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• Cyclofosfamide 
• Daclizumab (anti-CD25 mAb) 
• Denileukin diftitox (IL-2/diphtheria 

toxin fusion protein 

IL-2 
IFNa2b 

Inhibitors (IDO, galectin-3). 

• Anti-PD1 (Nivolumab, 

pembrolizumab) 

• anti PD-L1 
(Atezolizumab, MEDI-4736 ) 

Anti-CTLA-4 
(Ipilimumab) 

Adoptive TIL 
Therapy 

Peptide/protein 
Vaccines 

Intralesional 
therapy 

DC 



Immunotherapy with anti-PD-1 monocloncal antiodies (pembrolizumab, 
nivolumab) improves the overall survival of patients with advanced melanoma 

 
Arm 

Median  
(95% CI), mo 

Rate  
at 12 mo 

HR  
(95% CI) 

 
P 

Pembro Q2W NR 
(NR-NR) 

84.8% 0.63  
(0.47-0.83) 

0.00052 

Pembro Q3W NR 
(NR-NR) 

87.8% 0.69  
(0.52-0.90) 

0.00358 

Ipilimumab NR 
(12.7-NR) 

74.5% — — 



Analysis cut-off date: September 3, 2014. 

53.8% 

70.0% 

71.4% 
ORR, % (95% CI) 33.7 (28.2-39.6) 

ORR, % (95% CI) 32.9 (27.4-38.7) 

ORR, % (95% CI) 11.9 (8.3-16.3) 

Best Percentage Change From Baseline in 
Target Lesions (RECIST v1.1, Central Review) 
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Tumor response by irRC in ipilimumab pretreated melanoma 
patients treated at the UZ Brussel with pembrolizumab 
(Compassionate Use Program) 

No.  (%) 

Evaluable population 36 

irCR 4 (11) 
ORR 25%° 

DCR 53% irPR 5 (14) 

irSD 10 (28) 

irPD 13 (36) 

Clinical PD* 4 (11) 

Under evaluation 7 

* No CT-based response assessment was obtained due to rapid disease progression and 

clinical deterioration 

°ORR in non-uveal mealnoma = 28% (9/32) 

Abstract submitted for the SMR 2015 Meeting 



Case illustration 
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Slide 10 

Progression-free survival 



Slide 16 

Presented By Jedd Wolchok at 2015 ASCO Annual Meeting 
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PFS by PD-L1 Expression Level (1%) 



Presented By Luis Paz-Ares at  

2015 ASCO Annual Meeting 



Immunotherapeutic activity of  
anti-PD-1 monoclonal antibodies 

Glioblastoom 

Uveal melanoma 

Head and neck SCC 

Skin melanoma 

Hodgkin’s lymphoma 

Triple negative breast cancer 

Gastric cancer 

Non-small cell lung cancer 

Hepatocellular carcinoma 

Renal cell carcinoma 

MSI-High colorectal carcinoma 

Uroepithelial carcinoma 

Epithelial ovarian cancer 

No established activity in 
frequent solid tumors 

ER/PR + breast cancer 

CIN colorectal carcinoma 

Prostate carcinoma 

(Wolchok, Kluger et al. 2013; Robert, Ribas et al. 2014; Ansell, Lesokhin et al. 2015; Bajorin, Plimack et al. 2015; 
Bellmunt, Sonpavde et al. 2015; Brahmer, Reckamp et al. 2015; Burgess, Crowley et al. 2015; Cohen, Machiels et al. 
2015; El-Khoueiry, Melero et al. 2015; Fuchs, Denker et al. 2015; Gettinger, Horn et al. 2015; Hamanishi, Mandai et 
al. 2015; Larkin, Chiarion-Sileni et al. 2015; McDermott, Drake et al. 2015; Motzer, Rini et al. 2015; Plimack, 
Bellmunt et al. 2015; Postow, Callahan et al. 2015; Postow, Chesney et al. 2015; Powell, Liu et al. 2015; Seiwert, 
Haddad et al. 2015; Seiwert, Haddad et al. 2015) 
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Leukapheresis 
15L blood 

Enrichment of 

monocytes by  

plastic adherence  

in Cell Factories 

 

6 day culture in  

GM-CSF/IL4 

supplemented 

medium 

Monocyte 

TriMix mRNA 

[caTLR4 + CD70+ CD40L] 

+ 

MAGE.A3 

DC.LAMP 

MAGE.C2 

DC.LAMP 

Tyrosinase

DC.LAMP 

gp100 

DC.LAMP 

Immature DC 

Electroporation of 
synthetic messenger RNA 

Peptide MHC-
Class I & II 
presentation 

IL-12 secretion 

CD70 expression 

Phenotypical 
and functional 
maturation 

Bonehill  Clin Cancer Res 2009 

Quality control 
Cryopreservation 

Administration 
24.106 viable DC 

iv id 

Sterility 
CD14 < 20% 
CD40 > 30% 
CD80 > 40% 
CD83 > 40% 
CCR7 > 20% 
CD70 > 50% 
> 70% viable cells 

Release for clinical use 

TriMixDC-MEL 

CD40L  expression 

CD40 



Tumor response and overall survival with TriMixDC  

plus ipilimumab in pretreated melanoma patients 

3yOS% = 34%  

(95% CI, 19 - 50)  

3 years 

Best objective  

tumor response by irRC 

CR 8 BORR  

38% DCR 

53% 
PR 7 

SD 6 

PD 18 

Tot. 

patient 

No. 

39 

BORR: best overall response rate; 

DCR: disease control rate 





Cure Cancer 


