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1.0 ADMINISTRATIVE STRUCTURE

2.0 INTRODUCTION

3.0 STUDY OBJECTIVES

3.1 Primary Objective

3.2 Secondary Objectives
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4.0 STUDY ENDPOINTS

4.1 Primary Efficacy Endpoint

4.2 Secondary Efficacy Endpoints
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5.0 OVERALL STUDY DESIGN AND PLAN

5.1 Study Design
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Figure 1: Study Schematic

Phase 2 Study of NKTR-214+Nivo: CURRENT
Amendment 3.0: single-arm

Open-Label Treatment Follow Up

Follow-up visits 
and survival 

follow-up until 
death

Patients with untreated
metastatic or unresectable urothelial 
cancer who are cisplatin-ineligible

N=190a

Screening

Treat until RECIST 1.1 defined 
progression or 

unacceptable toxicity 
for up to 2 years

NKTR-214 0.006 mg/kg IV + 
Nivolumab 360 mg IV 

q3w 

5.2 Study Medications
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5.2.1 Bempegaldesleukin Combined with Nivolumab

5.3 Pharmacokinetic, Pharmacodynamic, and Biomarker Study Measurements and 
Endpoints

5.3.1 Blood Sampling Times



Protocol 18-214-10/CA045-012 Statistical Analysis Plan bempegaldeskeukin (NKTR-214) and nivolumab

Nektar Therapeutics Page 16 of 75
Confidential and Proprietary 22 Feb 2022

Table 1: Pharmacokinetic, Immunogenicity, and Blood Biomarker Sampling 
Schedule

Study Cycle/Day
Cycle = every 

3 weeks

Event 
(Relative to 

Start of Bempeg
Infusion)

Time 
(Relative to Start of 
Bempeg Infusion)

Hour:Min

Bempeg Blood 
Samples

Nivo Blood 
Samples

BiomarkerPKe IMG PK IMG

5.3.1.1 Tumor Biopsy Times
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Table 2: Tumor Biopsy Sample Schedule

Collection Timing Tumor Biopsy

5.3.2 Pharmacokinetic Measurements and Endpoints
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5.5 Immunogenicity Measurements and Endpoints

6.0 STATISTICAL CONSIDERATIONS

6.1 General Considerations
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6.2 Determination of Sample Size

6.3 Analysis Populations

Screened patients

Enrolled patients
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NKTR-214, Nivolumab or GemCarbo Treated Population

Treated Population

Treated PD-L1 Low Population:

Treated PD-L1 High Population:

BICR Measurable Disease Treated Population

BICR Measurable Disease Treated PD-L1 Low Population:

BICR Measurable Disease Treated PD-L1 High Population:

Pharmacokinetics Population:

Immunogenicity Population

BICR Efficacy Evaluable Population
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6.4 Handling of Missing Data

6.4.1 Prior and Concomitant Medication
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6.4.2 Cancer History and Prior Systemic Cancer Therapy

6.4.3 Subsequent Anti-Cancer Therapy

o

o

o
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o

6.4.4 Adverse Events
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6.4.5 Death

6.4.6 Other Imputation

6.5 Definitions
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6.6 Visit Windows

-

-
-

-

7.0 STATISTICAL ANALYSIS

7.1 Patient Disposition

7.2 Important Protocol Deviations
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o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o
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o

o

o

o

o

 

7.3 Demographics and Other Baseline Disease Characteristics
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.

7.3.1 Medical and Cancer History
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7.3.2 Prior Systemic Cancer/Oncology Therapies

7.3.3 Surgical History and Prior Radiotherapy

7.4 Treatments and Medications

7.4.1 Prior and Concomitant Medications
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7.4.2 Concomitant Radiotherapy/ Procedures
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7.4.3 Subsequent Anti-Cancer Therapy

7.4.4 Immune Modulating Medication

7.4.5 Study Drug Exposure 
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7.5 Efficacy Analysis

7.5.1 Analysis of Primary Endpoint: ORR by BICR in Treated PD-L1 Low 
Population
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7.5.2 Analysis of Secondary Efficacy Endpoints 

7.5.2.1 ORR by BICR in the Treated Population

7.5.2.2 Duration of Response per BICR  

7.5.2.3 ORR and DOR by Investigator in Treated PD-L1 Low Population and Treated 
Population

7.5.3 Analysis of Exploratory Efficacy Endpoints

7.5.3.1 Progression-Free Survival by BICR and by Investigator in Treated Populations
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Table 3: PFS Analysis: Date of Progression or Censoring

Situation Date of Disease Progression or Censoring Outcome

7.5.3.2 Sensitivity analysis of PFS by BICR and by Investigator
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Table 4: PFS Sensitivity Analysis: Date of Progression or Censoring

Situation Date of Disease Progression or Censoring Outcome

7.5.3.3 Concordance Between BICR and Investigator Assessment of Progression
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7.5.3.4 Overall Survival

7.5.3.5 Current Status of PFS and OS Follow-up

7.5.3.6 Time to Response by BICR and Investigator
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7.5.3.7 ORR by BICR in Treated PD-L1 High Population

7.5.3.8 DOR by BICR and by Investigator in the Treated PD-L1 High Population 

7.5.3.9 ORR and DOR in BICR Efficacy Evaluable Population

7.5.3.10 Clinical Benefit Rate by BICR and Investigator 
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7.5.4 Subgroup Analyses

o

o

o

o
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7.6 Health-Related Quality of Life (HRQoL)

7.6.1 EQ-5D-3L

7.6.2 EORTC Quality of Life Questionnaire
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Raw score

Linear transformation
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Table 5: Scoring for QLQ-C30 version 3.0

Scale Scale abbreviation Number of items Individual score range Item Number

Global health status / QoL

Functional scales

Symptom scales / items

7.6.3 GP5 Question

7.7 Immunogenicity

7.7.1 Immnogeneicity Measurements and Endpoints
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7.7.2 Safety, Efficacy and PK Evaluation of ADA

7.7.3 Definitions
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Table 6: ADA Status: Individual Samples

ADA Status Definition

 

Table 7: ADA Response Categories:  Patient Level

ADA status Description

Note: 

at least 16 weeks
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7.8 Safety Analysis

7.8.1 General Methods for Safety Analyses

7.8.1.1 Adverse Events, Serious Adverse Events, Multiple events
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7.8.1.2 Select Immune-Related Adverse Events (irAEs) for Checkpoint Inhibitors (to 
support EU MAA)
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7.8.1.3 Other ImmuneImmnue-Related Adverse Events of Special Interest (OirAESIs)
for Checkpoint Inhibitors

7.8.1.4 Immune-Mediated Adverse Events (IMAEs) for Checkpoint Inhibitors (to 
support US BLA)

7.8.1.5 Adverse Events of Special Interest and Other Safety Observations for 
Bempegaldesleukin
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Adverse Events of Special Interest (AEOSI)

Other Safety Observations (OSO) for Bempegaldesleukin

7.8.2 Deaths
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7.8.2.1 Adverse Events Leading to Death

7.8.3 Serious Treatment-emergent Adverse Events

7.8.4 Treatment-emergent Adverse Events Leading to Discontinuation of Study 
Therapy
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7.8.5 Treatment-emergent Adverse Events Leading to Dose Modification

7.8.6 Treatment-emergent Adverse Events
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7.8.7 Select Immune-Related Adverse Events (irAEs) for Checkpoint Inhibitors (to 
support EU MAA)

7.8.7.1 Incidence of Select irAEs
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7.8.7.2 Time-to Onset of Select irAEs

7.8.7.3 Time-to Resolution of Select irAEs

7.8.8 Immune-Mediated Adverse Events for Checkpoint Inhibitors (to support US 
BLA)
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7.8.9 Other Immune-Related Adverse Events of Special Interest (OirAESIs) for 
Checkpoint Inhibitors
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7.8.10 Adverse Events of Special Interest for Bempegaldesleukin

7.8.10.1 Adverse Events of Special Interest

7.8.10.2 Other Safety Observations (OSO) for Bempegaldesleukin
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Table 8: Planned Analyses for OSO for Bempegaldesleukin

Table 
Numbersa Tachyarrhythmias Syncope

CRS

CLS

Infusion-related 
reaction

(same day or 
next day post 

study drug 
administration)

Flu-like symptoms;

Rash and pruritus;

Fatigue/asthenia;

Arthralgia;

Elevated hepatic transaminases;

Elevated serum creatinine;

Eosinophilic disorders;

Hypotension

7.8.11 Adverse Events by Subgroup
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.

7.9 Laboratory Parameters 

7.9.1 Hematology

Eosinophil (EOS)

7.9.2 Serum Chemistry
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7.9.3 Electrolytes

7.9.4 Additional Analyses

Abnormal Hepatic Function Test
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Abnormal Thyroid Function Test

7.10 Vital Signs

Table 9: Criteria for Clinically Notable Vital Sign Abnormalities

Parameter High Threshold Low Threshold
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8.0 COVID-19 RELATED ANALYSES

8.1 Impacts on Efficacy Results

8.2 Impacts on Safety Results
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9.0 DATA MONITORING COMMITTEE 
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10.0 PHARMACOKINETIC, PHARMACODYNAMIC, AND BIOMARKER 
ANALYSIS

10.1 Pharmacokinetic Analysis
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Table 10: Noncompartmental Analysis Requirements

PK Parameter Requirement
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10.1.1 Handling of Missing Values, BLQ, and Outliers

10.2 Blood Biomarker/Pharmacodynamic Analysis
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10.4 Concordance analysis
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11.0 DOCUMENT HISTORY

Version 
Number
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o
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o

o
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12.0 REFERENCES
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APPENDIX 1: TIME-TO ONSET AND TIME-TO RESOLUTION DEFINITION 
AND CONVENTIONS FOR SELECT IMMUNE-RELATED 
ADVERSE EVENTS, IMMUNE-MEDIATED ADVERSE EVENTS 
AND EVENTS OF SPECIAL INTEREST

Time-to onset definition

Time-to resolution definition
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Table 11: Derivation of Clustered AE

Type of clustered AE Derivation


