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Glioblastoma is a Devastating Orphan Brain Cancer NOXXON

where the TME Plays a Significant Role PaARme
LACK OF EFFECTIVE THERAPIES & LOW OVERALL
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Key inclusion criteria:

Newly-diagnosed supratentorial

glioblastoma WHO IV

MGMT promoter unmethylated
Incomplete resection/biopsy only

ECOG=2

Key inclusion criteria:

* Newly-diagnosed supratentorial

* Incomplete resection/biopsy only

glioblastoma WHO IV
MGMT promoter unmethylated

ECOG =2

allowing completely
resected GBM with v7.0

BEV
H 10 mg/kg, 2w i.v.

Key inclusion criteria:

* Newly-diagnosed supratentorial

glioblastoma WHO |V

MGMT promoter unmethylated
Incomplete resection < 5cm
ECOG <2

no immunosuppression

allowing completely
resected GBM with v7.0

1

'
200 mg, q3w i.v.
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Study Arms

Dose
Escalation
Cohorts
Recruitment
Completed

OLA-BEV
Cohort

OLA-PEM
Cohort
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Key inclusion criteria:

Newly-diagnosed supratentorial
glioblastoma WHO IV

MGMT promoter unmethylated
Incomplete resection/biopsy only
ECOG<=2

Hd RT
H 60 Gy (2 Gy x 30)
H 40.05 Gy (2.67 Gy
H 15

| OLA

continuous i.v. infusion at three doses (200, 400, 600 mg/week)

allowing completely
resected GBM with v7.0

allowing completely
resected GBM with v7.0

2022 ASCO
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Radiotherapy and olaptesed pegol (NOX-A12) in partially resected or biopsy-only MGMT- |
unmethylated glioblastoma: Interim data from the German multicenter phase 1/2 GLORIA trial plzkr.\lee;
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I — BACKGROUND & STUDY DESIGN s EXEMPLARY COURSE (74 LESION RESPONSE

*  Inhibition of the CXCL12/CXCRA4/CXCR?7 axis NOX-A12 L Best response under NOX-A12 vs. SOC (SPDP sum of target lesions) _Best responding non-target lesion
» abrogates recruitment of pro-vasculogenic bone marrow-derived cells after
radiotherapy (RT) of glioblastoma (GBM) oo GLORIA mlfnlchod reference cohort = GLORIA
» prevents T cell exciusion from the tumor microenvironment (TME)
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genesis pressive TME CXCL12 & s Trial results were compared to a matched imaging reference cohort treated with standard of care (SOC)

Of 10 patients, one had only target lesions (TLs) and another one had only non target lesions (NTLs)

l binds & neutralizes . m‘o' LN vuitiploxed immunofiuorescence (CODEX ®) *  9/10 patients showed response to NOX-A12 either in TL or NTL
runf?v recurrence s NOX-A12 CXCL12 Path report: Ki67<5% (800 Panel 6) +  8/9 patients with detectable TLs responded to NOX-A12, 4/9 reaching partial remission (PR: n=2at DL1 and n = 2 at DL3)

Siem, 3/3 patients of DL1 and 4/4 of DL3 reached PR or CR of one or more NTLs
In 3/9 cases (n =2 at DL1; n = 1 at DL3), at least one NTL completely disappeared

. vt e T r—

Pathology-confirmed early pseudoprogression (PsP) at W9 for C1-001 (lower panel)

Inclusion criteria

o] | Radiotherapy + NOX-A12 in chemotherapy refractory GBM

* MGMT promoter unmethylated
¢ 4 NOX-A12

 ompiee esectontiopsy only [ Safe | No DLT | Promising clinical efficacy | T cell recruitment + clustering
6 Expansion arms with Bevacizumab or Pembrolizumab initiated

Safety monitoring

CoDex: mompensd mmunctuescance magee) | & ———— ADVANCED IMAGING ————— ¢ ————— TUMOR MICROENVIRONMENT

Primary Endpoint: Safety as per # of patients with treatment-related CTCAE PN . Highly seii ianior Siaciion ~ CD8Tcells
1000 200 = (naw) 200+ Under NOX-A12 Under NOX-A12

Secondary Endpoints: NOX-A12 plasma levels, tumor vascularization/perfusion as per advanced
MRI, PFS-6, mPFS, OS, Qol, NANO

Exploratory Endpoint: Translational characterization of TME response by CODEX®

2 SAFETY

« Combination of RT and NOX-A12
well-tolerated and safe
+ Of all G22 AEs (n = 77), 3 (4%)
AEs: n = 158 RT solely NOX-A12-related

H e

n =30 * No dose limiting toxicities (DLT) # - - - B -
20 and no treatment-related deaths Wy My Wes. wm W May Mg ing
6 Under NOX-A12 radiographic responses of NTL were best at the highest DL, as was the
NOX-A12 2 “NOX-A12-only related AE increase in diffusion and the decrease in FTBhigh
n=17 GGT increased G3

— Macrophages

Mean max. change from baseline %]
Mean max. change from baseline [%]
Mean max. change from baseline [%]

Under NOX-A12Z Under NOX-A12

38 2 xALT increased G2 ———————— | T

No relation 9

NS 17 TmoTIased Registered with clinicaltrials.gov, ID: NCT04121455 e it T e i mme i e 1 S o

[ Frank Giordano@ukbonn.de « Matched pre-/post-surgery CODEX® reveals recruitment and cluster formation of proliferating cytotoxic T cells (upper panel)
) Matched pre-/post-surgery CODEX® of non-responding patient show T-cell encapsulation by M2-like macrophages (lower panel)




/] — BACKGROUND & STUDY DESIGN

* |nhibition of the CXCL12/CXCR4/CXCR7 axis

» abrogates recruitment of pro-vasculogenic bone marrow-derived cells after
radiotherapy (RT) of glioblastoma (GBM)
» prevents T cell exclusion from the tumor microenvironment (TME)
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binds & neutralizes

Tumor recurrence #

Ceradini, Nat Med 2004
Greenfield, J Clin Invest. 2010
Kioi, J Clin Invest. 2010
Liu, Neuro Oncol. 2014

NOX-A12

CXCR4, C-X-C Motif Chemokine Receptor 4 (receptor for CXCL12)

BMDC, bone marrow derived cells

CXCL12
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+ECOG<2

GBM CNS WHO grade 4 KoLl
« MGMT promoter unmethylated
* Incomplete resection/biopsy only

NOX-A12

continuous i.v. infusion at three dose levels (DL; 200, 400, 600 mg/week)

Inclusion criteria | RT
» Newly-diagnosed supratentorial ' 50 Gy (2 Gy x 30)
1

6 26

Safety monitoring
Advanced MRI (perfusion/diffusion)
CODEX® (multiplexed immunofluorescence imaging)

Primary Endpoint: Safety as per # of patients with treatment-related CTCAE

Secondary Endpoints: NOX-A12 plasma levels, tumor vascularization/perfusion as per advanced
MRI, PFS-6, mPFS, OS, QoL, NANO

Exploratory Endpoint: Translational characterization of TME response by CODEX®
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] FOCUS: CONSORT of GLORIA and controls

GLORIA

12 screened

! > 2 excluded
10 enrolled
RT + 200 mg/week
3 cohort 1 OLA
RT + 400 mg/week
3 cohort 2 OLA
RT + 600 mg/week
4 cohort 3 OLA

37 screened

\4

| 10 advanced MRI |

20 advanced MRI

‘ 2 CODEX* ‘

8 CODEX*

* Only performed for paired samples from 1st and 2" surgery.

** Matched per MGMT promoter methylation status and extent of resection.
Patients in the control cohort needed to have at least 3 consecutive scans.
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12 no advanced MRI
3 lessthan 2 FU
2 inflammation/necrosis

\4

21 no paired samples

29 screened

CODEX Control Cohort

Matched Imaging Control Cohort**

4
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SAFETY

AEs: n = 158 RT
cut-off date: 1-May-2022 n= 30
20
2 6
NOX-A12 2
=17
! Y - 38
No relation 9
n=77 Tumor-related

n= 50

Combination of RT and NOX-A12
well-tolerated and safe

Of all G22 AEs (n = 77), 3 (4%)
solely NOX-A12-related

No dose limiting toxicities (DLT)
and no treatment-related deaths

*NOX-A12-only related AE
GGT increased G3
2 x ALT increased G2
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s EXEMPLARY COURSE
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W13: Re-surgery for suspected PD '~ NAITITUE CLRTTUTTL T TITEEDT] DN (ode 0] 2 €6))
Path report: Ki67<5% (see Panel 6)

Pathology-confirmed early pseudoprogression (PsP) at W9 for C1-001 (lower panel)
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074 LESION RESPONSE

Best response under NOX-A12 vs. SOC (SPD sum of target lesions) Best responding non-target lesion
GLORIA Matched reference cohort
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« Trial results were compared to a matched imaging reference cohort treated with standard of care (SOC)

« Of 10 patients, one had only target lesions (TLs) and another one had only non target lesions (NTLs)

» 9/10 patients showed response to NOX-A12 either in TL or NTL

« 8/9 patients with detectable TLs responded to NOX-A12, 4/9 reaching partial remission (PR; n =2 at DL1 and n = 2 at DL3)

» 3/3 patients of DL1 and 4/4 of DL3 reached PR or CR of one or more NTLs

* In3/9cases (n=2atDL1;n=1atDL3), at least one NTL completely disappeared
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074 LESION RESPONSE

NOX-A12

Baseline NTL at BL RT

C1-003

4

UNIVERSITAT

Klinik fiir
Strahlentherapie
und Radiconkologie



W

ADVANCED IMAGING

Sum of non-target lesions Highly perfused tumor fraction Cellularity (ADC)
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200mg 400mg 600 mg 200 mg 400 mg 600 mg 200mg 400mg 600 mg

Under NOX-A12 radiographic responses of NTL were best at the highest DL, as was the

increase in diffusion and the decrease in FTBhigh
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5 FOCUS: Value of rCBV under NOX-A12

Re-surgery
NOX-A12 PD confirmed
. RT
Baseline Baseline
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5 FOCUS: Value of rCBV under NOX-A12

re-surgery for suspected PD

NOX-A12 path report: Ki67<5%

RT

Baseline W49

C1-001

Edema -

Enhancing tissue -
SPDP -
ADC -

rCBV 7

BL W9 18 26
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TUMOR MICROENVIRONMENT

CD8 T cells
Baseline Under NOX-A12 Baseline Under NOX-A12
2.5+ : _"3 : '
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0.0 -
B“;"“‘ RT+NOX-A12 Proliferating or cytotoxic CD8" T cells +  Proliferating or cytotoxic CD8* T cells «  Proliferating or cytotoxic CD8* T celis «  Proliferating or cytotoxic CD8* T cells
— Macrophages
Baseline Under NOX-A12 Under NOX-A12
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Bassline RT+NOX-A12 ke macrophages DAPI T cells M2-like macrophages Teells  M2-like macrophages DAPI
+ Matched pre-/post-surgery CODEX® reveals recruitment and cluster formation of proliferating cytotoxic T cells (upper panel)
» Matched pre-/post-surgery CODEX® of non-responding patient show T-cell encapsulation by M2-like macrophages (lower panel)
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Conclusions:

Radiotherapy + NOX-A12 in chemotherapy-refractory GBM Is safe
No DLT
Promising clinical efficacy

T cell recruitment + clustering
Expansion arms with bevacizumab or pembrolizumab initiated
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