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FIGURE 5 | Outline of the phase lib randomized clinical trial HGG-2010.

Immune Phenotype Correlates With Survival in
Patients With GBM Treated With Standard
Temozolomide-based Therapy and Immunotherapy
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Table 1. Overall survival (OS) data of the total study population and
subgroups residual tumor volume (RTV).

Patient No. Median  2-Year 95%CI
group of oS 0OS

patients (months) rate (%)
Total group 101 19 33.66  24.66-42.88
Early vaccination, RTV=0 19 22 40.2 18.4-61.2
Late vaccination, RTV=0 29 23 44 8 26.5-61.5
Early vaccination, RTV>0 28 19 25 11-41.7
Late vaccination, RTV>0 25 16 28 12 4-46
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Table 3: Patient characteristics in the selected publications

n Median age F/M (%) Median KPI Meth (%) Unmeth (%) RO (%) <RO (%) ND (%)

Gilbert [283] 411 >50 42/58  >90 30 62 46 44 0
Gilbert [284] 309 >50 37/63  >90 28 69 59 41
Stupp [228] 229 57 31/69 90 42 51 54 46
Weller [285] 374 58 39/61  >70 35 58 56 44
Wen [81] 43 60 28/72 90 42 56 74 26
Liau [10,11] 232 56 41/59  >90 39 56 63 37
Van Gool [106] 50 48 46/54 80 44 56 28 52 0

F: female; M: male; KPI: Karnofsky performance index; Meth: MGMT promoter-methylated; Unmeth: MGMT promoter-unmethylated;
ND: not documented; RO: complete resection; <RO: less than complete resection
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Treatment phase 1: Effects of radiotherapy with concomitant and adjuvant
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Table 4: Overall survival reported in selected publications

Unmethylated Methylated
Reference mOS (m) 2y OS (%) | mOS (m) 2y OS (%)

Stupp [195] S+ RT 11,8 1,8 15,3 23,9
RCT S + RCT + CT 12,6 14,8 23,4 48.9

Stupp [228] S + RCT + CT 14,7 22,1 21,2 37,7
RCT S + RCT + CT + TTF 16,9 26,8 | 31,6 59,1

Liau [11] S + RCT + CT 14,6 21 21,3 42
ECA S + RCT + CT + DCVax®-L | 14,9 19 ‘ 30,2 58

Van Gool [106]
RWD S + RCT + CT + IMI 22,1 41,6 37,7 80,5

IMI: individualized multimodal immunotherapy; m: months; mOS: median overall survival RCT: randomized controlled trial; RDW: real-world data;
S + RT: surgery + radiotherapy; S + RCT + CT: surgery + radiochemotherapy + chemotherapy; TTF: tumor-treating fields; 2y OS: two-year overall
survival. Expected OS with standard of care treatment anno 2023 are marked in bold and gray background.
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Nobel Prize Medicine 2018

B. Beutler, J. Hoffmann, R. Steinman

Smart combination

Individualization

1. Molecular biology

2. Tumor antigens

3.  Tumor-host interaction

4. Immune system /
inflammation

5. Treatment combination

6. Response to treatment

Treatment adaptation

Tumor and host and their interaction are dynamic processes
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