
ABSTRACT

Background The fully human IgG1κ monoclonal antibody 2F8  
(HuMax-EGFr) targets the EGFR. 2F8 competitively inhibits ligand 
binding and ligand-induced receptor phosphorylation and it induces 
significant antibody-dependent cellular cytotoxicity in vitro. 

Methods A phase I/II single dose escalation study followed by 
a repeat dose extension. 27 patients with histologically confirmed 
recurrent or metastatic SCCHN received i.v. infusions in doses of 0.15, 
0.5, 1, 2, 4, or 8 mg/kg. Four patients were included at each dose level. 
The study was extended with 3 patients at the 8 mg/kg dose level. At 
day 28 the single dose was followed by 4 weekly infusions at the same 
dose. The primary objecti ve was safety. Efficacy was evaluated by 
FDG-PET and by CT-scans one week after last dose. 

Results Data is presented from 27 patients. 6 patients were 
withdrawn prior to repeated dosing due to disease progression. No 
patients experienced dose limiting toxicities and maximum tolerated 
dose has not been reached. The frequency of acneiform rashes 
increased with dose. Hence, 10 of 11 patients receiving 4 or 8 mg/kg 
experienced rash. At these 2 dose levels, pharmacokinetic data showed 
constant clearance indicating saturation of compartments. Response 
evaluation by FDG-PET in 18 evaluable patients showed 7 partial 
metabolic responses (PMR) and 4 stable metabolic disease (SMD), 
all occurring in the 1, 2, 4, and 8 mg/kg dose groups. In fact, 9 of 11 
patients at 4 or 8 mg/kg obtained PMR or SMD. Response evaluation 
by CT in 19 evaluable patients showed 2 patients with partial response 
and 9 with stable disease all occurring in the 1, 2, 4, and 8 mg/kg dose 
group. 7 out of 10 patients treated with 4 or 8 mg/kg thus obtained 
partial response or stable disease. 

RELATED ADVERSE EVENTS ARE MILD TO MODERATE

Dose group
mg/kg 0.15 0.5 1.0 2.0 4.0 8.0 

Patients 4 4 4 4 4 7

Patients with  
related AE 

2 1 2 3 4 7

    Grade 1-2 2 1 2 3 4 6

    Grade 3 0 0 0 0 0 1

    Grade 4-5 0 0 0 0 0 0

The most significant toxicity reported was an acneiform rash occurring in 56% of patients. Other adverse 
events include rigors, fatigue, pyrexia, nausea, flushing, increased sweating and acne. One case of grade 3 
rash was reported.
One patient reported a serious adverse event considered related to HuMax-EGFr treatment: grade 2 
pyrexia developing during first infusion. The patient recovered and completed the study.

FREQUENCY OF RASH INCREASES WITH DOSE
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Dose level, mg/kg

0.15 0.5 1 2 4 8

CLINICAL AND METABOLIC RESPONSE  
IS INDUCED IN PATIENTS WITH SCCHN

0.15mg/kg
CT    PET 

0.5 mg/kg
CT    PET 

1.0 mg/kg
CT    PET 

2.0 mg/kg
CT    PET 

4.0 mg/kg
CT    PET 

8.0 mg/kg
CT     PET 

WD WD WD WD WD WD WD WD PD SMD PD PMD

WD WD WD WD PD PMD SD NE SD SMD PD PMD

PD PMD WD WD PD ND SD PMD SD PMR SD SMD

PD PMD PD PMD SD SMD PR1 PMR SD PMR SD PMR

SD PMR

PR2 PMR

NE PMR

WD withdrawn due to either disease deterioration (6 patients) or death (one patient); ND Not Done; 
NE Not Evaluable; PD Progressive Disease; SD Stable Disease; PR Partial Response; PMD Progressive 
Metabolic Disease; SMD Stable Metabolic Disease; PMR Partial Metabolic Response
1The patient had PD 5 weeks later bur PR was re-obtained after receiving additional doses of 8 mg/kg on 
named patient basis. 2 PR was confirmed after 4 weeks 

PHARMACOKINETIC SUMMERY

single dose

mg/kg N Cmax (µg/ml) T 1/2  (hr) CL  (ml/hr/kg) AUC0-inf (hr*µg/mL) 

0.5 4 6.6 (5.4-7.7) 9.6 (8.3-11.9) 3.9 (3.0-5.6) 133 (90-166)

1.0  4 25.1 (16.1-33.7) 20.2 (13.7-24.9) 1.2 (0.7-2.1) 860 (483-1452)

2.0 4 48.5 (31.8-58.3) 36.8 (19.4-57.5) 0.9 (0.6-1.0) 2263 (1990-3665)

4.0 4 90.0 (80.4-112.5) 78.0 (54.7-102.9) 0.4 (0.3-0.4) 10980 (9233-12836)

8.0 7 185.5 (129.8-316.9) 66.1 (54.9-117.5) 0.4 (0.2-0.5) 21703 (15939-54196)

repeat dose, fourth infusion  

mg/kg N Cmax (µg/ml) T 1/2  (hr) CL  (ml/hr/kg) AUC0-inf (hr*µg/mL) 

0.5 1 6.8 17.5 2.3 218 

1.0 3 23.3 (13.6-35.0) 22.3 (17.7-38.7) 1.2 (0.5-2.6) 828 (389-2137)

2.0 3 47.3 (35.7-68.4) 64.0 (44.1-75.9) 0.6 (0.2-0.7) 3114 (2691-8513)

4.0 4 159.7 (114.8-160.9) 115.1 (85.3-179.3) 0.2 (0.2-0.3) 21074 (12522-21948)

8.0 7 227.4 (195.7-643.0) 125.7 (100.6-247) 0.2 (0.1-0.4) 37984 (19803-120186)

Summaries are shown as median (range). The 0.15 mg/kg dose group are not shown because the plasma 
concentration passed below quantification limits before reaching the terminal slope

2F8 REDUCES TUMOR METABOLISM

          

 Pre-treatment                                              Week 8

 PET scan from a patient treated with 8 mg/kg experiencing a Partial Metabolic Response

PATIENT POPULATION AND ENDPOINTS
 6 cohorts of 4 patients with relapsed or refractory SCCHN. The study 

was extended with 3 patients at the 8 mg/kg dose level
 6 male and 21 females, age 47-76 years, time since diagnosis  

between 0.7 – 13.3 years
 Primary endpoint: adverse events
 Secondary endpoint: pharmacokinetics, tumor metabolism assessed  

by PET scan, tumor response according to RECIST

CONCLUSIONS
 The antibody demonstrates a favorable safety profile
 The frequency of rash increases with dose demonstrating  

biological activity
 Saturation of compartments is demonstrated at the two highest  

dose levels
 2F8 induces clinical and metabolic response in patients with SCCHN
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A novel fully human monoclonal antibody targeting Epidermal Growth Factor Receptor (EGFR)
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