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RESULTS②： Efficacy 

Chemo + radio 

Chemo alone 

Hazard ratio for death, 0.42  

95%CI 0.23-0.77 

 

P = 0.004 

Chemo + radio 

Chemo alone 

Hazard ratio for recurrence or death, 0.37  

95%CI 0.24-0.57 

 

P < 0.001 

Number at Risk 

Chemo + radio 63 29 14 3 1 0 

Chemo alone 63 11 3 1 0 0 

A. 
B. 
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RESULTS② Efficacy 

  Chemo + radiotherapy 

N = 63 

Chemo alone 

N = 63 

Overall survival 

Deaths  17 (27.0%) 34 (54.0%) 

OS rate at 6 months 98.4% (95.2%-100.0%) 96.8% (92.5%-100.0%) 

OS rate at 12 months 93.6% (87.5%-99.7%) 81.9% (72.3%-91.5%) 

OS rate at 24 months 76.4% (64.4%-88.4%)  54.5% (41.0%-68.0%) 

Progression-free survival 

Failures  37 (58.7%) 56 (88.9%) 

Median PFS, months 12.4 (10.5-14.2) 6.7 (5.4-8.0) 

PFS rate at 6 months 76.9% (66.3%-87.5%) 54.6% (42.1%-67.1%) 

PFS rate at 12 months 50.6% (37.3%-63.9%) 13.9% (4.7%-23.1%) 

PFS rate at 24 months 35.0% (21.7%-48.3%)   3.6% (0%-9.7%) 

  Chemoradiotherapy 

N = 63 

Chemo alone 

N = 63 

Response to treatment (at the end of chemotherapy) 

Complete response 5 (7.9%) 4 (6.3%) 

Partial response 46 (73.0%) 48 (76.2%) 

Stable disease 5 (7.9%) 2 (3.2%) 

Progressive disease  7 (11.1%) 9 (14.3%) 

Overall response 51 (80.9%) 52 (82.5%) 

Disease control 56 (88.9%) 55 (85.7%) 

Response to treatment (at the end of radiotherapy)¶ 

Complete response 10 (16.4%) ------ 

Partial response 36 (59.0%) ------ 

Stable disease 5 (8.2%) ------ 

Progressive disease  8 (13.1%) ------ 

Not assessable  2 (3.3%) ------ 

Overall response 46 (75.4%) ------ 

Disease control 51 (83.6%) ------ 
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CONCLUSIONS 

• In line with other retrospective analysis, in this prospectic randomized study radiotherapy 

added to chemotherapy significantly improved OS in chemotherapy-sensitive metastatic NPC 

patients.   

• Are patients with limited (or just one) residual sites of disease (induced 

oligometastases1) those who benefit?  
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Factors affecting the TME (and response 
to immunotherapy) 

Immune 
system Cancer T.M.E. 

Inflammation 

1. Age: T naïve, CD4/CD8 ratio, IL-6 upReg;  
2. Chronic infections: CMV, HIV;  
3. life style: diet, obesity, microbioma   

1. Mutations (TGFβRII, WNT-βCatenin) 
2. Mutational load 
3. Pre-existing immune structure (colon)  
4. Hypoxia, necrosis (GAL-1, pH)   

1. Inflammed tumors 
2. Excluded tumors 
3. Desert tumors 
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Effects of RT (at curative dose) over time 

Baker HE et al, Nat Rev Cancer 2015 

TREATMENT EFFECTS 



Buettner M, Clin Exp Immunology 2012  

Immune response in the H&N region 

Immune response in the Gut 

Mucosal tolerance (infections) 

TREATMENT EFFECTS 



Immune 
system Cancer T.M.E. 

Inflammation 

Treatment 

M.C.Merlano 



STARTING FROM OLD 
APPROACH  

BETTER SELECTING 
PATIENTS  

WITH  NOVEL 
COMBINATIONS  WITH NOVEL TARGET  

HOW TO INCREASE 
OUTCOME ??? 



J. Oncol 2019 

Perché così tante molecole non hanno dato i 
risultati sperati? ONE DOES NOT FIT ALL! 

…AND REDUNDANT  MECHANISMS IN EACH ONE 
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CHT + IMMUNO  
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Methods 
P-F-Cmab + six 21-day cycles 

of weekly subcutaneous 
motolimod (3 mg/m2) or 

placebo. 
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TLR9 Agonist IMO-2125.    s.c. = sub-cutaneous;  i.t. = intra-tumoral 

Wang D et al, Int. J. Oncol. 2018 

Intra-tumor delivery extends 
antitumor immune response to 
uninjected distal tumors 
resulting in a systemic efficacy 
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EFFICACY 

Cohen E, et al. Abstract 3560 

8 mg 2 mg 

mITT patients, n* 22 2 

Objective response rate, n (%) 6 (27.3) 

95% confidence interval (16, 56) 

Best overall response, n (%) 

Complete response 0 

Partial response 6 (27.3) 

Stable disease 4 (18.2) 2 (100) 

Progressive disease 10 (45.5) 

Time to response (months) 

Median (min, max) 2.1 (2.0, 4.2) 

Duration of response 
(months) 

Median (min, max) 3.6+ (0.0, 6.9) 

All Target Lesions 

Injected Target Lesions 

Non-Injected Target Lesions 

Percent Change From Baseline for Target Lesions: SD-101 8 mg 

* mITT: patients on treatment but did not yet have their first CT 

scan and tumor assessment 



May be a problem of scheduling? 

TLR9 Agonist SD 101 Intra Tumoral administration1,2
 

TLR7 Agonist Imiquinod Topic administration3       


 

TLR8 Agonist Motolimod S.C. administration4         
 

1. Cohen EE, ESMO 2018, Abstr 1050PD 

2. Ribas A et al, Cancer Discovery 2018 

3. Chi H et al, Frontiers in pharmacol 2017 

4. Siu LL et al, JAMA 2018  

not: it’s a problem 
of concentration! 
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…and the cytokines network! 



Thank You! 


