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Referring to Part of the 
Dossier: 

 

For National Authority Use Only 

 

Name of Finished Product: 
NKTR-255 Drug Product 

Erbitux® 

Volume: 

 

Name of Active Ingredient: 
NKTR-255 Drug Substance 

Cetuximab 

Page: 

 

Title of Study: 

A Phase 1b/2, Open-label, Multicenter, Dose Escalation, and Dose Expansion Study of NKTR-255 Monotherapy 
or in Combination with Cetuximab as a Salvage Regimen for Solid Tumors 

Investigator(s) and Study Center(s): 

Multicenter study which enrolled patients at 6 centers in the United States. 

Publication(s): 

None 

Study Period: 

First patient registered:  30 October 2020 

Last patient, last visit:  30 March 2023 

Database lock:  11 May 2023 

Development Phase: 

1b/2 

Objectives: 

The primary objectives were: 

Phase 1b (Dose Escalation): 

 To evaluate the safety and tolerability, as well as define the maximum tolerated dose (MTD) and/or 
recommended Phase 2 dose (RP2D), of NKTR-255 in combination with cetuximab in relapsed or refractory 
(R/R) head and neck squamous cell carcinoma (HNSCC) or colorectal carcinoma (CRC) 

Phase 2 (Dose Expansion): 

 To evaluate the safety and tolerability of NKTR-255 monotherapy and NKTR-255 in combination with 
cetuximab in R/R HNSCC, CRC, cutaneous squamous cell carcinoma (cSCC), anal squamous cell carcinoma 
(ASCC), and cervical cancer 

 To evaluate the efficacy of NKTR-255 in combination with cetuximab in R/R HNSCC or CRC by assessing 
the objective response rate (ORR) by Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1 

The secondary objectives were: 

 To evaluate the efficacy of NKTR-255 monotherapy in R/R cSCC, ASCC, and cervical cancer by assessing 
the ORR by RECIST 1.1 

 To evaluate the efficacy of NKTR-255 in combination with cetuximab and NKTR-255 monotherapy by 
assessing progression-free survival (PFS) and overall survival (OS) 

 To characterize the pharmacodynamic (PD) effects and change from baseline in immune cell populations 
(natural killer [NK] cells, cytotoxic T lymphocyte [CD8+] cells, and other immune populations), tumor cells, 
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 Cohort C:  cSCC patients; NKTR-255 monotherapy 

 Cohort C1:  cSCC patients; NKTR-255 in combination with cetuximab 

 Cohort D:  ASCC patients; NKTR-255 monotherapy 

 Cohort D1:  ASCC patients; NKTR-255 in combination with cetuximab 

 Cohort E:  cervical cancer patients; NKTR-255 monotherapy 

 Cohort E1:  cervical cancer patients; NKTR-255 in combination with cetuximab 

Cohorts A and B were to combine NKTR-255 at the RP2D and cetuximab in patients with R/R HNSCC and R/R 
CRC, respectively, to further characterize safety and tolerability. Each cycle of NKTR-255 was to be 21 days 
during dose expansion, and cetuximab was given weekly. 

Cohorts C, D, and E were to evaluate NKTR-255 monotherapy in patients with R/R cSCC, ASCC, and cervical 
cancer, respectively, to characterize safety and tolerability. The dose was to be further optimized according to 
Section 5.3.1.3 of Protocol Amendment 2.0 (Appendix 16.1.1), and the starting dose of the monotherapy was not to 
be higher than any previous dose level tested during dose escalation. Each cycle of NKTR-255 was to be 21 days 
during dose expansion. 

Following review of safety, tolerability, and efficacy data from Cohorts A through E, Cohorts A1 through E1 could 
be opened for enrollment (Figure 1). If opened, Cohorts A1 and B1 were to evaluate NKTR-255 monotherapy in 
patients with HNSCC and/or CRC, respectively. If opened, Cohorts C1, D1, and E1 were to evaluate NKTR-255 in 
combination with cetuximab in patients with cSCC, ASCC, and/or cervical cancer, respectively. 

Patients in Cohorts A, B, C1, D1, and E1 (combination cohorts) who achieved optimal response (PR or CR per 
RECIST 1.1) were to be given the option to continue treatment with NKTR-255 as single agent, at the same dose 
as originally assigned, for maintenance q28d. 

The RP2D for any cohort could be adjusted based on review of safety, tolerability, and efficacy findings. A 
staggered adaptive randomization design was to be used to guide enrollment. Patients who received NKTR-255 
monotherapy in Cohorts C, D, E, A1, or B1 (monotherapy cohorts) who, after at least 1 tumor assessment, did not 
experience PR or CR per RECIST 1.1, were to have the option to receive cetuximab as “add-on” therapy. 

The dose of NKTR-255 for Cohorts C, D, and E could be adjusted according to Section 5.3.1.3 of Protocol 
Amendment 2.0 (Appendix 16.1.1). 

Number of Patients Planned: 

Phase 1b Dose Escalation:  Approximately 30 patients 

 

Number of Patients Enrolled: 

A total of 25 patients were enrolled in the study and received at least 1 dose of any study drug: 

 Phase 1b Dose Escalation:  25 patients 

 Phase 2 Dose Expansion:  no patients were enrolled 

Sex: 

17 (73.9%) male; 6 (26.1%) female 

Age, median (range): 

61.0 years (34 to 81 years) for the 23 patients in Safety Population 

Ethnicity (Race): 

For the 23 patients in the Safety Population:  White, 15 (65.2%); Not reported, 3 (13%); Black or African 
American, 2 (8.7%); Unknown, 2 (8.7%); Asian, 1 (4.3%); American Indian or Alaska Native, 0; Native Hawaiian 
or Other Pacific Islander, 0 
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Safety Results: 

Dose-limiting Toxicities: 

A single DLT (infusion-related reaction [IRR] in the NKTR-255 , assessed as related to 
NKTR-255) was reported in 1 patient (5.0%), and no delayed DLTs were reported. 

Adverse Events: 

The most frequently reported TEAEs were dermatitis acneiform and IRR. Dermatitis acneiform was reported in 
12 patients (52.2%), 11 of which experienced dermatitis acneiform which was Grade 1 or 2 in severity. 
Infusion-related reaction was reported in 10 patients (43.5%), the majority (8) of which experienced an IRR that 
was Grade 1 or 2 in severity. 

Thirteen of 23 patients (56.5%) experienced a Grade ≥ 3 TEAE. The only Grade ≥ 3 TEAEs reported for more than 
one patient were IRR and pneumonia, which were reported in 2 patients (8.7%). Infusion-related reaction was 
assessed as related to NKTR-255 in both patients, and pneumonia was assessed as not related to NKTR-255 in both 
patients. Other Grade ≥ 3 TEAEs assessed as related to NKTR-255 were gamma-glutamyl transferase (GGT) 
increased, lymphocyte count decreased, and pyrexia (each in 1 patient, 4.3%). 

Ten patients (43.5%) reported a total of 14 SAEs. No SAEs were reported by more than 1 patient (4.3%). 
Two patients each had a single SAE that was assessed as related to NKTR-255:  IRR (Grade 3), which led to 
discontinuation, and cytokine release syndrome (Grade 2). 

Twenty-two of 25 patients (88.0%) experienced at least 1 extended TEAE assessed as related to study drug 
(NKTR-255 and/or cetuximab). The most frequently reported were dermatitis acneiform in 14 patients (56.0 none 
of which were assessed as related to NKTR-255, and IRR in 11 patients (44.0%), all of which had 1 or more IRRs 
assessed as related to NKTR-255. 

Deaths, Other Serious Adverse Events, and Other Significant Adverse Events: 

In total, 8 of 25 (32.0%) patients died during the study, with progressive disease being the most common cause of 
death (6/8 deaths). 

A total of 3 (12.0%) patients died within the “extended” TEAE period (ie, period after first dose and up to 60 days 
after last dose or before starting new antineoplastic therapy), including 2 due to progressive disease and 1 due to 
adverse event (AE). The only TEAE leading to death (multiple organ dysfunction syndrome) occurred in 1 patient 
with CRC in the  treatment group and was considered unrelated to study treatment. The remaining 
5 deaths occurred during long-term follow-up (i.e., greater than 60 days following the last dose of NKTR-255) and 
were due to progressive disease (n = 4) or respiratory failure (n = 1) following progressive disease. 

Four patients (16.0%) had extended TEAEs that led to study drug discontinuation. One patient experienced 
anaphylactic reaction (assessed as not related to NKTR-255), 1 patient experienced cellulitis (assessed as not 
related to NKTR-255), 1 patient experienced IRR (assessed as related to NKTR-255), and 1 patient had respiratory 
failure (assessed as not related to NKTR-255). 

One patient (4.3%) experienced a TEAE of pyrexia leading to NKTR-255 dose reduction and 3 patients 
experienced at least 1 TEAE related to NKTR-255 which led to a dose delay. These TEAEs included cellulitis, 
peritonitis, pneumonia, sinusitis, and dermatitis acneiform, and each only occurred in 1 patient. 

Clinical Laboratory Evaluation: 

Worsening hematology toxicity grades that occurred in greater than 20% of patients included:  decreased 
lymphocytes (95.7% of patients), decreased hemoglobin (Hgb; 65.2% of patients), decreased platelets (26.1% of 
patients), and decreased white blood count (21.7% of patients). Worsening postbaseline Grade 3 or 4 hematology 
abnormalities of decreased Hgb and decreased lymphocytes occurred in 13.0% and 87.0% of patients, respectively.

Hepatic impairment was normal (ie, not impaired) in 11 patients (50.0%) and mildly impaired in 11 patients 
(50.0%). Hepatic labs did not show moderate or severe hepatic impairment in any patients. No patients met the 
criteria for Hy’s law. 

Renal function was assessed as change from baseline based on both Levey and the Cockcroft and Gault equation. 
Based on Levey, the majority (72.7%) of patients had a normal estimated glomerular filtration rate (eGFR). Three 
patients (13.6%) had mild impairment, 3 (13.6%) had moderate impairment, and no patients had severe impairment 
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