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1. LIST OF ABBREVIATIONS

Table 1: List of Abbreviations 

Abbreviation Term 

AE Adverse Event 

AAGP Alpha-1 Acid Glycoprotein 

ALT Alanine Aminotransferase 

AP Alkaline Phosphatase 

AST Aspartate Aminotransferase 

ATC Anatomical Therapeutic Chemical 

BOR Best Overall Response 

BLLQ Below the Lower Limit of Quantification 

BPP Bayesian Posterior Probability 

BSA Body Surface Area 

CI Confidence Interval 

CR Complete Response 

CrCl Creatinine Clearance 

CPK creatinine phosphokinase 

CRF Case Report Form 

CSR Clinical Study Report 

CTCAE Common Terminology Criteria for Adverse Events 

CV coefficient of variation 

DCR Disease Control Rate 

DOR Duration of Response 

ECG Electrocardiogram 

ECHO Echocardiogram 

ECOG Eastern Cooperative Oncology Group 

EOS end-of-study 

EOT end of treatment 

eCRF electronic case report form 

GGT Gamma-glutamyl transferase 

HBcAb hepatitis B core antibody 

HBsAg hepatitis B surface antigen 
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ULN Upper Limit of Normal 

UTD Unable to determine 

WHO World Health Organization 
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2. MODIFICATION HISTORY

Version History for SAP: 

Version Date Description 

Original 
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3. INTRODUCTION

The purpose of this statistical analysis plan (SAP) is to describe in detail the statistical 
methodology and planned analyses to be conducted for Study JZP712-201 for inclusion in the 
clinical study report (CSR).  The current version of the SAP is based on Protocol Amendment 2 
dated 14-Oct-2022.  Any additional analyses or deviation from the analyses outlined in this plan 
will be documented with rationale in the final CSR.  Mock tables, listings, and figure shells will 
be provided in a separate supporting document.  

This SAP complies with the International Conference on Harmonization (ICH) Harmonized 
Tripartite Guideline Topic E9, Statistical Principles for Clinical Trials.  

All decisions regarding the final analysis of the study results, as defined in this SAP, have been 
made prior to database lock of the study data.  

4. STUDY OBJECTIVES AND ENDPOINTS

4.1. Study Objectives 

4.1.1. Primary Objective 

To evaluate the antitumor activity of lurbinectedin in the selected advanced solid tumors. 

4.1.2. Secondary Objectives 

To evaluate the overall safety profile of lurbinectedin in the selected advanced solid 
tumors. 

To assess other antitumor efficacy parameters of lurbinectedin in the selected advanced 
solid tumors. 

 

 

 

4.2.  Study Endpoints 

4.2.1.   Primary Endpoint 

Investigator-assessed objective response rate (ORR) according to RECIST v1.1. 

4.2.2.   Secondary Endpoints 

Adverse events (AEs) and serious adverse events (SAEs) as graded by NCI CTCAE 
v.5.0.

Investigator-assessed duration of response (DOR) according to RECIST v1.1. 
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5. STUDY DESIGN

5.1.  Summary of Study Design 

This is an open-label, multicenter, phase 2 study of lurbinectedin monotherapy in participants 
with advanced (metastatic and/or unresectable) solid tumors. 

The study population comprises participants in 3 cohorts with advanced (metastatic and/or 
unresectable) urothelial cancer (UC), advanced (metastatic and/or unresectable) poorly 
differentiated neuroendocrine carcinoma (PD-NEC), or homologous recombination deficient 
(HRD)-positive tumor agnostic malignancies. 

This is a signal-seeking study of lurbinectedin 3.2 mg/m2 monotherapy Q3W.  Review of the 
safety and efficacy data will be performed on an ongoing basis by the sponsor.  The sponsor may 
decide to close a cohort or cohorts due to safety concerns, lack of efficacy or any other reasons. 
A cohort or cohorts may be expanded at the spo  discretion to greater than 20 participants if 
an efficacy signal is observed without any safety concerns. 

Beginning on Cycle 1 Day 1, participants still on study treatment will undergo tumor 
assessments per RECIST v1.1 every 6 weeks (± 7 days) through Week 36, regardless of 
treatment dose delays. After Week 36, tumor assessments will be required every 12 weeks (± 14 
days).  Participants will undergo tumor assessments until radiographic disease progression, 
withdrawal of consent, lost to follow-up, study termination by the sponsor, or death, EOT visit, 
or study termination, whichever occurs first.  After the EOT visit, all participants will be 
followed for survival by a telephone call every 3 months until at least 80% of participants in each 
cohort have died or withdraw consent or are lost to follow-up.  If a cohort closes due to futility, 
the OS follow-up for that cohort will end.  

The projected study duration for each participant will be approximately 17 months including: 
Screening Period (28 days), Intervention Period (9 months), Safety Follow-up Period (30 days), 
and OS Follow-up Period (6 months).   

An overview of the study design is illustrated in Figure 1 and details regarding study assessments 
are in Appendix 1.  
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Dose reduction levels are shown in Table 2. Up to 2 dose reductions are allowed per participant. 

Table 2: Lurbinectedin Dose Reduction Levels 

Dose Reduction Lurbinectedin Dose (mg/m2) 
1 (starting dose) 3.2 
-1 2.6 
-2 2.0 

Participants who continue to experience treatment-related toxicity and/or frequent dose delays 
after permitted dose reductions should be discontinued from the study. However, they can 
continue receiving the study intervention if objective clinical benefit is adequately documented 
by the Investigator, and upon agreement with the Sponsor. Once the dose has been reduced for 
an individual participant, it will not be re-escalated under any circumstance. 

Study intervention will continue until confirmed disease progression, withdrawal of participant 
consent, participant lost to follow-up, unacceptable toxicity, or the study or individual cohort is 
terminated by the sponsor, whichever comes first. 

5.3.  Power and Sample Size Considerations 

This is a nonrandomized multi-cohort signal finding study designed to assess the antitumor 
activity of lurbinectedin in terms of the ORR according to the RECIST v1.1 in three different 
advanced (metastatic and/or unresectable) solid tumors cohorts.  

This study includes up to a total of 60 participants in the initial assessment of efficacy in which 
each tumor cohort includes up to 20 participants.  If there is evidence of efficacy in a cohort, 
enrollment beyond 20 participants in the individual cohort may be considered. 

Each cohort will have up to 4 stages of enrollment: stage 1 at n = 12 and stage 2 at n = 20 for 
futility testing; if a cohort is expanded beyond 20 participants, the study may enroll into stage 3 
with an interim analysis to assess efficacy at n = 35, and a final stage 4 at n = 100 for the final 
analysis. 

bound of 70% confidence interval (CI) of ORR (10.5% to 33.4%) will exclude a 10% ORR 
(Table 3) and the cohort may continue.  This will provide approximately 85% confidence that the 
true ORR is > 10%, where a 10% or lower response rate is not clinically meaningful.  

Table 3: Two-sided, Exact CI of ORR Under Varying Scenarios for n = 20 

Sample 
Size 

No of 
Responders 

Observed 
ORR (%) 

70% CI of 
ORR (%) 

80% CI of 
ORR (%) 

90% CI of 
ORR (%) 

95% CI of 
ORR (%) 

20 4 20 (10.5, 33.4) (9.0, 36.1) (7.1, 40.1) (5.7, 43.7) 
5 25 (14.4, 38.8) (12.7, 41.5) (10.4, 45.6) (8.7, 49.1) 
6 30 (18.5, 44.0) (16.6, 46.7) (14.0, 50.8) (11.9, 54.3) 
7 35 (22.8, 49.1) (20.7, 51.8) (17.7, 55.8) (15.4, 59.2) 
8 40 (27.2, 54.1) (24.9, 56.7) (21.7, 60.6) (19.1, 63.9) 

Abbreviations: ORR: Objective response rate; CI: Confidence interval. 
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 (22.9% ORR) out of 35 participants in a cohort, the lower bound of 
95% CI of ORR (10.4% to 40.1%) will exclude a 10% ORR (Table 4) and the cohort may 
continue enrollment up to a total of 100 participants. 

 the lower bound of 
95% CI of ORR (12.7% to 29.2%) will exclude a 10% ORR (Table 4). 

Table 4: Two-sided, Exact CI of ORR Under Varying Scenarios for n = 35 and n=100 

Sample Size No of Responders Observed ORR (%) 95% CI of ORR (%) 
35 7 20.0 (8.4, 36.9) 

8 22.9 (10.4, 40.1) 
9 25.7 (12.5, 43.3) 

100 18 18.0 (11.0, 26.9) 
19 19.0 (11.8, 28.1) 
20 20.0 (12.7, 29.2) 

  Abbreviations: ORR: Objective response rate; CI: Confidence interval. 

5.4.  Randomization and Blinding 

Not applicable. This is a nonrandomized multi-cohort, open-label signal finding study. 

5.5.  Interim Analysis 

Review of the safety and efficacy data will be performed by the sponsor on an ongoing basis in 
this study.  

Assessment of the observed responses will be performed after enrollment of approximately 12 
and 20 efficacy-evaluable participants for treatment benefit. If no confirmed response per 
RECIST v1.1 is observed in approximately the first 12 evaluable participants of a cohort with at 
least two post-baseline evaluable tumor assessments, the recruitment of participants in that 
cohort will be stopped.   responses in the first 20 evaluable participants 
of a cohort, the recruitment of participants in the cohort will be stopped. There will be no pause 
in enrollment during the interim analysis of the first 12 evaluable participants of a cohort, and the 
futility boundary will be adjusted based on the actual number of participants at each stage. 

Interim futility monitoring will be implemented through the Bayesian Posterior Probability 
(BPP) approach with the prior distribution for ORR assumed to be Beta (0.5, 0.5).  Table 5 has 
the operating characteristics for futility of stopping at 12 and 20 participants.   

If no response is observed in the first 12 participants of a cohort, there is an 89% posterior 
probability that the actual response rate is 
first 20 participants of a cohort, there is a 70% posterior probability that the actual response rate 
is no more than 20%. 
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Unless otherwise specified, continuous data will be summarized using descriptive statistics 
comprising of the number of participants with data to be summarized (n), mean, standard 
deviation (SD), median, minimum (min) and maximum (max). Categorical variables will be 
tabulated by the frequency and proportion of participants falling into each category. 

All summaries, statistical analyses, data listings and figures will be completed using version 9.4 
of the Statistical Analysis System (SAS Institute, North Carolina, USA) unless otherwise noted. 
All figures will be generated with high resolution in black and white. Each summary, figure or 
data listing will include the data cutoff date in addition to the production date. 

7.2.  Baseline, Post Baseline, and Study Day Definitions 

7.2.1.  Baseline 

Baseline evaluations are defined as evaluations with a date on or prior to the date of the first dose 
of study treatment. If there are multiple valid observations in the Screening Period, then the latest 
non-missing observation on or before the first dose of study treatment will be used as the 
baseline for analyses. 

7.2.2.  Post-Baseline 

Post baseline evaluations are defined as evaluations taken after the date of the first dose of study 
treatment. 

The post-baseline period is further characterized into: 

A treatment period, which is the time period from the date of the first dose to the date of 
the last dose of study treatment 

A 30-day safety follow-up period after the last dose of study treatment 

An OS follow-up period, which is the period following the 30-day safety follow-up 
period after the last dose of study treatment until participants die or withdraw consent or 
are lost to follow-up or the cohort closes. If a participant is to permanently discontinue 
study intervention before disease progression, the participant will be followed for 
survival by telephone visits every 3 months until at least 80% of participants in each 
cohort have died, withdrawn consent, or are lost to follow-up. 

7.2.3.  Study Day 

The day of receiving the first dose of study treatment is defined as Study Day 1 or Day 1. All 
other study days will be computed relative to Day 1. Day 0 will not be used. The day before 
receiving the first dose of study treatment is Day -1 and the day after receiving the first dose of 
study treatment is Day 2. The following computation rules will be used: 

For events on or after Day 1, study day for a particular event or visit will be calculated as: 
Date event  Date Day 1 + 1. 

For events before Day 1, study day for a particular event will be calculated as: Date event 
Date Day 1. 
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7.2.4.  Visit Windows  

Analysis Visit windowing in general will not be applied. In the case of a retest (same visit 
number assigned), the latest available test results as provided in the data transfer for that 
visit/time point will be used for by-visit summaries. 

A 30-day safety follow-up period after the last dose of study treatment will be considered for 
assessing treatment-emergent adverse events (TEAEs). 

All scheduled and unscheduled visits will be included in by-participant listings. 

7.3.  Derived Variable Definitions 

7.3.1.  Treatment -Emergent Adverse Events 

Treatment-emergent adverse events are defined as AEs with an onset date on or after the date of 
the first dose of study treatment. An AE is a TEAE if it occurs up to 30 days after the last dose of 
study intervention. TEAEs can be pre-treatment AEs that worsen in CTCAE grade after the start 
of study treatment. 

7.3.2.  Creatinine Clearance (CrCL) 

The creatinine clearance will be calculated using Cockcroft-Gault formula (1976), defined as: 

for males and 

for females. Baseline weight will be used. 

7.4.  Handling of Missing and Partial Data 

7.4.1.  Missing Data 

Missing data occurs when any requested data is not provided, leading to blank fields on the 
collection instrument. These data will be indicated using plays. 
Note that if any non-date missing data is imputed, the imputed data will only be used in 

not considered to be missing data and will not be displayed as missing. 

Imputed dates will not be used to derive study day or duration. Imputed dates will be displayed 
in listings and identified as imputed. 

7.4.2.  Imputation of Non-date Missing Data 

Data used for evaluating efficacy and safety endpoints may be missing for technical reasons 
(e.g., unreadable scan, participant missed appointment). 

The primary efficacy analysis for ORR will be performed on the Efficacy-evaluable analysis set. 
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For participants without any post baseline disease assessment, the response will be imputed as 
non-responder for sensitivity analyses of ORR in the Safety analysis set.  

AEs and SAEs with missing relationship to study treatment will be considered related to study 
treatment for the purpose of analyses. 

AEs and SAEs with missing severity (CTCAE grade) will be considered missing for the purpose 
of analyses. 

7.4.3.  Incomplete and Missing AE Start Date 

The following imputation rules will be followed, when the AE start date is incomplete (e.g., only 
year is present, but month and day are missing) or completely missing: 

If year is missing (including the situation where the start date is completely missing), set 
the date to the first dose date. 

If year is present, and month and day are missing, or year and day are present, and month 
is missing,  

o if year = year of first dose, set the date to the first dose date,

o if year < year of first dose, set month and day to December 31st.

o if year > year of first dose, set month and day to January 1st.

If year and month are present, and day is missing, 

o if year = year of first dose, and

if month = month of first dose, set day to day of first dose; 

if month < month of first dose, set day to the last day of month; 

if month > month of first dose, set day to the first day of month; 

o if year < year of first dose, set day to the last day of month;

o if year > year of first dose, set day to the first day of month.

For all other cases that are not covered above, set the date to the first dose date. 

Imputed dates for AEs with partial dates will be used to identify treatment emergent AEs and for 
sorting in data listings. They will not be used to calculate duration of AEs. If an AE start or end 
date is completely missing, then the duration of the AE will be set to missing and the AE will be 
considered treatment emergent. 

7.4.4.  Incomplete and Missing Prior and Concomitant Medication Start Date 

The following imputation rules will be followed, when the prior and concomitant medication 
start date is incomplete (e.g., only year is present, but month and day are missing) or completely 
missing: 

If year is missing (including the situation where the start date is completely missing), do not 
impute, and the start date will be treated as missing in the analysis.  Medications with 
missing start date will be considered concomitant for the purpose of summary tables. 
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If year is present, and month and day are missing, set month and day to January 1st. 

If year and month are present, and day is missing, set day to the first day of month. 

If year and day are present, and month is missing, set month to January. 

7.4.5.  Incomplete and Missing Prior and Concomitant Medication End Date 

The following imputation rules will be followed, when the prior and concomitant medication end 
date is incomplete (e.g., only year is present, but month and day are missing) or completely 
missing: 

If it is indicated that the medication is ongoing (i.e.
this 

medication. 

If year is missing (including the situation where the end date is completely missing), do 
not impute, and the end date will be treated as missing in the analysis. 

If year is present, and month and day are missing, set month and day to December 31st. 

If year and month are present, and day is missing, set day to the last day of month. 

If year and day are present, and month is missing, set month to December. 

7.5.  Hypotheses Testing 

This nonrandomized multi-cohort signal finding study will use estimation rather than hypothesis 
testing to characterize the ORR for each cohort.  

7.6.  Level of Significance & Multiplicity Adjustment 

Not applicable. 

7.7.  Subgroups and Subgroup Analyses 

No subgroups and subgroup analyses are planned. However, the influence of baseline and 
demographic characteristics on the treatment effect may be explored via exploratory subgroup 
analyses if the number of subjects in the subgroup category is >= 5. 

7.8.  Changes to Planned Analyses 

None. 

8. STUDY POPULATION SUMMARIES

8.1.  Enrollment 

All participants who signed informed consent will be accounted in this study (Enrolled analysis 
set). 
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The number of participants screened, number of screen failures and reasons for screen failure 
(did not meet eligibility criteria, withdrew consent, adverse event, investigator discretion, lost to 
follow-up, study enrollment closed, other) will be summarized overall and by assigned cohort (as 
per IRT) and details will be included in a data listing using Enrolled analysis set.  

The number and percentage of participants included in each analysis set (Safety, Efficacy 
Evaluable, and reason(s) for exclusion from each analysis set will 
be summarized by assigned cohort: UC, PD-NEC, HRD-positive tumor agnostic malignancies. 
Percentages for Safety analysis set will be based on number of enrolled participants in each 
cohort. Percentages for Efficacy Evaluable analysis sets will be 
based on number of participants in each assigned cohort in Safety analysis set. 

8.2.  Disposition 

Participant disposition will be summarized (number and percentage) overall and by assigned 
cohort for Enrolled analysis set. Participant disposition data, including study treatment 
completion, study treatment discontinuation, study completion, study withdrawal, primary reason 
for study treatment discontinuation, and primary reason for study withdrawal as provided on the 
CRF, will be listed by participant for Enrolled analysis set. Study treatment completion and study 
completion status will be assessed based on corresponding CRF pages. The number and 
percentage of participants followed-up for survival status will be summarized by assigned cohort 
and listed for Safety analysis set. 

If a participant completes the study per protocol, the last on-study date is the last visit date for 
this participant; if a participant terminates the study early, the date entered in the early 
termination folder in eCRF is the last on-study date for this participant.  

8.3. Protocol Deviations 

Protocol deviations will be categorized as important and non-important. Important protocol 
deviations will be summarized descriptively for participants with at least one important protocol 
deviation by cohort. The summary will include the following subtypes: 

Inclusion criteria not met 

Exclusion criteria not met 

Expired/compromised IP administered 

Subject dose not modified per protocol 

Incorrect dose of study treatment 

Failure to take action in response to apparent toxicity and failure to appropriately monitor 
the patient with toxicity 

Missed pregnancy test 

Failure to complete any efficacy assessments (e.g., imaging evaluations) at any timepoint 
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Failure to obtain initial informed consent, or obtaining informed consent after initiation 
of study procedures 

Use of an invalid/outdated consent form 

Prohibited medication taken or prohibited treatment given 

Falsification of source documentation 

Significant PI or staff misconduct or fraud 

Breach of confidentiality of participant/data privacy 

IRB approval lapse 

Non-compliance with protocol withdrawal criteria 

Significant, repeated protocol non-compliance that significantly impacts participant 
safety and/or the integrity of the study conduct or study data 

Every subtype will be kept in the summary even if it has 0 participants. A participant with more 
than one important protocol deviation will be counted only once in the total number of 
participants with at least one important protocol deviations. A by-participant listing of all 
protocol deviations will be provided with deviation subtype, description, and a flag for important 
protocol deviation. 

8.4.  Demographic and Baseline Characteristics 

Demographic data and other baseline characteristics will be summarized using descriptive 
statistics overall (across all cohorts) and by assigned cohort for the Safety analysis set and 
Efficacy evaluable analysis set. The denominator for percentages will be the number of 
participants in each cohort with non-missing data available for the variable of interest. All 
demographic data and other baseline characteristics will be included in by-participant data 
listings using Safety analysis set. 

The following demographic and baseline disease characteristics will be included in the 
summaries mentioned above: 

Age (years) at informed consent (as continuous variable) 

Age group at informed consent: <65 years,  65 years  

Sex at birth (male, female) 

Childbearing potential (female participants only) (yes/no) 

Race (American Indian or Alaska Native, Asian, Black or African American, Native 
Hawaiian or Other Pacific Islander, White, Multiple, Other, or Not Reported) 

Ethnicity (Hispanic or Latino, Not Hispanic or Latino, or Not Reported) 

Weight at baseline (kg) 

Height at baseline (cm) 

Body surface area (BSA) (m2) 
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Alcohol use 

Tobacco use 

Baseline creatinine clearance (CrCL) 

Baseline ECOG performance status (0, 1) 

Baseline results for biochemistry, hematology, coagulation laboratory tests, urinalysis, vital 
signs, and ECG test results will be reported in the corresponding summary tables and listings for 
each safety endpoint.  

8.5.  Disease Characteristics 

Oncology history will be summarized descriptively by cohort using the Safety analysis set and 
for Efficacy evaluable analysis set for the following: 

Initial disease diagnosis (histopathologic diagnosis) 
Time (months) since initial disease diagnosis (histopathologic diagnosis) to first dose 
date 
Stage at diagnosis (0, 1, 2, 3, 4) 
Cancer stage at enrollment (TNM staging) (0, 1, 2, 3, 4) 
Histopathology (urothelial cancer, large cell neuroendocrine tumor of lung, HRD positive 
endometrial, HRD positive biliary tract, HRD positive breast TNBC, HRD positive 
HR+HER2-, HRD positive pancreas, HRD positive gastric/esophageal solid tumor, other) 
Mutation type (germline, somatic, unknown) for HRD-positive tumor agnostic 
malignancies cohort only 

Time since initial disease diagnosis (months) = (first dose date  date of initial disease diagnosis 
+ 1)/30.4375. Partial dates for initial disease diagnosis will not be imputed, and time since initial
diagnosis will be set to missing.

Planned summaries for prior oncology treatments including prior anti-cancer mediation, prior 
anti-cancer radiotherapy, prior anti-cancer procedure or surgery are described in Section 8.7. 

All disease characteristics will be included in by-participant data listing using Safety analysis set. 

8.6.  Medical History 

Medical conditions collected on the Medical History page of the CRF will be coded using the 
Medical Dictionary for Regulatory Activities (MedDRA) version 25.0. Summary of medical 
history by system organ class (SOC) and preferred term (PT) will be provided using the Safety 
analysis set by cohort and across cohorts.  A participant will only be counted once within a 
particular SOC (PT) even if he/she has multiple conditions/diseases in the same SOC (PT). 
Summary results will be ordered by descending frequency of SOC and PT within each SOC. If 
the frequencies tie, an alphabetic order will be applied. 

A listing of medical history will be provided with the start date, ongoing (yes or no), and the end 
date, if not ongoing. 
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8.7.  Prior Anti-Cancer Therapy 

Prior anti-cancer therapy is defined as those taken by the participant prior to the administration 
of study treatment. Prior anti-cancer therapy, including systemic therapy, radiotherapy, and 
procedure or surgery, will be summarized descriptively by cohort for the safety analysis set. 

8.7.1.  Prior Systemic Anti-Cancer Therapy 

Prior systemic anti-cancer therapy will be coded to Anatomical Therapeutic Chemical (ATC) 
Level 4 and PT using the World Health Organization Drug Dictionary (WHODrug) version Mar 
2022. 

For prior systemic anti-cancer therapy, the following summary results will be prepared: 

Number and percentage of participants with at least one prior systemic anti-cancer 
therapy 
Number and percentage of participants with 1, 2, 3, 4, and  5 previous lines of therapy 
Number of maximum number of regimens of prior systemic anti-cancer therapy 
Time (months) from completion of the most recent prior systemic anti-cancer therapy to 
study treatment (< 3,  3 - < 6,  6 months), which is calculated as (date of first dose of 
the study treatment date of last dose of the most recent prior systemic anti-cancer 
therapy + 1)/ 30.4375. 
Characteristics of the most recent prior systemic anti-cancer therapy: type of prior 
systemic anti-cancer therapy, best response, reason therapy ended, and time (months) 
from completion of the most recent prior systemic anti-cancer therapy to 
progression/recurrence [calculated as date of progressions/recurrence date of last dose of 
the most recent prior systemic anti-cancer therapy + 1)/ 30.4375].   

All prior systemic anti-cancer therapy will be presented in a participant listing using Safety 
analysis set. Listing will include regimen number, route, start/stop date (or ongoing), best overall 
response (and date), progressive disease date, and reason therapy ended. 

8.7.2.  Prior Anti-Cancer Radiotherapy 

The number and percentage of participants with at least one prior anti-cancer radiotherapy will 
be summarized by cohort using Safety analysis set. 

All prior anti-cancer radiotherapy will be presented in participant listing using Safety analysis 
set. Listing will include treatment intent, start/stop date, and setting. 

8.7.3.  Prior Anti-cancer Procedure or Surgery 

Prior anti-cancer procedure or surgery will be coded to SOC and PT using MedDRA version 
25.0. 

The prior anti-cancer procedure or surgery will be summarized by presenting the number and 
percentage of participants by PT and SOC. Participants with the same procedure or surgery 
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reported multiple times will only be counted once for that PT or SOC. Summary results will be 
ordered by descending order of incidence of SOC and PT within each SOC.  If the frequencies 
tie, an alphabetic order will be applied. 

All prior anti-cancer procedure or surgery will be presented in a participant listing including 
intent for procedure or surgery, date, and result. 

8.8.  Subsequent Anti-Cancer Therapy 

Subsequent anti-cancer therapy is defined as an anti-cancer therapy administered after the 
discontinuation of the study treatment. Number and percentage of participants receiving 
subsequent anti-cancer therapies, where categories include subsequent systemic therapy, 
subsequent surgery for cancer treatment, and subsequent radiotherapy for cancer treatment, will 
be summarized descriptively by cohort for the Safety analysis set. Summary results will include: 

Number and percentage of participants with at least one subsequent anti-cancer therapy 

Number and percentage of participants by type of therapy 

Number and percentage of participants with 1, 2, and 3 subsequent anti-cancer therapy 
(agents) 

Number of maximum number of regimens (agents) of subsequent systemic anti-cancer 
therapy 

All subsequent anti-cancer therapies will be presented in participant listing using Safety analysis 
set. Listing will include therapy type, regimen number, start/stop date (or ongoing), dose and 
units, progressive disease date. 

8.9.  Prior and Concomitant Medications 

Prior and concomitant medications will be coded to ATC level 4 and PT using WHODrug 
version Mar 2022. 

Medications taken prior to the first dose of study treatment and continuing beyond the first dose 
of study treatment or those medications started on or after the first dose of study treatment but 
within 30 days of last dose received (the 30-day safety window) 

Medication with start date/time being partially or completely missing will be assumed to be 
concomitant if it cannot be shown that the medication was not administered during the treatment 
period. 

The prior medications will be summarized by presenting the number and percentage of 
participants by PT and ATC level for each cohort using Safety analysis set. Participants taking 
the same medication multiple times will only be counted once for that PT or ATC level.  Each 
summary will be ordered by descending order of incidence of ATC level and PT within each 
ATC level. If the frequencies tie, an alphabetic order will be applied.  

Concomitant medications will be summarized in a similar way. 
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All prior and concomitant medications will be presented in participant listing using Safety 
analysis set. 

8.10.  Concomitant Procedures 

Medical or surgical procedures that started after the first dosing date of the study treatment and 
within 30 days of the last dose received (the 30-day safety window) 

Concomitant medical or surgical procedures will be classified using the MedDRA version 25.0. 

The concomitant medical or surgical procedures will be summarized by presenting the number 
and percentage of participants by PT and SOC. Participants having the same medical or surgical 
procedure multiple times will only be counted once for that PT or SOC. Each summary will be 
ordered by descending order of incidence of SOC and PT within each SOC.  If the frequencies 
tie, an alphabetic order will be applied. Results will be presented by cohort using Safety analysis 
set. 

All concomitant medical or surgical procedures will be presented in participant listing using 
Safety analysis set. 

9. EFFICACY

All efficacy analyses will be performed using the Efficacy-Evaluable Analysis Set, separately for 
each of the 3 cohorts, unless otherwise specified.  

Primary analysis of objective response rate (ORR) 
assessment, unless noted otherwise. 

-sided 0.05. CIs for all efficacy
endpoints will be at the two-sided 95% level. Point estimates and confidence bounds for efficacy 
endpoints will be rounded to the second decimal place. 

A by-participant listing of efficacy results will be presented for each of the cohorts including 
treatment duration, progression date, death date, and all the other efficacy endpoints. 

9.1.  Primary Efficacy Endpoint and Analysis 

9.1.1.  Primary Analysis 

The primary efficacy endpoint is the objective response rate (ORR). 

Best overall response (BOR) is defined as the best response recorded between the date of the first 
dose of study treatment and the date of objectively documented progression per RECIST v1.1, or 
the date of subsequent anticancer therapy, death due to any cause, loss to follow-up, or study 
discontinuation, whichever occurs first. Best overall response (BOR) will be determined 
programmatically in the analysis of the study results as the best timepoint response that a 
participant achieves during the study (recorded between the date of the first dose of study 
treatment and the date of objectively documented progression per RECIST v1.1), with the 
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response ranked according to the following order (from best to worst): complete response (CR) > 
partial response (PR) > stable disease (SD) > progressive disease (PD). 

The first post-baseline tumor imaging assessment should occur 6 weeks (+/- 7 days) from the 
first dosing date. A response of SD can only be made after the participant is on-study for a 
minimum of 35 days from the date of the first dose. The number and percentage of participants 
in each category of BOR (CR, PR, SD, PD, not evaluable [NE]) will be presented by each 
cohort.   

The ORR is defined as the proportion of participants whose BOR is investigator-assessed 
confirmed CR or PR using the RECIST v1.1.  The ORR will be summarized by a binomial 
response rate for each cohort and its corresponding two-sided 95% exact CIs using the Clopper 
and Pearson method (Clopper 1934).  

The calculation of the ORR and its corresponding two-sided 95% exact CIs will be carried out 
using the PROC FREQ procedure with the exact binomial option in SAS version 9.4. 

A by-participant listing of best overall response will be presented by each cohort including best 
overall response and dates of CR/PR/progression. 

9.1.2.  Sensitivity Analyses 

Not applicable. 

9.1.3.  Subgroup Analyses 

The influence of baseline and demographic characteristics on the treatment effect may be 
explored via exploratory subgroup analyses if the number of subjects in a subgroup category is 
>=5. 

9.2.  Secondary Efficacy Endpoints and Analyses 

9.2.1.  Duration of Response (DOR) 

The investigator-assessed objective response will be further characterized by the DOR. DOR will 
be evaluated for responders (confirmed CR and PR) only. 

DOR is defined as the time (months) from first confirmed response (CR or PR) to the date of the 
first documented tumor progression as determined using RECIST v1.1 criteria or death due to 
any cause, whichever occurs first.   

The following censoring rules will be applied to DOR: 
Participants who do not progress or die will be censored on the date of their last evaluable 
tumor assessment. 
Participants who started a new anticancer therapy without a prior reported progression 
will be censored on the date of their last evaluable tumor assessment on or prior to the 
initiation of first subsequent anticancer therapy. 
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Participants who are lost to follow-up or discontinued from the study without a prior 
reported progression and without start of subsequent anticancer therapy will be censored 
on the date of their last evaluable tumor assessment on or prior to the date of loss to 
follow-up or study discontinuation.  

A by-participant listing will be presented including actual cohort, best response, duration of 
response, whether the participant was censored for duration of response, and if so, the reason. 

 

 

 
 

 
 

10. SAFETY

Safety analyses will be based on the Safety Analysis Set. 

10.1.  Exposure 

10.1.1.  Extent of Exposure 

Exposure of study treatment (duration of exposure, number of cycles of treatment received, 
cumulative dose, dose intensity, and relative dose intensity) will be summarized by cohort and 
listed by participant using Safety analysis set. 

The summary results will include the following: 

Number of cycles administered per participant (median, range) 

Number and percentage of participants with 1, 2, 3, 4, 5, 6 cycles administered 

Duration of lurbinectedin exposure (weeks), derived as [(date of last dose - date of first 
dose) + 1]/7 

Cumulative lurbinectedin dose (mg/m2), calculated as sum of the doses received from the 
first cycle until the last cycle, including the dose received in the last cycle, and corrected 
by BSA 

Intended dose intensity (mg/m2/week), calculated as the planned dose per cycle divided 
by the planned number of weeks per cycle 

Absolute dose intensity (mg/m2/week), calculated as the cumulative lurbinectedin dose 
divided by the number of weeks of treatment, where the number of weeks of treatment is 
derived as [(date of last dose - date of first dose) + 21]/7  
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Relative dose intensity (%), calculated as the ratio of absolute dose intensity divided by 
the intended dose intensity 

Number and percentage of participants with dose reduction (at least one, 1 dose 
reduction, 2 dose reductions); reasons for dose reductions will be included in by-
participant data listing only 

Number and percentage of participants with incomplete infusions (i.e., infusions noted as 
interrupted and not restarted on eCRF) at least once, 1 time, 2 times, 3 or more times) 

10.1.2.  Treatment Compliance 

Not applicable. 

10.2.  Adverse Events 

Adverse events recorded in the CRF will be coded to SOC and PT using MedDRA version 25.0. 

Unless otherwise noted, the AE summaries will be provided by SOC and PT; SOCs will be 
ordered alphabetically, with PTs within an SOC sorted in descending order of frequency. A 
participant will be counted only once at each level of summarization. If a participant has multiple 
episodes of events coded to the same preferred term, the participant will be counted just once 
while summarizing for that preferred term and at maximum severity (when applicable).  

All AE summary tables will be generated overall (across all cohorts). 

10.2.1.  Treatment Emergent Adverse Events (TEAEs) 

Treatment-emergent adverse events (TEAE) are defined as AEs with an onset date on or after the 
date of the first dose of the study treatment and within 30 days of last dose received (the 30-day 
safety window). TEAEs can be pre-treatment AEs that worsen in CTCAE grade after the start of 
study treatment. For the purpose of determining treatment-emergent, incomplete and missing AE 
start dates will be imputed as specified in Section 7.4.3. 

Treatment- Is this 
adverse event related to study treatment [lurbinectedin
investigators do not record the relationship to lurbinectedin will be considered as related to 
lurbinectedin for summary purposes. By-participant listings for those events for which the 
investigator does not record relationship to lurbinectedin will show treatment relationship as 
missing.   

The severity of AEs will be recorded using the Common Terminology Criteria for Adverse 
Events (CTCAE), version 5.0. Adverse events are graded by the investigator as Grade 1 (mild), 
Grade 2 (moderate), Grade 3 (severe), Grade 4 (life threatening), or Grade 5 (fatal). The severity 

summaries and listings and will be considered the least severe for the purposes of sorting for data 
presentation. 

The following summaries of TEAEs (number and percentage of participants) will be provided 
overall (across all cohorts) using Safety analysis set: 
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Summary of any TEAEs by worst CTCAE grade (any grade, grade 3-4, grade 5) 
presented by SOC/PT 

Summary of TEAEs by PT (decreasing frequency) 

o Any grade

o Grade 3-4

o Grade 3

Summary of any non-serious TEAEs by worst CTCAE grade (any grade, grade 3-4, 
grade 5) presented by SOC/PT 

Summary of treatment-related TEAEs by worst CTCAE grade (any grade, grade 3-4, 
grade 5) presented by SOC/PT 

Summary of treatment-related TEAEs by PT (decreasing frequency) 

A by-participant TEAE listing will be provided with participant identifier, cohort, SOC, PT, start 
date, end date, severity grade, seriousness, relationship to lurbinectedin, and outcome of the AE 
using Safety analysis set. 

10.2.2.  Serious Adverse Events (SAEs) 

reconciled with the SAE database 
before the final database lock. 

The following summaries of SAEs (number and percentage of participants) will be provided 
across the cohorts using Safety analysis set: 

Summary of SAEs by worst CTCAE grade (any grade, grade 3-4, grade 5) presented by 
SOC/PT 

Summary of treatment-related SAEs by worst CTCAE grade (any grade, grade 3-4, grade 
5) presented by SOC/PT

All analyses will be conducted from the first dosing date of study treatment to the last date of the 
30-day safety window.

A by-participant SAE listing will be provided using Safety analysis set. 

10.2.3.  TEAEs Leading to Study Treatment Discontinuation 

TEAEs leading to study treatment 
 recorded in the CRF. 

The following summaries of TEAEs leading to study treatment discontinuation (number and 
percentage of participants) will be provided across the cohorts using Safety analysis set: 

Summary of TEAEs leading to study treatment discontinuation by worst CTCAE grade 
(any grade, grade 3-4, grade 5) presented by SOC/PT 

Summary of treatment-related TEAEs leading to study treatment discontinuation by 
worst CTCAE grade (any grade, grade 3-4, grade 5) presented by SOC/PT  
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The analyses will be conducted from the first dosing date of study treatment to the last date of 
the 30-day safety window. 

All TEAEs leading to study treatment discontinuation will be included in a by-participant listing 
including but not limited to participant identifier, cohort, SOC, PT, start date, end date, severity 
grade, relationship to lurbinectedin, seriousness, and outcome of the AE using Safety analysis 
set. 

10.2.4.  TEAEs Leading to Dose Modification 

TEAEs leading to dose modification (dose delay/reduction) Action Taken with 
Study Treatment = Drug  recorded in the CRF. 

The following summaries of TEAEs leading to dose modification (number and percentage of 
participants) will be provided across the cohorts using Safety analysis set: 

Summary of TEAEs leading to dose delay/reduction by worst CTCAE grade (any grade, 
grade 3-4 presented by SOC/PT 

Summary of treatment-related TEAEs leading to dose delay/reduction by worst CTCAE 
grade (any grade, grade 3-4) presented by SOC/PT  

The analyses will be conducted from the first dosing date of study treatment to the last date of 
the 30-day safety window. 

All TEAEs leading to dose modification will be included in a by-participant listing including but 
not limited to participant identifier, cohort, SOC, PT, start date, end date, severity grade, 
relationship to lurbinectedin, seriousness, and outcome of the AE using Safety analysis set. 

10.2.5.  Deaths  

Deaths will be summarized descriptively across the cohorts: 

All deaths, reasons for death 

Deaths within 30 days of the last dose received (the 30-day safety window), reasons for 
death 

A by-participant listing of deaths will be provided for all enrolled participants population, in 
which deaths within the 30-day safety window will be flagged. 

10.2.6.  Adverse Events of Special Interest 

Not Applicable. 

10.2.7.  Overall Summary of Adverse Events 

A general summary of AEs will be provided with the number and percentage of participants in 
the Safety analysis set who experienced the following types of events across the cohorts: 

Participants with any TEAE 

Participants with any Treatment-Related TEAE 

Participants with TEAE by Worst CTCAE Grade 
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Other Screening tests Serology (HIV antibody, HBsAg, and hepatitis C virus antibody) 

ALT=alanine aminotransferase; AP=alkaline phosphokinase; AST=aspartate aminotransferase; CPK=creatinine 

phosphokinase; GGT=gamma-glutamyl transferase; HBcAb=hepatitis B core antibody; HBsAg=hepatis B surface 

antigen; hCG=human chorionic gonadotropin; HCV=hepatitis C virus; HIV=human immunodeficiency virus; 

LDH=lactate dehydrogenase; PT=prothrombin time; PTT=partial thromboplastin time; ULN=upper limit of normal. 

For all hematology, coagulation and biochemistry tests, the laboratory values at baseline and 
each of the post-baseline assessments until EOT visit will be summarized and presented using 
descriptive statistics, along with the number and percentage of participants with tests not done. 

For each of the post-baseline assessments, change between baseline and that assessment in a 
specific laboratory value will be calculated as follows, 

Change in lab value = [Lab value at the post-baseline assessment]  [Lab value at baseline], 

and will be summarized and presented using descriptive statistics.  

If the laboratory value is not done or missing at either baseline or a specific post-baseline 
assessment for a participant, change between baseline and that assessment will be treated as 
unknown.  For each of the post-baseline assessments, the number and percentage of participants 
with unknown changes between baseline and that assessment will also be presented. 

The non-protocol specified tests (if any reported), and urinalysis results will not be summarized; 
they will only be included in by-participant listings. 

Data recorded by the laboratory will be converted to the International System of Units (SI) and 
summary tables will be generated using both SI and Conventional units.   

i.e., below the lower limit of
i.e., above the upper limit of quantification (ULQ), will be

converted to X for the purpose of quantitative summaries, but will be presented as recorded, i.e., 

Clinical laboratory results will be graded according to CTCAE criteria, CTCAE v5.0 criteria 
(Appendix 2).  The frequency and percentage of participants with each CTCAE grade for each 
visit during the treatment period will be described by cohort. Both the scheduled and 
unscheduled assessments will be used to identify the worst post-baseline values. 

Listings of all laboratory data with results reported using SI and Conventional units, normal 
reference ranges, and CTCAE grades (when possible) will be provided using Safety analysis set. 

Pregnancy test results and other screening tests will be included in by-participant listings only. 

10.4.  Vital Signs 

Systolic blood pressure (mmHg), diastolic blood pressure (mmHg), pulse rate (beats/min), 
respiratory rate (breaths/min), body temperature (C) at baseline and each of the post-baseline 
assessments will be summarized and presented using descriptive statistics across the cohorts 
using Safety analysis set. For each of the post-baseline assessments, the change between baseline 
and that assessment in a specific vital sign will be calculated as follows:  

Change in vital sign = [post-baseline assessment]  [baseline assessment], 
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and will be summarized and presented using descriptive statistics. 

If a specific type of vital sign is not done or missing at either baseline or a specific post-baseline 
assessment for a participant, change between baseline and that assessment will be treated as 
unknown. For each of the post-baseline assessments, the number and percentage of participants 
with unknown changes between baseline and that assessment will also be presented.   

A listing of clinically significant abnormalities post baseline as judged by the investigator will be 
provided. For each participant and each vital sign, if there is at least one abnormal result, all 
results at all visits for that vital sign will be included in the listing.  

The following values will be summarized: 

Systolic pressure < 60 or > 160 mmHg 

Diastolic pressure < 50 or > 100 mmHg 

Pulse rate < 40 or > 120 beats per minute 

Respiratory rate < 10 or > 40 breaths per minute 

Temperature < 36 or > 39 degrees Centigrade 

All vital signs will be listed by participant using Safety analysis set. 

10.5.  ECG 

A single 12-lead ECG will be obtained during screening using an ECG machine that 
automatically calculates the HR and measures PR, QRS, QT, and QTc intervals. A by-participant 
listing including heart rate (beats/min, PR Interval (msec), QRS duration (msec), QT interval 
(msec), QTcB (msec), QTcF (msec), ECG Interpretation and any abnormal findings will be 
prepared using Safety analysis set.  

10.6.  ECOG Performance Status 

ECOG will be assessed at screening, on Day 1 of each cycle, and at EOT. The frequency and 
percentage of participants with each ECOG score level will be summarized by visit and across 
cohorts using Safety analysis set. 

A listing of ECOG score for all participants will be provided using Safety analysis set. 

10.7.  Physical Examination 

A complete physical examination will be conducted at screening, on Day 1 of each cycle, and at 
EOT. Height will be collected at screening only. BSA will be recalculated on Day 1 of each 
treatment cycle and for any change (higher or lower) of the baseline value 10% the dose will be 
adjusted. 

A listing of physical examination data for all participants will be provided using Safety analysis 
set. Listing will include height (screening value), weight, BSA, BSA change from baseline value 
for all post-baseline visits. 
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10.8.  AAGP 

One blood sample for the evaluation of Alpha-1 Acid Glycoprotein (AAGP) will be collected at 
the end of the lurbinectedin infusion (± 5 min) on Cycle 1 Day 1 (C1D1) from all participants. 
The serum AAGP will be summarized by cohort using Safety analysis set and analyzed using 
summary statistics such as mean, SD, median, minimum, and maximum values. A by-participant 
listing of serum AAGP data will be provided for each cohort using Safety analysis set. 
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12. PHARMACODYNAMIC ANALYSES

Not applicable. 
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