
Table 1:  Subject Characteristics 

(Safety Population; N=22)

Sex, n
Male 17

Female 5

Age at Screening (yr)
Median 56.7

Minimum - Maximum 22-69

ECOG Performance Status, n
Grade 0 16

Grade 1 6

MSKCC Risk Group1, n

Favorable 0

Intermediate (1 or 2 Risk Factors) 16

Poor (3, 4, or 5 Risk Factors) 6

Tumor Collection Procedure2, n
Nephrectomy 20

Metastasectomy 2

Fuhrman Nuclear Grade2, n

Grade 2 5

Grade 3 10

Grade 4 7

Table 4:  Disposition of Subjects

Disposition Status Number
Enrolled 1 25

Received Treatment (Intent to Treat Population) 2 22

Evaluable (Per Protocol Population) 3 16

Continuing Treatment 10

Figure 1:  Overview of the preparation of AGS-003 via the Arcelis platform

AGS-003 was manufactured using the PME-CD40L (post maturation electroporation-CD40 

ligand) method.1 However, the dendritic cells were generated using an improved proprietary 

cellular process using elutriation and culture bags.

o PBMCs (peripheral blood mononuclear cells) are obtained from subjects by 

leukapheresis, cultured in the presence of cytokines and matured.  

o Tumor RNA is isolated from a sample of the subject’s tumor and amplified using 

reverse transcriptase-polymerase chain reaction and in vitro transcription 

technologies.2

o Matured DCs are electroporated with the subject’s amplified tumor RNA and CD40L 

RNA.  

o The DCs are then incubated prior to preparing the final immunotherapeutic product, 

AGS-003.  

o RNAs are translated into proteins in the DCs resulting in the presentation of tumor-

associated protein antigens to cytotoxic T cells upon injection.  

1Calderhead et al. J Immunother 2008; 31:731
2Harris et al.  Biochim Biophys Acta 2005; 1724(1-2):127

AGS-003 Manufacturing

Background AGS-003-006 Study Design

Primary Endpoint
o Clinical antitumor activity assessed as objective tumor response by RECIST (response 

evaluation criteria in solid tumors).

Secondary Endpoints
o Clinical benefit measured as the SD (stable disease), PR (partial response) and CR 

(complete response) rate.

o Assessment of PFS (progression-free survival) from the date of subject registration.

o Overall survival from the date of subject registration.

o Immune response.

o Safety:

• Incidence of treatment-emergent adverse events (AEs).

• Treatment-emergent changes in autoimmunity evaluations.
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Results

Conclusions
o Interim results indicate the combination of sunitinib plus AGS-003 is generally 

well tolerated, with no unexpected AEs and no AGS-003-related Grade 3 or 4 

AEs or SAEs observed.

o Initial efficacy results with this combination in intermediate and poor risk 

group metastatic RCC subjects was favorable as evidenced by an overall 

clinical benefit rate (PR + SD) of 81% (13/16) in evaluable subjects.

o At the time of this report, 10 subjects continue to receive treatment, with most 

subjects having experienced PFS intervals longer than might be expected with 

sunitinib alone in this intermediate and poor risk group of subjects.

o An updated PFS analysis is expected in late 2010 when more mature results are 

available.

o Immune response data using multiparametric flow cytometry is currently being 

analyzed.

1Subjects who registered and had study related procedures performed.  
2Subjects who received at least one dose of AGS-003.
3Subjects who received at least 5 doses of AGS-003 and were restaged.

o Dendritic cells (DCs) are normally viewed as potent antigen-presenting cells 

and stimulators of the adaptive immune response.

o However, DCs from cancer-bearing patients demonstrate deficiencies in their 

ability to mount an effective antitumor immune response.1

o Argos has developed AGS-003, an autologous immunotherapy, to overcome 

these deficiencies by delivering both an innate and an adaptive stimulus to 

DCs ex vivo to ensure that they are fully primed to interact with cytotoxic

T cells at the time of treatment.

o Initial clinical studies with AGS-003 and a similar therapy have shown 

encouraging results with no treatment-related toxicity.2

o Tyrosine kinase inhibitors have emerged as the standard of care for the 

treatment of metastatic renal cell carcinoma (RCC).

o In vitro studies assessing the impact of these drugs on the function of DCs 

and T cells have indicated that sunitinib would be compatible with AGS-003 

treatment.3,4

o Recent studies have shown that sunitinib relieves the immune suppression 

seen in the RCC tumor microenvironment.5,6

o In this study, AGS-003 is being evaluated in combination with sunitinib to 

investigate possible synergistic action without added toxicity.
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Pre-Treatment Phase
o Screening – Eligibility determination and staging of target and non-target lesions. 

o Registration – Confirmation of subject eligibility.

o Surgery – Nephrectomy or metastasectomy.

o RNA Manufacturing – Autologous tumor RNA is isolated and amplified.

o Leukapheresis (Lx) – Scheduled prior to or after surgery. 

o Cellular Manufacturing – Ex vivo generation of DCs from PBMCs obtained by leukapheresis.

Induction Phase
o Sunitinib dosing for 4 weeks on, 2 weeks off.

o Baseline evaluation with restaging imaging before administration of 1st dose of AGS-003.

o Initiation of AGS-003 treatment during the sixth week of either the 1st or 2nd sunitinib cycle 

with 5 doses of AGS-003 administered every 3 weeks.  A target dose of AGS-003 consists of 

1.0 X 107 DCs via three 0.2 mL intradermal injections close to the axillary lymph nodes.

o Objective tumor response assessed at the restaging visit after the fifth AGS-003 dose.

Booster Phase
o Subjects continue sunitinib dosing for 4 weeks on, 2 weeks off.

o Restaging visits conducted every three months prior to each dose of AGS-003.

o Subjects continue booster phase until disease progression.

1Assigned by sponsor according to Motzer et al. J Clin Oncol. 2002:20(1):289
2One subject was a rollover from protocol AGS-003-004  and this data was 

collected in the previous protocol.
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Figure 2:  Study Schema

1Troy et al. Clin Cancer Research 1998;4:585.  4Hipp et al. Proc ASCO 2007;25(18S):3504
2Logan et al. Poster #30476, 2010 ASCO GU Symposium. 5Finke, et al. Clin Cancer Research 2008;14(20):6674
3Nicolette. Personal communication. 6Xin, et al. Cancer Res 2009;69(6):2506

o Of 16 subjects who have completed the first restaging visit, 13 

showed clinical benefit (PR or SD). 

o Overall, 5 (31%) evaluable subjects experienced a PR as their best 

response on study.

Key Inclusion Criteria
o Male and female subjects ≥ 18 years of age with newly diagnosed advanced stage RCC 

with predominantly clear cell histology.

o Eligible for unilateral nephrectomy or partial nephrectomy or has lesion accessible for 

metastasectomy.

o Measurable disease per RECIST.1

o Candidate for sunitinib treatment.

o ECOG (Eastern Cooperative Oncology Group) performance of 0 or 1.

o No brain metastases.

o MSKCC (Memorial Sloan Kettering Cancer Center) risk group 0 or 1.2

o Normal renal function in the contralateral kidney.

o Adequate hematologic, renal, hepatic and coagulation function.

Key Exclusion Criteria
o Uncontrolled hypertension.

o Type I diabetes mellitus.

o Prior systemic therapy for RCC.

o Active autoimmune disease.

1Therasse et al.  JNCI 2000;92(3):205
2Motzer et al.  J Clin Oncol 1999;17:2530

Subject  Eligibility
o 3 of 3 evaluable subjects of poor risk had a progression-free interval of 

greater than 3.7 months.

o 11 of 13 evaluable subjects of intermediate risk had a progression-free 

interval of greater than 10.6 months.o AGS-003-related AEs were limited primarily to mild injection site 

reactions.

o No AGS-003-related Serious AEs or Grade 3 or 4 AEs were reported.

Table 2:  Adverse Events Summary (N=22)
Adverse Events Number (%) of Subjects (N = 22)

Any AE 22 (100.0%)

Sunitinib treatment-emergent AE 20 (91%)

Sunitinib-related AE 19 (86%)

Grade 3 or 4 AE 7 (32%)

Sunitinib-related Grade 3 or 4 AE 6 (27%)

Serious AE 3 (14%)

Sunitinib-related Serious AE 0 (0%)

Sunitinib + AGS-003 treatment-emergent AE 22 (100%)

Sunitinib-related AE 22 (100%)

Sunitinib-related Grade 3 or 4 AE 4 (18%)

Sunitinib-related Serious AE 2 (9%)

AGS-003-related AE 15 (68%)

AGS-003-related Grade 3 or 4 AE 0 (0%)

AGS-003-related Serious AE 0 (0%)

Combination-related AE 10 (46%)

Combination-related Grade 3 or 4 AE 0 (0%)

Combination-related Serious AE 0 (0%)

Treatment-emergent AE Leading to Withdrawal 0 (0%)

Table 3:  Restaging Responses (N=16)
Response at First 

Restaging
Best Response

Partial Response, n (%) 1 (6%) 5 (31%)

Stable Disease, n (%) 12 (75%) 8 (50%)

Progressive Disease, n (%) 3 (19%) 3 (19%)
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Figure 3:  Progression Free Interval from Registration (N=22)

Interval from Registration to Progression or Last Clinic Visit (months)

Indicates subjects continuing treatment

A – Sunitinib PFS in poor risk subjects (3.7months)1

B – Sunitinib PFS in intermediate risk subjects (10.6 months)1
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Cross-hatched bars are non-

evaluable subjects.
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1Motzer et al. NEJM 2007;356(2):115 & Motzer et al. Proc  ASCO 2007. Abstract 5024. Oral Presentation.


