PD 
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 Response at the First Time Point Response at Subsequent Time Point1 Confirmed Response at the First Time 
Point 

 
No subsequent disease assessment: subject died due 
to PD before further adequate disease assessment 
(including death due to PD after initiation 
of new anti-cancer therapy) 

14 

PD (due to reasons other than imaging, 
i.e., plasmacytoma or bone lesion) 

sCR/CR/VGPR/PR/MR/SD 
 
OR 
 
No subsequent disease assessment: subject died due to 
reasons other than PD before further adequate disease 
assessment  
 
OR 
 
No subsequent disease assessment: subject 
discontinued study before further adequate disease 
assessment 

NE 

15 

SD Any 
 
OR 
No subsequent disease assessment 

SD 

16 

PD due to  
imaging (plasmacytoma or bone lesion) 

Any 
 
OR 
No subsequent disease assessment 

PD 

17 

NE or missing Any 
 
OR 
No subsequent disease assessment 

NE 
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1 Subsequent disease assessment is defined as the next adequate (not missing or NE) disease assessment following the first timepoint before (or on the same date of) 
start of new anti-cancer therapy except for confirmation of PD, for which PD or death due to PD after new anti-cancer therapy are considered for confirmation of PD. 
No minimal time interval is required for the subsequent disease assessment but a different sample is required for confirmation. 
2 SD does not need to be confirmed. 
3 PD due to imaging (i.e., plasmacytoma or bone lesion) does not need to be confirmed. 
Where criteria are not mutually exclusive, take the first that applies. 
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7.1.1.2. Summary Measure 

ORR  

The number and percentage of participants with the BOR in the following response 
categories at timepoint will be summarized: sCR, CR, VGPR, PR, overall response 
(sCR+CR+VGPR+PR), minimal response (MR), stable disease (SD), progressive disease 
(PD), and not evaluable (NE). The corresponding exact 95% CI for ORR will also be 
provided. 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. A list of investigator-assessed response at each visit will be 
listed. 

A waterfall plot showing the maximum percent reduction from baseline in Serum M 
protein, or Urine M-protein, or difference between two types Serum FLC [Kappa light 
chain (Kappa LC) and Lambda light chain (Lambda LC)] for each subject will be 
produced using by dose level. The plot will be color-coded for M-protein types and 
Serum FLC, etc. Indication of the best overall response will be provided below the plot. 
Only the assessments from the start of treatment up to the start of new anti-cancer therapy 
will be considered. Only new systemic anti-cancer drugs taken are considered as anti-
cancer cancer therapy (radiotherapy and surgeries are not considered as systemic anti-
cancer therapy for the purpose of this analysis). 

The maximum percent reduction will be plotted in the following hierarchical 
order: 

[1] Plot Serum M-protein maximum percent reduction from baseline if data is   
available; 

[2] If [1] is not feasible, plot Urine M-protein maximum percent reduction from 
baseline if data is available; 

[3] If both [1] and [2] are not feasible, plot maximum percent reduction from 
baseline for difference between two types of Serum FLC if data is available; 

Difference between two types of Serum FLC 

The percent change from baseline for difference between two types of Serum FLC is 
defined as: 

(post-baseline difference-baseline difference) / baseline difference *100% 

To calculate the difference, the “involved” and “non-involved” light chains must be 
determined at first based on the ratio of non-missing values for Serum Kappa LC protein 
and Serum Lambda LC protein at baseline. 

The detailed algorithm is provided as below: 
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• If the baseline ratio of (Kappa LC/Lambda LC)>1.65, then Kappa LC is defined 
as involved FLC, and Lambda LC is defined as non-involved FLC. Then 

o Difference between involved and uninvolved = Kappa LC-Lambda LC 
• If the baseline ratio of (kappa/lambda) <0.26, then Lambda light chain is defined 

as involved FLC, and Kappa light chain is defined as non-involved FLC 
o Difference between involved and uninvolved = Lambda LC-Kappa LC 

• If the baseline ratio of (Kappa LC/Lambda LC) ≤1.65 and ≥0.26, then “involved” 
and “non-involved” FLC can not be determined (ratio is normal), and maximum 
percent reduction from baseline for difference between two types of Serum FLC 
won’t be available. 

7.1.1.3. Population of Interest  

The secondary efficacy analysis of ORR will be based on the All Treated population, 
unless otherwise specified. 

7.1.1.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Appendix 11: List of Data Displays and 
will be based on GSK data standards and statistical principles. 

Unless otherwise specified, endpoints / variables defined in Section 7.1.1.1 will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed.  

7.1.2. Exploratory Efficacy Analyses 

7.1.2.1. Endpoint / Variables 

MRD Negativity Rate 

Minimal Residual Disease (MRD) negativity rate, defined as the percentage of 
participants who are MRD negative (with threshold 10-5) and achieve confirmed VGPR 
or CR from treatment start date until disease progression or initiation of new anti-cancer 
therapy, whichever is earlier, as assessed by next generation sequencing (NGS) per 
IMWG (2016). 

For analysis purposes, subjects in the All Treated population without MRD assessment 
will be considered as having positive MRD. 

7.1.2.2. Summary Measure 

MRD Negativity Rate  

MRD negativity rate at any timepoint will be summarized. the number and percentage of 
participants who have achieved MRD negativity will be summarized by dose level. The 
corresponding 95% exact CI will be provided. Information of MRD will be included in 
the listing of response. For analysis purposes, subjects in the All Treated population 
without MRD assessment will be considered as having positive MRD. 
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7.1.2.3. Population of Interest  

The MRD negative rate analyses will be based on the All Treated population, unless 
otherwise specified. 

7.1.2.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Appendix 11: List of Data Display, based 
on GSK data standards. 

Unless otherwise specified, endpoints / variables defined in Section 7.1.2.1 will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed. 

7.2. Part 2: Dose Expansion 

7.2.1. Primary Efficacy Analyses 

7.2.1.1. Endpoint / Variables 

BOR 

The definition of BOR is provided in Section 7.1.1.1. Details on derivation of confirmed 
response are provided in Table 4.  

ORR 

The definition of ORR is provided in Section 7.1.1.1. Details on derivation of confirmed 
response are provided in Table 4. 

7.2.1.2. Summary Measure 

ORR  

The summary measure of ORR is provided in Section 7.1.1.2. 

7.2.1.3. Population of Interest  

At futility interim, the primary efficacy analysis of ORR will be based on the All 
Evaluable population. 

Otherwise, the primary efficacy analysis of ORR will be based on the All Treated 
population, unless otherwise specified. 

7.2.1.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Appendix 11: List of Data Displays and 
will be based on GSK data standards and statistical principles. 
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Unless otherwise specified, endpoints / variables defined in Section 7.2.1.1 will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed. 

7.2.2. Secondary Efficacy Analyses 
7.2.2.1. Endpoint / Variables 

CBR 
Clinical Benefit Rate (CBR), defined as the percentage of participants with a confirmed 
MR or better (i.e., MR, PR, VGPR, CR and sCR) as the BOR assessed by the investigator 
per IMWG (2016). 

DOR 
Duration of response (DoR), defined as the interval of time (in months) from first 
documented evidence of confirmed PR or better to the time when disease progression is 
documented assessed by the investigator per IMWG (2016), or death due to PD among 
participants with a confirmed PR or better as the BOR. Responders without confirmed 
PD will be censored at the censoring time point for time to progression as specified in 
Table 6.  
TTR 
Time to response (TTR), defined as the interval of time (in months) between the date of 
first dose and the first documented evidence of response (PR or better) among 
participants with a confirmed PR or better as the BOR assessed by the investigator per 
IMWG (2016). 

TTBR 
Time to best response (TTBR), defined as the interval of time (in months) between the 
date of first dose and the earliest date of achieving BOR among participants with a 
confirmed PR or better as the BOR assessed by investigator per IMWG (2016). 

PFS  
Progression-free survival (PFS), defined as the interval of time (in months) from first 
dose until the earlier date of disease progression per IMWG (2016), or the date of death 
due to any cause. Determination of dates of PFS events and dates for censoring are 
described in Table 5. 

TTP 
Time to disease progression (TTP), defined as the interval of time (in months) from first 
dose until the earlier date of PD per IMWG (2016), or the date of death due to PD. 
Determination of dates of TTP events and dates for censoring are described in Table 6. 

OS  
Overall Survival (OS), defined as the interval of time (in months) from first dose to the 
date of death due to any cause. Participants who withdraw consent from the study or are 
lost to follow-up will be censored at the time of withdrawal or lost to follow-up. 
Participants who do not have a death record at the clinical cut-off date for the analysis 
will be censored at the last known alive date. The last contact date will be determined by 
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the maximum collection/assessment date from among selected data domains within the 
clinical database. 
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Table 5 Assignments of Progression and Censoring Dates for PFS Analysis 

Situation Date of Event (Progression/Death) or Censored1  Event 
(Progression/Death) 
Or Censored 

No adequate baseline assessments4 and the subject has 
not died (if the subject has died follow the rules for death 
indicted at the bottom of the Table) 

First dose  Censored 

No post-baseline assessments and the subject has not 
died (if the subject has died follow the rules for death 
indicted at the bottom of the Table) 

First dose Censored 

Progression documented between scheduled visits Date of assessment of progression Event 
With post-baseline assessment but no progression (or 
death)  

Date of last ‘adequate’ assessment of response2   Censored 

No adequate post-baseline assessment before start of new 
anticancer therapy 

First dose Censored 

With adequate post-baseline assessment and new 
anticancer treatment started (prior to documented disease 
progression).3 

Date of last ‘adequate’ assessment of response2 (on or prior to 
starting anti-cancer therapy)  

Censored 

Death before first scheduled assessment (or Death at 
baseline or without any adequate assessments) 

Date of death Event 

Death between adequate assessment visits  Date of death Event 
Death or progression after more than three missed 
scheduled assessment 

Date of last ‘adequate’ assessment of response2 (prior to missed 
assessments): If the disease assessment is every 3 weeks, a 
window of 66 days (9 weeks + 3  day window) will be used to 
determine whether there is extended time without adequate 
assessment. If the time difference between PD/death and last 
adequate disease assessment is more than 66 days, PFS will be 
censored at the last adequate disease assessment prior to 
PD/death. 

Censored 
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1 Event or censored are based on confirmed responses. 
2 An adequate assessment is defined as an unconfirmed assessment where the investigator assessed response is sCR, CR, PR, VGPR, MR, 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). 
4 Adequate baseline assessment is defined as at baseline, a patient has at least one of the following measurements: a. Serum M-protein ≥0.5 g/dL (≥5 g/L) or b. Urine 
M-protein ≥200 mg/24h or c. Serum FLC assay: Involved FLC level ≥10 mg/dL (≥100 mg/L) and an abnormal serum free light chain ratio (<0.26 or >1.65). 
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Table 6 Assignments for Progression and Censoring Dates for TTP Analysis 

Situation Date of Event (Progression/Death due to PD) or Censored1  Event 
(Progression/Death 
due to PD) 
Or Censored 

No adequate baseline assessments4 and the subject has not 
died (if the subject has died due to PD follow the rules for 
death indicted at the bottom of the Table) 

First dose  Censored 

No post-baseline assessments and the subject has not died (if 
the subject has died due to PD follow the rules for death due 
to PD indicted at the bottom of the Table)  

First dose Censored 

Progression documented between scheduled visits Date of assessment of progression Event 
With post-baseline assessment but no progression (or death 
due to PD)  

Date of last ‘adequate’ assessment of response2 Censored 

No adequate post-baseline assessment before start of new 
anticancer therapy 

First dose Censored 

With adequate post-baseline assessment and new anticancer 
treatment started (prior to documented disease progression).3 

Date of last ‘adequate’ assessment of response2 (on or prior 
to starting anti-cancer therapy)  

Censored 

Death due to PD before first scheduled assessment (or Death 
at baseline or without any adequate assessments) 

Date of death Event 

Death due to PD between adequate assessment visits  Date of death Event 
Death from causes other than PD before first scheduled 
assessment (or Death at baseline or without any adequate 
assessments) 

Date of death Censored 

Death from causes other than PD between adequate 
assessment visits  

Date of death Censored 

Death due to PD or progression after more than three missed 
scheduled assessment 

Date of last ‘adequate’ assessment of response2 (prior to 
missed assessments): If the disease assessment is every 3 
weeks, a window of 66 days (9 weeks + 3 day window) will 
be used to determine whether there is extended time without 
adequate assessment. If the time difference between 
PD/death due to PD and last adequate disease assessment is 

Censored 
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Situation Date of Event (Progression/Death due to PD) or Censored1  Event 
(Progression/Death 
due to PD) 
Or Censored 

more than 66 days, PFS will be censored at the last adequate 
disease assessment prior to PD/death due to PD.  

1 Event or censored are based on confirmed responses. 
2 An adequate assessment is defined as an assessment where the investigator assessed response is sCR, CR, PR, VGPR, MR, 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). 
4 Adequate baseline assessment is defined as at baseline, a patient has at least one of the following measurements: a. Serum M-protein ≥0.5 g/dL (≥5 g/L) or b. Urine 
M-protein ≥200 mg/24h or c. Serum FLC assay: Involved FLC level ≥10 mg/dL (≥100 mg/L) and an abnormal serum free light chain ratio (<0.26 or >1.65).  
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7.2.2.2. Summary Measure 

CBR 

The number and percentage of participants with the BOR in the following response 
categories will be summarized by dose level: sCR, CR, VGPR, PR, MR, clinical benefit 
response (sCR+CR+VGPR+PR+MR), SD, PD, and NE. The corresponding exact 95% CI 
for CBR will also be provided. 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. 

DOR 

If there are sufficient number of responders who subsequently progress or die due to PD, 
distribution of DOR will be summarized using the Kaplan-Meier method. The median, 
25th and 75th percentiles of DOR will be estimated and corresponding 95% confidence 
intervals will be estimated using the Brookmeyer-Crowley method (1982). A Figure and 
listing of DoR time will also be provided. 

TTR 

If there are sufficient number of responses by dose level, time to response at will be 
summarized descriptively using median(s) and quartiles in the subset of subjects with a 
confirmed response of PR or better as the BOR and corresponding 95% confidence 
intervals will be estimated using the Brookmeyer-Crowley method (1982). A Figure and 
listing of TTR time will also be provided. 

TTBR 

If there are sufficient number of responses by dose level, time to best response at will be 
summarized descriptively using median(s) and quartiles in the subset of subjects with a 
confirmed response of PR or better as the BOR and corresponding 95% confidence 
intervals will be estimated using the Brookmeyer-Crowley method (1982). A Figure and 
listing of TTBR time will also be provided. 

PFS  

The distribution of PFS for each dose level will be estimated using the Kaplan-Meier 
method. If there is a sufficient number of progressions or death due to PD, 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). PFS rate at 6, 
9, 12, 15, and 18 months and corresponding 95% CI will also be estimated from the 
Kaplan-Meier analysis. A Figure and listing of PFS time will also be provided. 

OS  

The distribution of OS for each dose level will be estimated using the Kaplan-Meier 
method. If there are a sufficient number of deaths, then the median, 25th and 75th 
percentiles of OS will be estimated and corresponding 95% confidence intervals will be 
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estimated using the Brookmeyer-Crowley method (1982). A graph of survival curves and 
a listing of survival times will also be provided. In addition, pending on maturity of data, 
the survival probability at 6, 9, 12, 15, and 18 months with 95% CI will be estimated 
using Kaplan-Meier method. 

TTP  

The distribution of TTP will be estimated using the Kaplan-Meier method. The median, 
25th and 75th percentiles of TTP will be estimated and corresponding 95% confidence 
intervals will be estimated using the Brookmeyer-Crowley method (1982). A Figure and 
listing of TTP time will also be provided. 

7.2.2.3. Population of Interest  

The secondary efficacy analyses will be based on the All Treated population, unless 
otherwise specified. 

7.2.2.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Appendix 11: List of Data Displays and 
will be based on GSK data standards and statistical principles. 

Unless otherwise specified, endpoints / variables defined in Section 7.2.2.1 will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed. 

7.2.3. Exploratory Efficacy Analyses 

7.2.3.1. Endpoint / Variables 

MRD Negativity Rate 

MRD negativity rate is defined in Section 7.1.2.1. 

7.2.3.2. Summary Measure 

MRD Negativity Rate  

The summary measure of MRD negativity rate is provided at Section 7.1.2.2. 

7.2.3.3. Population of Interest  

The MRD negative rate analyses will be based on the All Treated population, unless 
otherwise specified. 

7.2.3.4. Statistical Analyses / Methods 

Details of the planned displays are provided in Appendix 11: List of Data Display, based 
on GSK data standards. 
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Unless otherwise specified, endpoints / variables defined in Section 7.1.2.1 will be 
summarised using descriptive statistics, graphically presented (where appropriate) and 
listed. 

7.3. Other Efficacy Analyses  

7.3.1. Endpoint / Variables 

Time to Next Treatment  

Time to next treatment (TTNT) is defined as the time from the date of first dose of study 
treatment to the date of next subsequent treatment for relapse refractory multiple 
myeloma due to any reasons. Subjects who have not started the next subsequent anti-
cancer treatment will be censored at the date of last contact or at death. Subjects who do 
not have a documented start date of first dose of study treatment will be excluded from 
this analysis. 

Rate of VGPR or Better  

Rate of VGPR or better, defined as the percentage of participants with a confirmed 
VGPR or better as the BOR (i.e., VGPR, CR and sCR), per IMWG (2016). 

7.3.2. Summary Measure 

Time to Next Treatment 

If there are sufficient number of responders who started new anti-cancer treatment due to 
any reasons by dose level, time to next treatment will be summarized descriptively using 
median(s) and quartiles.  

Rate of VGPR or Better  

The number and percentage of participants with the BOR in the following response 
categories will be summarized: sCR, CR, and VGPR. The corresponding exact 95% CI 
for rate of VGPR or better will also be provided. 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.  

7.3.3. Population of Interest  

Time to next treatment and rate of VGPR or better analyses will be based on the All 
Treated population, unless otherwise specified. 
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8. SAFETY ANALYSES 

The safety analyses will be based on the All Treated population, unless otherwise 
specified.  

8.1. Adverse Events Analyses 

Adverse events analyses including the analysis of adverse events (AEs), Serious (SAEs), 
ir (immune-related) AEs associated with pembrolizumab, and other significant AEs and 
serious and other significant irAEs will be based on GSK Core Data Standards. Details 
on treatment emergent AEs are provided in Section 16.4.1.2. Dose modifications (dose 
interruptions, dose reduction, and dose delays) and dose limiting toxicity (DLT) will also 
be summarized and listed according to GSK Oncology Data Standards. The details of the 
planned displays are provided in Appendix 11: List of Data Displays. 

A summary of non-serious adverse events that occurred in strictly 5% of the subjects or 
above will be provided (no rounding for the percentage will be used in terms of 5% 
threshold, e.g., event with 4.99% incidence rate should not be included in this Table). The 
summary will be displayed by SOC and PT. 

Adverse events (AEs) and immune-related adverse events (irAEs) will be graded by the 
investigator according to the National Cancer Institute-Common Terminology Criteria for 
Adverse Events (NCI-CTCAE), Version 4.03 [NCI, 2010]. Adverse events will be coded 
using the Medical Dictionary for Regulatory Affairs (MedDRA dictionary) and grouped 
by system organ class (SOC). Immune-related adverse events will be coded using the 
Medical Dictionary for Regulatory Affairs (MedDRA dictionary) and grouped by 
preferred terms (PT). In addition, corneal findings will also be graded using the GSK 
scale for corneal events. 

A summary of number and percentage of subjects with any adverse events and immune-
related adverse events by maximum grade will be produced. AEs and irAEs will be 
sorted by Preferred term (PT) in descending order of total incidence. The summary will 
use the following algorithms for counting the subject (this applies also for subjects with 
irAEs): 

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

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

In addition, the frequency and percentage of AEs (all grades) and irAEs (all grades) will 
be summarized and displayed in two ways: 1) in descending order of total incidence by 
PT only and 2) in descending order of total incidence by System Organ Classes (SOC) 
and PT and Maximum Grade for AEs and irAEs. In the SOC row, the number of subjects 
with multiple events under the same system organ class will be counted once. Otherwise, 
if AEs and irAEs are not listed in the NCI-CTCAE (version 4.03, [NCI, 2010]), then the 
AEs and irAEs will be summarized by maximum intensity.  
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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 
study treatment as “Yes”. A 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’ or missing. The summary Table will be displayed in descending order 
of total incidence by SOC and PT and Maximum Grade for AEs. 

All AEs and irAEs will be listed. Additionally, a listing of subject IDs for each individual 
AE and a listing of subject IDs for each individual irAE will be produced.  

A summary of the number of patients experiencing DLTs will be provided. Grade 3 or 
above corneal events based on the GSK scale for corneal events associated with 
belantamab mafodotin should be used for evaluation of DLT. 

8.2. Adverse Events of Special Interest Analyses 

Characteristics (e.g. number of occurrences, action taken, grade, etc) of the following 
AEs of special interest and identified risk for belantamab mafodotin and AEs of special 
interest for pembrolizumab will be summarized separately:  

• Belantamab Mafodotin (AESIs) 
o Corneal events (GSK Scale)  
o Eye Disorders (CTCAE) 
o Thrombocytopenia 
o Infusion related reactions 

• Belantamab Mafodotin (Identified Risk) 
o Neutropenia 

• Pembrolizumab (AESIs) 
o Overdose 

8.2.1. Belantamab Mafodotin  

8.2.1.1. Eye Disorders, Thrombocytopenia, and Infusion Related Reactions 

The severity of all AESI will be graded utilizing the National Cancer Institute Common 
Toxicity Criteria for Adverse Events (NCI-CTCAE) v.4.03 [NCI, 2010]. For 
thrombocytopenia, in addition to events identified and collected in eCRF, 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 adverse events of special interest, 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 (SRT) agreements in place at the time of reporting. For infusion 
related reactions (IRR), events are only considered IRR if the preferred term = “Infusion 
related reaction” or event was reported on an infusion day after the start of infusion or 
within 24 hours following end of infusion and led to a temporary interruption or 
prolongation of infusion time or treatment withdrawal. For keratopathy events (CTCAE) 
under eye disorders, events are considered keratopathy events if the synonym = 
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“keratopathy/keratitis”. The details of the planned displays are provided in Appendix 11: 
List of Data Displays. 

Summaries of the number and percentage of subjects with these events will be provided 
for each type of events separately by preferred term and maximum grade. The time of 
onset and duration of first occurrence of each type of events will be summarized using 
summary statistics mean, standard deviation, median, minimum value, and maximum. 
The number and percentage of subjects who have time of onset of first occurrence and 
the number and percentage of subjects who have duration of first occurrence will be 
reported in the following: 

Thrombocytopenia and Eye Disorders: 

• Time of first occurrence: 1-21, 22-42, 43-63, >63 days 
• Duration of first occurrence: 1-21, 22-42, >42 days 

Infusion Related Reactions: 

• Time of first occurrence: 0-6, >6-12, >12-18, >18-24 hours 
• Duration of first occurrence: 0-12, >12-24, >24 hours 

The summary of event characteristics will also be provided, including number of subjects 
with any event, number of events, number of subjects with any event that is serious, 
number of subjects with any event that is related to study treatment, number of 
occurrences (One, Two, Three or more), maximum grade and the action taken for the 
event. Distinct occurrences require at least one day (or hour for IRR) gap between the 
resolution of all events from first course to the onset of second course. Overlapping 
occurrences of events are treated as the same occurrence. The percentage will be 
calculated in two ways, one with number of subjects with event as the denominator and 
the other with total number of subjects as the denominator.  The worst-case approach will 
be applied at subject level for the maximum grade, i.e. a subject will only be counted 
once as the worst case from all the events experienced by the subject. For action taken to 
an event, subject will be counted once under each action, e.g. if a subject has an event 
leading to both study treatment discontinuation and dose reduction, the subject will be 
counted once under both actions.  

8.2.1.2. Corneal Events (GSK Scale)  

After discussions with regulatory agencies, GSK developed a grading scale to capture 
both corneal examination findings and visual acuity changes in participants treated with 
belantamab mafodotin. This GSK scale differs from the CTCAE criteria for eye disorders 
which relies mainly on patient’s symptoms and patient’s ability to attend to ‘activities of 
daily living’ for grading of events. 

Severity of belantamab mafodotin treatment related corneal events will also be graded 
using the GSK scale for corneal events and should be used for evaluation of DLT.  

Summaries of the number and percentage of subjects with these events will be provided 
for each type of grade separately by visit. The time of onset and duration of first 
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occurrence of grade 2 or above events, and the event characteristics will be summarized 
similarly as the AESIs for belantamab mafodotin provided in Section 8.2.1.1.  

In addition to the listing, the following outputs will be provided for corneal events graded 
using the GSK scale:  

1. Overview for corneal event (GSK scale)  

2. Summary of actions taken with study treatment (e.g. dose reduction/delay/study 
treatment withdrawn) 

The details of the planned displays are provided in Appendix 11: List of Data Displays. 

 

8.2.1.3. Identified Risks: Neutropenia 

Characteristics (e.g., number of occurrences, action taken, grade, etc.) of the important 
identified risk, neutropenia, will be summarized separately. The severity of neutropenia 
will be graded utilizing the NCI-CTCAE v.4.03 [NCI, 2010]. 

A comprehensive list of MedDRA preferred terms for neutropenia based on clinical 
review will be used to identify each type of event similarly as the AESIs for belantamab 
mafodotin provided in Section 8.2.1.1. The details of the planned displays are provided in 
Appendix 11: List of Data Displays. 

Summaries of the number and percentage of subjects with these events will be provided 
for each type of events separately by preferred term and maximum grade. The time of 
onset and duration of first occurrence of each type of events in days, and the event 
characteristics will be summarized similarly as the AESI for belantamab mafodotin 
provided in Section 8.2.1.1. 

8.2.2. Pembrolizumab 

8.2.2.1. Overdose 

For pembrolizumab, an overdose as defined in Section 6.10 of protocol that is not 
associated with clinical symptoms or abnormal laboratory results is an AESI. 

A comprehensive list of MedDRA preferred terms for overdose based on clinical review 
will be used to identify each type of event similarly as the AESIs for belantamab 
mafodotin provided in Section 8.2.1.1. The details of the planned displays are provided in 
Appendix 11: List of Data Displays. 

8.3. Deaths and Serious Adverse Events 

All deaths will be summarised based on the number and percentage of subjects. This 
summary will classify subjects by time of death relative to the last dose of medication 
(>30 days or 30 days) and primary cause of death (disease under study, SAE related to 
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study treatment, or other). A supportive listing will be generated to provide subject-
specific details on subjects who died and have fatal SAEs and fatal serious irAEs.  

All SAEs will be tabulated based on the number and percentage of subjects who 
experienced the event. Separate summaries will also be provided for study treatment-
related SAEs. 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.  

SAEs are included in the listing of all adverse events and immune-related adverse events. 
Separate supportive listings with subject-level details will be generated for 

• Non-Fatal SAEs. 

• Non-Fatal serious irAEs 

8.4. Adverse Events Leading to Discontinuation of Study 
Treatments and Other Significant Adverse Events 

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

• AEs Leading to Permanent Discontinuation of Study Treatment (belantamab 
mafodotin and pembrolizumab) 

• AEs Leading to Dose Interruptions (belantamab mafodotin and pembrolizumab) 

• AEs Leadings to Dose Reductions (belantamab mafodotin) 

• All Treatment-related Serious Adverse Events (belantamab mafodotin and 
pembrolizumab) 

8.4.1. Immune-Related Adverse Events Leading to Discontinuation of 
Study Treatments and Other Significant Adverse Events 

The following categories of irAEs will be summarized for separately in descending order 
of total incidence by SOC and PT and separate supportive listings will be generated with 
subject level details for those subjects: 

• irAEs Leading to Dose Interruptions (Pembrolizumab) 
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8.5. Ocular Findings from Ophthalmic Exam (Part 2) 

As outlined in study protocol (GSK Document Number.: TMF-14344600) Schedule of 
Activities (Table 7- Table 10 of Section 7), ophthalmic exams are scheduled at screening, 
during the study, end of treatment, and follow-up period. The ocular findings from 
ophthalmic exams will be analysed as described below. 

1. From baseline to last follow-up, the following analysis will be performed: 
 

a. Visual Acuity: 
i. The best corrected visual acuity (BCVA) summary will be based on the 

Logarithm of the Minimum Angle of Resolution (logMAR score), where: 

logMAR score = -log10(Snellen Acuity Score) 

The following categories of logMAR score changes from baseline are 
defined:  

▪ No change/improved vision is defined as a change from baseline 
<0.12;  

▪ A possible worsened vision is defined as a change from baseline 
>=0.12 to <0.3; 

▪ a definite worsened vision is defined as a change from baseline 
>=0.3 logMAR score. 

ii. A summary of characteristics of definite worsen vision as defined above 
by subject will be provided, including time to onset of first occurrence; 
outcome and duration of first occurrence; number of occurrences based on 
subjects with definite worsen vision; outcome post treatment exposure; 
time to resolution post-treatment exposure 

iii. In addition, a summary of worst change from baseline (based on the eye 
with worst change) in BCVA score (logMAR score) will be provided for 
the following categories: 

• Increase >=0.12 to < 0.3 
• Increase >=0.3 to < 0.6 
• Increase >= 0.6 

iv. Number (%) of subjects with a decline in BCVA to ‘light perception’ (LP) 
or ‘no light perception’ (NLP) anytime post-baseline will also be 
provided. 

 
b. Corneal Exam 

i. Shift table from baseline to worst post-baseline by eye (R/L) and subject 
(worse eye, defined as the eye with the maximum worsening change from 
baseline) for corneal epithelium findings: 

• Corneal epithelium (Normal to Abnormal), Corneal ulcer (No to 
Yes), Epithelial microcystic edema (No to Yes), Subepithelial haze 
(No to Yes), Corneal neovascularization (No to Yes), and 
Microcysts without edema (No to Yes) 
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ii. For punctate keratopathy, summary Table of worst grade post-baseline and 
most frequent grade post-baseline across ocular exams by eye (R/L) and 
subject (worse eye) 

 
 
 

c. Lens 
i. Shift Table from baseline to worst post-baseline by eye (R/L) and subject 

(worse eye, defined as the eye with the maximum worsening changes from 
baseline) for lens findings: 

•  Lens: Clear (No to Yes), Pseudophakia (No to Yes); and Types of 
cataract (Nuclear Sclerosis, Cortical Cataract, Posterior 
Subcapsular Cataract). 

The details of the planned displays are provided in Appendix 11: List of Data Displays. 

8.6. 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 subjects and subjects’ partner become 
pregnant while on the study, the information will be included in the narratives and no 
separate Table or listing will be produced. 

8.7. 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 Appendix 11: List of Data Displays. 

Summary of change from baseline by scheduled visits using mean, median, standard 
deviation, minimum and maximum will be provided. 

Summaries of worst case grade increase from baseline grade will be provided for all the 
lab tests that are gradable by CTCAE v4.03. These summaries will display the number 
and percentage of subjects 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. The ‘Any 
Grade Increase’ column will include all cases where the worst-case grade is 1 or higher 
and the baseline grade is missing. Likewise the Increase to Grade X (where X=3 or 4) 
will include cases that are worst-case grade X and the baseline grade is missing. 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. 

For lab tests that are not gradable by CTCAE v4.03, 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 for the 
worst case post-baseline. If a subject has a decrease to low and an increase to high during 
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the same time interval, then the subject is counted in both the “Decrease to Low” 
categories and the “Increase to High” categories.  

For urinalysis laboratory tests results, occult blood, proteins, ketones, and glucose 
dipstick tests will be summarized. If the subject has a discrete value greater than 0 or a 
character value that is positive, then the subject is counted in the “Presence” category. 
Otherwise, the subject is counted in the “Absence” category.  

The number of subjects with worst case urinalysis laboratory tests results will be 
summarized by the combination of specimen, method, test, and category. Subjects with a 
missing baseline value are to be assumed to have a negative baseline value. 

• If the subject with “Presence” or “Absence” category at baseline does not change 
post-baseline, then the subject is counted in the “No Change” category.  

• If the subject with “Presence” category at baseline changed to “Absence” 
category post-baseline, then the subject is counted in the “Decreased” category.    

• If the subject with “Absence” category at baseline changed to “Presence” 
category post-baseline, then the subject is counted in the “Any Increase” category 

Separate summary tables for hematology, chemistry, urinalysis, and hepatobiliary 
laboratory tests will be produced. Liver function laboratory tests will be included with 
hepatobiliary laboratory tests. 

A supporting listing of laboratory data for subjects with abnormalities of potential clinical 
concern will be provided. A separate listing of laboratory data with character values will 
also be provided. For lab test values that can be graded, values of grade 1 or above are 
defined as values of potential clinical concern. For lab test values that can not be graded, 
values out of the normal range are defined as values of potential clinical concern. 

Detailed derivation of baseline assessment is specified in Section 5.2. 

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

8.7.1. Analyses of Liver Function Tests 

A summary of Liver Monitoring/Stopping Event Reporting will be provided. A Liver 
event profile which includes medical conditions data for subjects with liver stopping 
events, substance use data for subjects with liver stopping events, liver biopsy results for 
subjects and recorded outcomes of liver imaging assessments for subjects will be listed. 

Summaries of hepatobiliary laboratory abnormalities including possible Hy’s law cases 
will be provided. A summary of liver restart/re-challenge timings will be provided. 

Plots of maximum total bilirubin versus maximum ALT, maximum ALT versus baseline 
ALT, maximum AST versus maximum LDH, maximum AST versus maximum 
Creatinine Kinase, and maximum LDH versus maximum Creatinine Kinase will be 
generated. A plot of maximum albumin/creatinine ratio (greater than 2000 mg/g) versus 
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8.8.3. LVEF 

Absolute change from baseline in LVEF will be summarized in the worst case post-
baseline only. Only the post-baseline assessments that used the same method (ECHO or 
MUGA) as the baseline assessments will be used to derive the change from baseline. The 
change from baseline will be categorized as follows: 

• No change or any increase 

• Any decrease 
o >0-<10 decrease 

o 10-19 decrease 

o >=20 decrease 

o >=10 decrease and >= LLN 

o >=10 decrease and < LLN 

o >=20 decrease and >= LLN 

o >=20 decrease and < LLN 

8.8.4. Immunogenicity Analyses 

For each subject, the results and titers of anti-belantamab mafodotin binding antibodies 
and neutralizing antibody assay results will be listed for each assessment time point, 
along with ADC and total antibody concentration. The frequency and percentage of 
subjects with positive and negative anti-drug antibody and neutralizing antibody assay 
results will be summarized for each assessment time and overall for each subject by dose 
cohort.  

The number and percentage of subjects with baseline anti-drug antibody results, overall 
and split by negative and positive samples in each treatment group will be provided. A 
further summary of subjects with post-baseline anti-drug antibody and neutralizing 
antibody results, anti-drug antibody negative (overall and for treatment-unaffected only), 
and treatment-emergent anti-drug antibody results (overall and split by treatment-induced 
and treatment-boosted) in each treatment group will be presented. Treatment-emergent 
anti-drug antibody is the sum of treatment-induced anti-drug antibody subjects and 
treatment-boosted anti-drug antibody positive subjects. Treatment unaffected anti-drug 
antibody is defined as a subject with an ADA-positive sample at baseline, in which post-
baseline sample titer results are less than or equal to a four-fold increase in titer values 
relative to the baseline titer value (titer ≤ 4x baseline titer) or was ADA negative anytime 
post baseline. 

For treatment-induced and treatment-boosted subjects, a summary of all their titer values 
will be presented. Treatment-induced anti-drug antibody is defined as a subject with at 
least one post-baseline anti-drug antibody positive sample and an anti-drug antibody 
negative or missing baseline sample. Treatment-boosted anti-drug antibody is defined as 
a subject with an anti-drug antibody positive baseline sample in which at least one post-
baseline sample titer value is four-fold greater than the baseline titer value (titer > 4x 
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baseline titer) or if titer result is missing at baseline or missing at all post-baseline 
assessments. 

8.8.5. Profile Plot 

A profile plot for subjects will be produced. This plot will display the duration of study 
treatment in days for each subject, along with an indication of each subject’s actual dose 
over time, investigator assessed confirmed response, highlighting responders versus non-
responders, and those ongoing on belantamab mafodotin study treatment.  
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9. PHARMACOKINETIC ANALYSES 

Concentration-time data collected in Cycle 1 will be analyzed using standard non-
compartmental methods; some parameters will be determined for all participants and 
cycles, as data permit.  The concentration-time data for belantamab mafodotin, total 
mAb, and/or cys-mcMMAF may be combined with data from other studies and analyzed 
in a population approach using nonlinear mixed effects modeling.  

9.1. Drug Concentration Measures  

Linear and semi-logarithmic individual concentration-time profiles will be plotted for 
belantamab mafodotin, total mAb, cys-mcMMAF, and pembrolizumab (if tested) in Part 
1 and Part 2. Mean and median profiles (when applicable) will be plotted for each analyte 
by study part and belantamab dose cohort. Plasma concentrations of belantamab 
mafodotin, total mAb, cys-mcMMAF, and pembrolizumab (if tested) will be listed for 
each subject and summarized (when appropriate) by study part, belantamab mafodotin 
dose cohort, and planned time point. Refer to Appendix 5: Data Display Standards & 
Handling Conventions (Section 16.5.3 Reporting Standards for Pharmacokinetic) 

9.2. Derived Pharmacokinetic Parameters 

Concentration-time data for belantamab mafodotin, total mAb, cys-mcMMAF, and 
pembrolizumab (if measured) will be used. 

The following pharmacokinetic parameters will be determined separately for each 
analyte, as data permit: 

• Belantamab mafodotin and total mAb: Cmax, C-EOI, tmax, Ctrough, tlast, and 
AUC(0-) 

• cys-mcMMAF: Cmax, C-EOI, tmax, tlast, and AUC(0-168) 

• Pembrolizumab (if measured):  Cmax, tmax, AUC(0-) 
The pharmacokinetic parameters will be calculated by standard non-compartmental 
analysis according to current working practices and using Phoenix WinNonlin, version 
6.3 or later, as data permit, or by population pharmacokinetic analysis (Section 10). 
Calculations of pharmacokinetic parameter values will be based on the actual sampling 
times recorded during the study. 

The pharmacokinetic parameters C-EOI and Ctrough will be determined directly from the 
concentration-time dataset. Notes:  For the dosing occasions with only predose and end of 
infusion samples, the end of infusion sample will not be identified as Cmax.  
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10. POPULATION PHARMACOKINETIC (POPPK) 
ANALYSES 

Belantamab mafodotin, total mAb, and/or cys-mcMMAF concentration-time data may be 
analysed using a population pharmacokinetic approach. The planned population PK 
analysis will use the then-current population pharmacokinetic model(s) to generate post 
hoc pharmacokinetic parameter estimates (e.g., CL, Vss, t½, AUC(0-)) for the individual 
participants in this study on certain dosing occasions, data permitting. These parameter 
values will be listed and summarized as described in Section 9.5. 

Based on the individual post hoc parameter values, dosing information, and sample 
collection times, drug concentrations at the time of sample collection will be predicted for 
each participant. Model evaluation will consist of comparison of model-predicted and 
observed concentrations. If necessary, model estimation will be performed.  

Results of this analysis may be provided in a separate report. 

To support this analysis, a population PK dataset will be generated. Detailed population 
PK methodology is also presented in Appendix 9: Population Pharmacokinetic (PopPK) 
Analyses. 
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11. PHARMACOKINETIC / PHARMACODYNAMIC 
ANALYSES 

If deemed appropriate and if data permit, exposure-response relationships between 
belantamab mafodotin exposure (e.g., concentration, Cmax, or AUC) and clinical activity 
and/or toxicity (e.g., response, AESIs) may be explored using population methods. If data 
permit, the effects of covariates may be explored.   

If done, the analysis will be performed by, or under the direct auspices of, Clinical 
Pharmacology Modelling and Simulation (CPMS), GlaxoSmithKline, using the currently 
supported versions of all software packages. These analyses will be performed using R 
(The R Foundation for Statistical Computing), NONMEM (ICON Solutions) with PsN 
(Perl Speaks NONMEM), or another software platform deemed appropriate.  

The results of this analysis may be provided in a separate report. 
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12. BIOMARKER ANALYSES 

Description of exploratory biomarker data is intended for hypothesis generation in 
relation to the pharmacodynamics of belantamab mafodotin and/or combinations, for 
potential prognostic or predictive biomarker evaluation and/or for patient monitoring. 
Different shapes, colors, symbols and split plots will be used as appropriate to denote 
patient cohort, response group, dose group or other characteristics. On-treatment 
measurements may be visualized as percent or fold changes from baseline or as absolute 
values, as appropriate. Subjects may be plotted individually or in groups, as appropriate. 
Linear, semi-logarithmic, or logarithmic scales will be used for data visualization where 
appropriate. Linear interpolation will be used to visually connect measurements from 
individual subjects to aid interpretations, where appropriate. 

If deemed appropriate and if data permit, relationships between biomarkers and/or 
pharmacodynamic markers and clinical activity and/or toxicity (e.g., response, AESIs) 
may be explored. If data permit, the effects of covariates may be explored.  Details of 
these analyses will be reported either within the main clinical study report (CSR) or in a 
separate report.  

Data measured from the following samples will be assessed in this RAP: 

• Serum samples collected at pre- and post-belantamab mafodotin infusion and/or 
on-treatment to determine soluble BCMA (sBCMA) concentration by an 
electrochemiluminescent (ECL)-based MesoScale Discovery (MSD) 
immunoassays designed to detect GSK2857916 bound and free sBCMA. 

12.1. Data processing 

• Any out of range values defined by BISTRESC = BLQ or ALQ will be imputed 
respectively as LLOQ/3 or ULOQ and marked as out of range using distinct 
colors, shapes, or similar demarcation. 

• Duplicate measurements for collections (same collection date/time) will be 
averaged across the duplicate measurements, when applicable. 

• In cases where there are multiple pre-infusion collections (i.e. different collection 
date/time), the most recent measurement will be used as the baseline 
measurement. 

12.2. Visualization and Tables  

12.2.1. Exploratory Objective: To evaluate PD markers in MM after 
treatment with belantamab mafodotin in combination with 
pembrolizumab.  

Endpoint: sBCMA concentration at baseline and on-treatment in subjects with MM and 
in relationship to clinical response. 
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12.2.1.1. Population of Interest 

The biomarker/pharmacodynamic analyses will be based on the pharmacodynamic 
population in the All treated population, unless otherwise specified. 

12.2.1.2. sBCMA 

• Box plot showing absolute free sBCMA serum concentrations (log scale) 
measured at baseline in all participants, marked or separated by dose level and 
categorized by responders (participants with a best confirmed response (partial 
response (PR) or better)), non-responders (participants with best confirmed 
response (minimal response (MR), stable disease (SD) or progressive disease 
(PD)), and participants with best confirmed response of not evaluable (NE). Plots 
will illustrate the data gathered in Part 1 and Part 2 of this study. 

• Spider plot showing absolute free sBCMA serum concentrations (log scale) 
measured at baseline and while on treatment versus the corresponding treatment 
cycle number or timepoint in all participants, marked or separated by dose level 
and categorized by responders (participants with a best confirmed response 
(partial response (PR) or better)), non-responders (participants with best 
confirmed response (minimal response (MR), stable disease (SD) or progressive 
disease (PD)), and participants with best confirmed response of not evaluable 
(NE).  Plots will illustrate the data gathered in Part 1 and Part 2 of this study. 

• Spider plot showing fold and/or percentage (%) change from baseline in free 
sBCMA serum concentrations (log scale) while on treatment versus the 
corresponding treatment cycle number or timepoint in all participants, marked or 
separated by dose level and categorized by responders (participants with a best 
confirmed response (partial response (PR) or better)), non-responders 
(participants with best confirmed response (minimal response (MR), stable 
disease (SD) or progressive disease (PD)), and participants with best confirmed 
response of not evaluable (NE). Plots will illustrate the data gathered in Part 1 and 
Part 2 of this study. 

• Box plot showing absolute free sBCMA serum concentrations in relation to other 
disease burden markers, including but not limited to 2 microglobulin, 
kappa/lambda free light chain, M-protein, etc. (log scale), measured at baseline in 
all participants, marked or separated by dose level and categorized by responders 
(participants with a best confirmed response (partial response (PR) or better)), 
non-responders (participants with best confirmed response (minimal response 
(MR), stable disease (SD) or progressive disease (PD)), and participants with best 
confirmed response of not evaluable (NE), and extramedullary disease. Plots will 
illustrate the data gathered in Part 1 and Part 2 of this study. 

Table 8 below provides an overview of all the planned interim exploratory biomarker 
analyses in this RAP. Pre-defined assay parameters (e.g., dynamic range) will be used to 
identify and exclude from further analysis invalid biomarker data. Other biomarker 
variables may be examined in relation to other clinical variables, laboratory values, 
biomarkers, or safety endpoints, as deemed necessary.  





CCI - This section contained Clinical Outcome Assessment data collection questionnaires or indices, 
which are protected by third party copyright laws and therefore have been excluded.



CONFIDENTIAL 
  205207 

 63 
 

The total OSDI score = ([sum of scores for all questions answered × 100]/[total number 
of questions answered ×4]). Subscale scores are computed similarly with only the 
questions from each subscale used to generate its own score. Subscale scores are 
computed similarly with only the questions from each subscale used to generate its own 
score. A score of 100 corresponds to complete disability (a response of “all of the time” 
to all questions answered), while a score of 0 corresponds to no disability (a response of 
“none of the time” to all questions answered). Therefore, decrease in score from baseline 
means improvement.  

For each of the three sub-scales, the descriptive summary of the actual value and change 
from baseline at selected time points will be provided. For the Vision-Related 
Functioning domain, the number and percentage of participants with post-baseline score 
worsening of ≥ 12.5 from baseline score will be summarized at selected time points. 
Additionally, a time to event analysis of time to meaningful worsening based on the ≥ 
12.5 threshold will be summarized with frequency of number of patients with event (N, 
%).  Time to first event and duration of event will also be calculated (median days, 
range). Additionally, recovery from first event defined as ≥ 12.5 decrease from the first 
worst score will be summarized.  

Plots of mean change from baseline (including baseline) and 95% confidence interval 
over time by visit, and at end of study treatment, last follow-up, and worst case post-
baseline for individual domains will also be provided. The overall total score and sub-
scale scores will be listed. 

13.3. Value Evidence and Outcome (Part 2 only) 

13.3.1. European Organization for Research and Treatment of Cancer 
Quality of Life Questionnaire 30-item Core module (EORTC QLQ-
C30) 

The EORTC QLQ-C30 is a 30-item questionnaire containing both single- and multi-item 
measures [Aaronson, 1993].  These include five functional scales (Physical, Role, 
Cognitive, Emotional, and Social Functioning), three symptom scales (Fatigue, Pain, and 
Nausea/Vomiting), a Global Health Status/QoL scale, and six single items (Constipation, 
Diarrhea, Insomnia, Dyspnea, Appetite Loss, and Financial Difficulties). Scores for each 
scale and single-item measure are averaged and transformed linearly to a score ranging 
from 0–100. Details of deriving domain scores (9 scales and 6 single items) and summary 
score can be found in Section 16.6.5.1. 

A high score for functional scales and for Global Health Status/QoL represent better 
functioning ability or Health-Related Qualify of Life (HRQoL), (higher score indicates 
improvement) whereas a high score for symptom scales and single items represents 
significant symptomatology [Proskorovsky 2014]. (lower score indicates improvement) 

Descriptive summaries (mean, SD, median, min and max) of the actual value and change 
from baseline at selected time points will be provided for EORTC QLQ-C30 summary 
score and each domain score.  
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Plots of mean change from baseline (including baseline) and 95% confidence interval 
over time by visit, and at end of study treatment, last follow-up, and worst case post-
baseline for individual domains will also be provided. The overall summary score and 11-
sub-scale scores will be listed. 

13.3.2. European Organization for Research and Treatment of Cancer 
Quality of Life Questionnaire 20-item Multiple Myeloma module 
(EORTC QLQ-MY20) 

The EORTC QLQ-MY20 is a supplement to the QLQ-C30 instrument used in patients 
with multiple myeloma [Aaronson, 1993; Cocks, 2007]. The module comprises 20 
questions that address four myeloma-specific HRQoL domains: Disease Symptoms, Side 
Effects of Treatment, Future Perspective, and Body Image. Three of the four QLQ-MY20 
domains are multi-item scales: Disease Symptoms (includes bone aches or pain, back 
pain, hip pain, arm or shoulder pain, chest pain, and pain increasing with activity); Side 
Effects of Treatment (includes drowsiness, thirst, feeling ill, dry mouth, hair loss, upset 
by hair loss, tingling hands or feet, restlessness/agitation, acid indigestion/heartburn, and 
burning or sore eyes); and Future Perspective (includes worry about death and health in 
the future, and thinking about illness).  The Body Image scale is a single-item scale that 
addresses physical attractiveness. Details of deriving domain scores can be found in 
Section 16.6.5.2.  

For each of four domain scores, a descriptive summary of the actual value and change 
from baseline by visit will be provided: 

Plots of mean change from baseline (including baseline) and 95% confidence interval 
over time by visit, and at end of study treatment, last follow-up, and worst case post-
baseline for individual domains will also be provided. The 4-domain scores will be listed. 

13.4. Compliance of OSDI, EORTC QLQ-C30, and EORTC-QLQ-
MY20 

Tables to summarize the compliance of OSDI (Part 1 and Part 2) and EORTC QLQ-C30 
and EORTC-QLQ-MY20 (Part 2 only) by visit will be provided. The Tables will include 
number of subjects remaining in study, number and percentage of participants with OSDI 
summary score, QLQ-C30 summary score, and QLQ-MY20 summary score. The 
percentage is calculated using number of participants remaining in the study at given 
timepoint as denominator. 
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14. ADDITIONAL ANALYSES DUE TO THE COVID-19 
PANDEMIC 

14.1. Study Population 

14.1.1. Subject Disposition 

A summary of recruitment by country and site, relative to COVID-19 Pandemic measures 
will be produced. For the definition of the phases of the COVID-19 pandemic measures 
see Section 16.4.1.4. 

A country level listing of the dates of the COVID-19 Pandemic measures, will be 
produced. The ‘Summary of Subject Status and Reason for Study Withdrawal’ and the 
‘Summary of Treatment Status and Reasons for Discontinuation of Study Treatment’ will 
be repeated, with the reason for withdrawal/discontinuation categorised as due to the 
COVID-19 pandemic, or non-due to the COVID-19 pandemic based on information 
collected on the COVID-19 Pandemic Study Impact form. The summaries will be based 
on GSK Core Data Standards, and details are provided in Appendix 11: List of Data 
Displays. 
 

14.1.2. Protocol Deviations 

In addition to the overall summary of important protocol deviations, separate summaries 
will be produced of important protocol deviations related to COVID-19, and non-
important protocol deviations related to COVID-19. A listing of important protocol 
deviations related to COVID-19 will also be produced.  

The summaries will be based on GSK Core Data Standards, and details are provided in 
Appendix 11: List of Data Displays. 
 

14.1.3. Additional Displays for Participants with a COVID-19 Infection 

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. 

Summaries and listings of the numbers 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. The details of the planned displays are provided in Appendix 11: 
List of Data Displays. 

Additionally, if greater than 5 participants have a suspected, probable of confirmed 
COVID-19 infection, the following data displays will be produced: 

• Summary of COVID-19 Assessments for Subjects with Suspected, Probable or 
Confirmed COVID-19 Case Diagnosis  
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• Summary of COVID-19 Symptoms for Subjects with Suspected, Probable or 
Confirmed COVID-19 Case Diagnosis 

All of the above displays will be based on GSK Core Data Standards. The details of the 
planned displays are provided in Appendix 11: List of Data Displays. 

14.2. Safety 

14.2.1. Assessment of COVID-19 AEs 

A Standardised MedDRA Query (SMQ) will be used to identify all COVID-19 AEs. 

The incidence of AEs of COVID-19, and COVID-19 AEs leading to study drug 
discontinuation will be obtained from standard AE summaries.  

If >5% participants report ≥1 COVID-19 AEs, then the following data displays will be 
produced: 

• Summary of COVID-19-Related Adverse Events by System Organ Class and 
Preferred Term and Maximum Grade  

• Summary of COVID-19 Adverse Events Leading to Permanent Discontinuation 
of Study Treatment by Overall Frequency 

• Listing of COVID-19 Adverse Events 
• Listing of COVID-19 Assessments and Symptom Assessments for Subjects with 

COVID-19 Adverse Events 
 

All of the above displays will be based on All of the above displays will be GSK Core 
Data Standards. The details of the planned displays are provided in Appendix 11: List of 
Data Displays. 
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16. APPENDICES 

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

This study does not have per protocol population. 
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16.2. Appendix 2: Schedule of Activities 

16.2.1. Protocol Defined Schedule of Events 

Refer to Section 7 of Protocol (Version: GSK Document Number TMF-14344600). 
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16.3. Appendix 3: Assessment Windows 

No assessment windows will be applied.  

 

 



















CCI - This section contained Clinical Outcome Assessment data collection questionnaires or indices, 
which are protected by third party copyright laws and therefore have been excluded.
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Scoring of the QLQ-C30 Summary Score 

The EORTC QLQ-C30 Summary Score is calculated from the mean of 13 of the 15 
QLQ-C30 scales (the Global Quality of Life scale and the Financial Impact scale are not 
included). Prior to calculating the mean, the symptom scales need to be reversed to obtain 
a uniform direction of all scales. The summary score should only be calculated if all of 
the required 13 scale scores are available. 

QLQ-C30 Summary Score = [Physical Functioning+ Role Functioning+ Social 
Functioning+ Emotional Functioning+ Cognitive Functioning+ (100 - Fatigue) + (100 - 
Pain) + (100 -Nausea_Vomiting) + (100 - Dyspnoea) + (100 - Sleeping Disturbances) + 
(100 - Appetite Loss) + (100 - Constipation) + (100 - Diarrhoea)]/13. 

Handling of missing items 

Single-item measures: if the item is missing, the score S will be set to missing.  

Scales requiring multiple items: if at least half of the items from the scale are available, 
the score S will be calculated based on available items. If more than half of the items 
from the scale are missing, the score S will be set to missing (Fayers et. al., The EORTC 
QLQ-C30 Scoring Manual (3rd Edition) 2001). 

Minimal Important Difference (MID) 

In a sample of patients who received chemotherapy for either breast cancer or small-cell 
lung cancer (n=246, n=80 respectively), the mean change in EORTC QLQ-C30 score 
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Functional scales:    S =   

Symptom scales:   S =   

A high score for Disease Symptoms and Side Effects of Treatment represents a high level 
of symptomatology or problems, whereas a high score for Future Perspective and Body 
Image represents better outcomes [Proskorovsky, 2014]. 

Missing items can be handled similarly to EORTC QLQ-C30 as described in Section 
16.6.5.1. 

16.6.5.3. NEI-VFQ-25 

The NEI-VFQ-25 consists of a base set of 25 vision-targeted questions representing 11 
vision-related constructs, plus an additional single-item general health rating question 
[Mangione, 2001]. The NEIVFQ-25 generates the following 11 vision-targeted sub-
scales: global vision rating, difficulty with near vision activities; difficulty with distance 
vision activities; limitations in social functioning due to vision; role limitations due to 
vision; dependency on others due to vision; mental health symptoms due to vision; 
driving difficulties; limitations with peripheral vision, limitations with color vision; and 
corneal pain. 

The following two Tables (from the NEI-VFQ-25 User Manuals) provide the details of 
converting the original response category to the recorded values, and items of which 
recorded values need to be averaged to generate the VFQ-25 sub-scales. Items that are 
left blank (missing data) are not taken into account when calculating the scale scores. 
Hence scores represent the average for all items in the sub-scale that the respondent 
answered. Sub-scales with at least one item answered can be used to generate a sub-scale 
score. To calculate an overall composite score for the VFQ-25, simply average the 11 
vision-targeted sub-scale scores.  
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16.8. Appendix 8: Values of Potential Clinical Importance 

Reference ranges for all laboratory parameters collected throughout the study are 
provided by the laboratory. A laboratory value that is outside the reference range is 
considered either high abnormal (value above the upper limit of the reference range) or 
low abnormal (value below the lower limit of the reference range). Note: a high abnormal 
or low abnormal laboratory value is not necessarily of clinical concern. The laboratory 
reference ranges will be provided on the listings of laboratory data. Clinical laboratory 
test results outside of the reference range will be flagged in the listings. 
 
To identify laboratory values of potential clinical importance, National Cancer Institute 
Common Terminology Criteria for Adverse Events (NCI-CTCAE v4.03) will be used to 
assign grades for relevant laboratory parameters. NCI-CTCAE v4.03 can be found at 
http://ctep.cancer.gov/reporting/ctc.html. 
 
For laboratory data which are not listed in the NCI CTCAE v4.03, a summary of values 
outside the normal range will be provided. 

 

16.8.1. ECG Parameters and Vital Signs 

For ECG and vital signs, outputs per the most updated IDSL standard up to the RAP 
effective date will be provided.  
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16.9. Appendix 9: Population Pharmacokinetic (PopPK) Analyses 

16.9.1. Population Pharmacokinetic (PopPK) Methodology 

Belantamab mafodotin, total mAb, and/or cys-mcMMAF plasma concentration-time data 
may be analyzed by population PK methods using a nonlinear mixed-effects modelling 
approach. 

The key objective of this analysis is to: 

• Predict individual pharmacokinetic parameter values for belantamab mafodotin, total 
mAb, and/or cys-mcMMAF  

16.9.1.1. Systems 

The population PK analysis will be performed using NONMEM (ICON Solutions) and 
PsN (Perl Speaks NONMEM) or another software platform deemed appropriate. 
Graphical displays and data summary will be produced using R (The R Foundation for 
Statistical Computing). The analysis will be performed by, or under the direct auspices 
of, Clinical Pharmacology Modelling and Simulation (CPMS), GlaxoSmithKline using 
the currently supported versions of all software packages. 

16.9.1.2. Data Assembly 

Participant data will be collected in the electronic CRF and will be transmitted into a 
validated database by GSK data management. Derived/processed variables will be 
provided by or under the guidance of Clinical Programming. Plasma samples will be 
analyzed using approved analytical methodology. Data will be transferred electronically 
to data managers to be processed and stored in the GSK database. GSK or a designated 
third party will generate the NONMEM input dataset. 

Previously combined belantamab mafodotin, total mAb, and/or cys-mcMMAF PK data 
may be merged with the PK data in Study 205207 in order to provide a pooled 
NONMEM data set. 

16.9.1.3. Model Development 

The analysis will use the then-current population pharmacokinetic model for each 
compound analyzed. 

Initially, empirical Bayes estimates will be derived applying the current population PK 
model to the Study 205207 dataset with the MAXEVAL=0 option. If the corresponding 
model diagnostics indicate that this population PK model is appropriate to represent the 
belantamab mafodotin, total mAb, and/or cys-mcMMAF data from Study 205207, then 
individual PK parameter estimates will be based on the current population PK parameter 
values. 

If the parameter set of the current population PK model applied to the Study 205207 
dataset results in substantial bias or if a further exploration of the covariate effect in the 
Study 205207 population is deemed necessary, the parameters of the current population 
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PK model will be re-estimated for the Study 205207 PK data alone and/or for a pooled 
dataset before generating the individual PK parameter estimates. Certain parameter 
values may be fixed to the value in the current population PK model, if they cannot be 
estimated with sufficient precision within the Study 205207 PK population. Covariates 
not available for the Study 205207 PK population but present in the current population 
PK model may be removed from the Study 205207 population PK model. Lastly, a model 
refinement step, if needed, will include, but may not be limited to, a qualification and 
possible modification of the model’s random effect structure. 

16.9.1.4. Model Qualification 

Any model development will be supported and the final model will be qualified using the 
following criteria where appropriate: 

• Scientific plausibility of parameter estimates 

• Goodness of fit plots 

• Relative standard errors (RSE) of the parameter estimates 

• Objective function value 

• Distribution and shrinkage of random effects; 

• Successful minimization and execution of covariance step 

• Condition number (ratio of the largest and smallest eigenvalue of the covariance 
matrix 

• Visual predictive check 

• Bootstrap (if deemed necessary/feasible) 
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16.12. Appendix 12: Example Mock Shells for Data Displays 

All data displays are available upon request. 
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