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GLORIA study design

Dose escalation arm

Key inclusion criteria q RT
= Newly-diagnosed supratentorial GBM { 60 Gy (2 Gy x 30)

H 40.05 Gy (2.67 Gy x 15)

(WHO CNS grade 4)
MGMT promoter unmethylated
Incomplete resection/biopsy only

Key endpoints
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Key inclusion criteria Overall survival

= Newly-diagnosed supratentorial GBM
(WHO CNS grade 4)

= MGMT promoter unmethylated

Incomplete resection

+ ECOG=2
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Safety monitoring
Clinical assessments
Advanced MRI (incl. perfusion)
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Safety

Dose escalation arm Expansion arm
RT + NOX-A12 RT + NOX-A12 + BEV
Adverse Events Adverse Events

n=171 n=134

No relationship
n =59

No relationship
n =80

Comparable safety profile of RT + NOX-Al12 + BEV
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Therapy response

-50 - -50 -

Tumor size
Sum of target lesions
_ 100 - 100 -
Q RT RT 3
},C'; NOX-A12 NOX-A12 e
E 50 - BEV % 50 -
3 W <50% @
g £
£ 01 7 -50%-0% 5 0-
m S
o >0% :'?’,
2 @
° S
x .
2 £

-100 - -100-

| =

Tumor perfusion

Mean rCBV
RT RT
NOX-A12 NOX-A12

BEV

Deeper responses with RT + NOX-A12 + BEV
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Clinical outcome
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Significantly improved PFS/OS with RT + NOX-12 + BEV
One patient still alive
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Conclusion

Spatially distinct expression patterns of CXCL12 and VEGF in GBM suggest two paths of GBM vasculature
restoration after RT

Hypothesis of GLORIA trial: combined inhibition of angiogenesis (BEV) and vasculogenesis (NOX-A12)
prevents/delays tumor recurrence after radiotherapy (RT)

Patients with newly-diagnosed, incompletely resected, MGMT unmethylated GBM (CNS WHO °4) included
Combination therapy with NOX-A12 and BEV is safe and tolerable

Markedly decreased tumor perfusion confirms suggested mode of action

Combination of NOX-A12 and BEV resulted in deeper responses

NOX-A12+BEV significantly improved mPFS (9.1 mo, p=0.003) and mOS (19.9 mo, p=0.005) compared to
NOX-A12 alone (mPFS: 5.7 mo; mOS: 12.7 mo) and a matched SOC cohort (mPFS: 4.0 mo; mOS 9.5 mo)
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