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High Grade Gliomas 

• Anaplastic Astrocytoma /Anaplastic Oligodendroglioma (III) 

• Glioblastoma (IV) 

Louis D.N. et al. Acta Neuropathol 2016 



Are we going 

to get out  

of the tunnel? 



Glioblastoma 
 REGOMA (regorafenib in recurrent GBM) 
 INTELLANCE 2 (depatuxizumab-M in recurrent GBM, EGFR ampl) 
 

Anaplastic Gliomas 
 CATNON trial (anaplastic glioma without 1p19q codel) 
 STELLAR (anaplastic astrocytoma - ongoing) 
 

Precision Medicine  
• Larotrectinib  
• Entrectinib 
• Vemurafenib 
 

Immunotherapy 
• Checkpoint inhibitors 
• MMRd 

Topics 



Lombardi G et al, Lancet Oncology 2019 
 



Regorafenib  Lomustine 

Patients 59 60 

Median age (range) 54.8 (24.8-76.1) 58.9 (27.1-77.7) 

 Gender 
  male 
  female 

 
41 (69.5%) 
18 (30.5%) 

 
43 (71.7%) 
17 (28.3%) 

ECOG PS  
  0 
  1 

 
27 (45.8%) 
32 (54.2%) 

 
28 (46.7%) 
32 (53.3%) 

Surgery at recurrence 13 (22.0%) 14 (23.3%) 

Steroids at baseline 31 (52.5%) 37 (61.7%) 

MGMT at diagnosis 
  methylated 
  unmethylated 

59 (100%) 
28 (47.5%) 
31 (52.5%) 

59 (98%) 
26 (44.1%) 
33 (55.9%) 

IDH1 at diagnosis 
  mutated 
  wild type 

44 (74.5%) 
2 (4.5%) 

42 (95.5%) 

38 (63.3%) 
0 (0%) 

38 (100%) 

119  randomized patients from  November 2015 to February 2017 



Arm Total Failed 

Median OS 

months 

(95%CI) 

12-month OS 

(95%CI) 

Log-Rank 

p-value 

Hazard Ratio 

(95% CI) 

Regorafenib  59 42 
7.4 

 (5.8-12.0) 
 38.9% 

(26.6-61.0) 
0.0009 

0.50 

(0.33-0.75) Lomustine 60 57 
5.6  

(4.7-7.3) 

15.0% 
(7.4-25.1) 

Overall Survival 

Lombardi G et al, Lancet Oncology 2019 

 



Progression Free Survival 

Arm Total Failed 

Median PFS, 

months 

(95%CI) 

6-month PFS 

(95%CI) 

Log-Rank 

p-value 

Hazard Ratio 

(95%CI) 

Regorafenib 59 56 
 2.0 

(1.9-3.6) 
16.9% 

(8.7-27.5)  
0.022  

0.65  

(0.45-0.95) Lomustine 60 59 
1.9  

(1.8-2.1) 
8.3% 

(3.1-17.0%) 
Lombardi G et al, Lancet Oncology 2019 

 





Regorafenib Lomustine 

Complete Response 1.7% 1.8% 

Partial Response 3.4% 1.8% 

Objective Response Rate 5.1% 3.3% 

Stable Disease 39% 17.5% 

Disease Control Rate 44.1% 21.1% 

Progressive Disease 55.9% 78.9% 

Response Rates 

Chi-square test p-value=0.0059 



Safety 



Biomarkers for predicting survival? 



pACC ACC 

Biomarkers for predicting survival? 

Lombardi G et al. Presented at EANO 2018 



Depatuxizumab-M (ABT414) 



Intellance-2 (recurrent GBM) 

Van Den Bent M, ASCO 2018 
 



Intellance2 - Safety 

Ocular toxicity is reversible if quickly 

recognized: careful monitoring 



ABT- 414 (Depatux-M) – Newly Diagnosed Glioblastoma (M13-813) 

No Survival benefit at the 
interim analysis! 



Presented By Carmen Balana at 2019 ASCO Annual Meeting 



Presented By Carmen Balana at 2019 ASCO Annual Meeting 



Presented By Carmen Balana at 2019 ASCO Annual Meeting 



Presented By Carmen Balana at 2019 ASCO Annual Meeting 



Anaplastic Gliomas 



Second interim and 1st molecular analysis of the EORTC randomized phase III intergroup CATNON trial on concurrent and adjuvant temozolomide in anaplastic glioma without 1p/19q 

codeletion 

Presented By Martin Van Den Bent at 2019 ASCO Annual Meeting 

Van Den Bent M, ASCO 2019 
 



Intergroup phase III trial on concurrent and adjuvant temozolomide in non-1p/19q deleted anaplastic glioma 

Presented By Martin Van Den Bent at 2019 ASCO Annual Meeting 
Van Den Bent M, ASCO 2019 

 



Impact of IDH, MGMT promoter on Overall Survival 

Presented By Martin Van Den Bent at 2019 ASCO Annual Meeting 







Effect of MGMT promoter status determined with methylation array 

Presented By Martin Van Den Bent at 2019 ASCO Annual Meeting 













Precision Medicine 



Presented By Alexander Drilon at 2019 ASCO Annual Meeting 



Methods 

Presented By Alexander Drilon at 2019 ASCO Annual Meeting 



Presented By Alexander Drilon at 2019 ASCO Annual Meeting 



Presented By Alexander Drilon at 2019 ASCO Annual Meeting 

DCR 100% 



Presented By Alexander Drilon at 2019 ASCO Annual Meeting 



Presented By Giles Robinson at 2019 ASCO Annual Meeting 



Presented By Giles Robinson at 2019 ASCO Annual Meeting 



Presented By Giles Robinson at 2019 ASCO Annual Meeting 



Presented By Giles Robinson at 2019 ASCO Annual Meeting 



Xantoastrocitoma Pleomorfo   38%-100% 
Ganglioglioma                                18%-57% 
Ganglioglioma anaplastico           50% 
Astrocitoma Pilocitico                   9% 
High Grade Gliomas                      3% 

BRAF V600 



Immunotherapy 



Nivolumab 







Nivolumab 



Pembrolizumab 





…Why? 



“Corticosteroids or non-
Corticosteroids, that is 
the question…” 



All we need is…BIOMARKERS 

PD-L1 expression in Glioblastoma 







 Lombardi G et al. Oral Presentation at ESMO 2018 



• Pembrolizumab in recurrent HGG  
• ECOG PS 0-2 
• Desametazone ≤4mg 
• MMR‾ HGG (IHC) 



Characteristics N (%) 

Patients 12 

Median age 44 

Histology 
  - Anaplastic Astrocytoma 
  - Anaplastic ODG 
  - Glioblastoma 

 
5 (42) 
1 (8) 
6 (50) 

MGMT methylation status 
  - Metilated 
  - Unmetilated 

 
8/10 (80) 
2/10 (20) 

IDH 
  - Mutated 
  - Wild-Type 

 
6/11 (55) 
5/11 (45) 

Median Previous CT lines 1 (range 1-5) 

Previous RT 12 (100) 

Characteristics N (%) 

Deficient protein in MMR 
  - MSH2 
  - MSH6 
  - PMS2 
  - MLH1 

 
6 (50) 
9 (75) 
2 (17) 
2 (17) 

Deficiency in MMR 
  - Weak Signal 
  - Absent Signal 

 
8 (67) 
4 (33) 

Median cycles of PEM 3.5 (range 1-22) 

Median DEX (mg) 1.5 (range 0-4) 

Baseline Patients Characteristics 



Results 



A new Horizon…ACT15377: Atezolizumab + Isatuximab   



Neoadjuvant Pembrolizumab in recurrent GBM 
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