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Figure 2: Kaplan-Meier estimates of overall survival by treatment group 1
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Table 1. Risk factors for stratification in randonuzation of for in/excluson criteria.
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1. Recursive Partitioning Analysis (RPA) clinical classification
e Grading
e Extentof resection
e Age
e  Karnofsky performance index
e Mental status
e Dose of radiotherapy
2 Molecular biology of tumor
Tumor mutational burden
Epigenetic sub-typing
Molecular machinery of tumor cell clones
Metabolic features of tumor
Load of glioma cancer stem cells in connection to periventricular zones of the brain
Tumor-host immune reaction
Tumor antigen expression
Check point expression
Inflammatory response, M1/M2 bal T ciated mac
myeloid-derived suppressor cells, microglia reactivity
T-cell infiltration
Vascularization and oxidative stress

b
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e e e e e

Systemic immune compartment
Cell numbers under standard of care treatment
Th1/Th2 balance
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Level of natural killer cell reactivity
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Database fixed at 08/06/2021

5576 records in Database

742 records treated 27/05/2015/2015 till 08/06/2021

308 neuro-oncology records treated 27/05/2015/2015 till 08/06/2021
194 GBM treated 27/05/2015/2015 till 08/06/2021

97 GBM treated in first event 27/05/2015/2015 till 08/06/2021
Further exclusion

— <18 years; >75 years

— LGG in history, IDH1 mutation

— H3K27M mutation (DMG)

— GBM as second malignancy post-radiotherapy

74 adults with primary GBM in first line treatment

66 GBM records IT start 1&2

32 GBM records IT start 1&2 MGMT promoter documented unmethylated
1 patient LFU

12
Retrospective summary of patients treated as _Individueller Heilversuch“
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Are fixed treatment protocols appropriate for the treatment of
highly dynamic cancers in permanently changing biological contexts ?

Stratifications

Ethical issues
GLP/GTP/GMP/GCP
Costs

Tumor + host dynamics

IT1: Local therapy -> immunotherapy: n=7

Repetitive liquid biopsy

Maintenance ICD therapies: actual antigens
Repeat active specific immunotherapies
Actualized modulatory immunotherapies
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IT2: Surgery -> radiochemotherapy -> TMZm+ICD -> immunotherapy: n = 25
- Gow | Gouw2

Clinical data

I — P25 Median P75 P25 Median P75
36 49 69 415 46 57.5
ket 50 70 95 70 90 100
] RO R1 ND RO R1 ND
1 4 2 10 8 7
Laboratory data
— L N H L N H
7 3 2 1
1 5 1 2 19 4
4 3 5 20
2 4 13 12
(Bolls | 6 2 2 1
[NKcells | 3 3 15 10
[ NK cell function | 5 1 13 8 2
1 4 1 19 2
(coais | 1 5 2 13 8
1 cce- CCC+PDL1- CCC+PDL1+ cce- CCC+PDL1- CCC+PDL1+
jccc | 2 2 1 9 9 5
Treatment data
I —— P25 Median P75 P25 Median P75
1 2 2 1 2 2
11600000 15400000 38300000 7200000 24000000 36450000
Total NDV 6 15 24 24 42 47
injections
Total mEHT 4 11 24 17 39 46

sessions
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SYNE: <© Qfo« ("~ ¥..Z and individualized multimodal immunotherapy to

improve '\“‘«g 0\3\’\ . wild type MGMT promoter-unmethylated GBM patients
N

© Retrospective summary of patients treated as .Individueller Heilversuch“
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w == T (n=7) EQ-5D-5L (3125 situations)
80 = |T2 (n=24/25) * MO: Moblllty 1-5
3 p<0.0001 % ¥ o
& 60 SC: Self-Care: 1-5
@ . ege
£ 40 * UA: Usual Activities: 1-5
. * PD: Pain/Discomfort: 1-5
. * AD: Anxiety/Depression: 1-5
0 12 2 36 VAS: 0-100
Worids KPI: 0-100
IT2 (=17 dece patients)
Median 3500,00 5850,00 17600,00 36093,00 55, 13,06 4725,00
Min 3000,00 780,00 0,00 11161,00 37,83 2150,00
Max 3500,00 14040,00 42600,00 79872,00 76,64 17314,00
IT1 (n=7)
Median 3000,00 2145,00 17600,00 14242,00 39,98 5,86 7124,00
Min 3000,00 780,00 15400,00 6015,00 23,06 26085,00 1 4024,00
Max 3500,00 5265,00 30100,00 32371,00 53,74 70736,00 10 28626,00

SYNERGY between TMZ and individualized multimodal immunotherapy to
improve OS of IDH1 wild type MGMT promoter-unmethylated GBM patients

Retrospective summary of patients treated as .Individueller Heilversuch“
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Towards
Control of GBM ?
e
Immunomodulatory strategies
—

Active specific immunotherapy with vaccines
—————— ———
Treatment-induced anticancer immunization

Direct anti-cancer activity

! Dynamics !
! Individualization !

! Smart combinations !

ion

E a
> 2 5 2
— Q. © E >
& © A > £z > .
H i e e = aaa 1.  Molecular biology
%‘ '.:6 ° P=g : H 2. Tumor antigens
2 55 g % S o s 3. Tumorhost interaction
& 5 ] ©° 4. I system / infl ti
e = 5. Treatment combination
6. Response to treatment
Tumor and host and their interaction are dynamic processes
Complementary medicine
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Conclusion

60

Individualized multimodal immunotherapy
can/should be integrated within the Standard of Care first line treatment for
patients with GBM

Old-fashioned RCTs with fixed treatment protocols are not useful to study
complex treatments in highly dynamic biological processes

Focus on prolongation of life with good quality of life: EQ-5D-5L

Current optimal scenario
Surgery

Radiochemotherapy, + ICD therapy
Immune diagnostics

. Maintenance chemotherapy + ICD therapy
. 2x Active specific immunotherapy 10-Vac® + Modulatory immunotherapy

Monitoring + ICDm1 therapy + Modulatory immunotherapy
7. Maintenance ICD therapy + Modulatory immunotherapy / Monitoring

In ,,Individueller Heilversuch*
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Collaboration is opportunity

Current optimal scenario

1. Surgery

2. Radiochemotherapy, + ICD therapy

Immune diagnostics

Maintenance chemotherapy + ICD therapy

2x Active specific immmunotherapy 10-Vac® + Modulatory immunotherapy
Monitoring + ICDm1 therapy + Modulatory immunotherapy

7. Maintenance ICD therapy + Modulatory immunotherapy / Monitoring

In ,Individueller Heilversuch*

Collaboration
— Sharingdata under ,,|0ZK patient*
— Ownership of own data and anonymized data from the group
— Co-authorship in common publications

Sl BT

ﬁ GERMAN
MEDICAL
& AWARD®

VY &vﬁ sor il

Diagnostic Iaboratory team

GMP productlon Iaboratory team . “ Quality management team

info@iozk.de d www.iozk.de
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