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Therapy & Indication Preclinical Phase 1/2 Phase 2 Phase 3 Next Inflectmn Partner/
Point Collaborator

NO).(-AIZ + Radicftherapy FDA/EMA 15-mon.th 0S from

Brain cancer / Glioblastoma anti-VEGF

discussions when .
Orphan Drug Status US & EU 0S data mature expansion arm

Expansion arms +anti-VEGF, +anti-PD1 expected mid-2023

Scientific
NOX-A12 + Immunotherapy Protocol approved Collaborator

Pancreatic Cancer in FR, ES & UsS €9 MsD

NOX-E36 Combinations
Solid Tumors

- Trial completed Trial ongoing or in preparation

All timelines subject to financing and patient recruitment ‘

NOX-A12 (olaptesed pegol) is an injectable PEG-conjugated L-stereoisomer RNA aptamer that directly binds and neutralizes the chemokine CXCL12, preventing signaling through its two receptors CXCR4 & CXCR7. NOX-A12

also de-anchors the chemokine, destroying its gradient forming capacity.

NOX-E36 (emapticap pegol) is an injectable PEG-conjugated L-stereoisomer RNA aptamer conjugated to 40kD PEG that directly binds and neutralizes the chemokine CCL2, preventing signaling through its receptor CCR2.
NOX-E36 also de-anchors the chemokine, destroying its gradient forming capacity.




Glioblastoma is a Devastating Orphan Brain Cancer TME @ Q
where the TME Plays a Significant Role pharma

LACK OF EFFECTIVE THERAPIES & LOW OVERALL SURVIVAL HIGH UNMET NEED PATIENT SEGMENTS

* MGMT unmethylated promoter — chemotherapy
ineffective

* Incomplete surgical removal of tumor tissue — poor

Orphan prognosis
S tatus -H e ] .................... ] .. .................... ]
29,000 4% mOS ~ 160 active clinical NOX-A12 GLORIA trial recruits glloblgs’Foma patients with
New Cases per 12-15 months trials MGMT unmethylated tumor remaining after surgery
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Sources: Poon MTC, et al., Scientific Reports 2020 Vol. 10 Issue 1; Hegi ME et al. N Engl J Med 2005;352:997-1003; Global Data, ClinicalTrials.gov & TME Pharma analysis, April 2022
1. In the US, UK, FR, ES, DE & IT, Global Data April 2022




Biomarkers — Prognostic vs Predictive

* Prognostic Biomarkers * Predictive biomarkers
A prognostic biomarker provides A predictive biomarker provides
Information about which outcomes iInformation about the benefit of a

are likely/unlikely based on markers specific treatment for an individual
present in the patient’s tumor. patient.

Klinik fir
eeeeeeeeeeeeee




Established Predictive Biomarker in Glioblastoma

MGMT promoter methylation status

« MGMT unmethylated promoter =
chemotherapy ineffective

* Incomplete surgical removal of tumor tissue —
poOr prognosis

NOX-A12 GLORIA trial focuses on MGMT
unmethylated patients with residual tumor after
surgery

Probability of Overall Survival (%)
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Sources: Poon MTC, et al., Scientific Reports 2020 Vol. 10 Issue 1; Hegi ME et al. N Engl J Med 2005;352:997-1003
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Study Arms

Dose Key inclusion criteria: RT
. * Newly-diagnosed supratentorial 28 (‘)35y g ((32”2732)
Escalation glioblastoma WHO IV {5
* MGMT promoter unmethylated
Cohorts * Incomplete resection/biopsy only NO_X'A1_2 -
. ECOG<2 continuous i.v. infusion at three doses (200, 400, 600 mg/week)

@ uvm
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Potential predictive biomarker for response to radiotherapy and CXCL12-inhibition
in glioblastoma in the phase I/ll GLORIA trial.

Frank A. Giordano'?*, Julian P. Layer***, Sonia Leonardelli**, Lea L. Friker*®, Roberta Turiello®, Dillon Corvino?, Thomas Zeyen®, Christina Schaub®, Wolf Miiller’, Elena Sperk'#,
L. Christopher Schmeel?, Katharina Sahm®, Sied Kebir'®, Peter Hambsch", Torsten Pietsch®, Sotirios Bisdas'?, Martin Glas', Clemens Seidel'', Ulrich Herrlinger* and Michael Hélzel**

' Department of Radiation Oncology, University Medical Center Mannheim, University of Heidelberg; ? DKFZ-Hector Cancer Institute at the University Medical Center Mannheim; * Department of Radiation Oncology, University Hospital Bonn, University of Bonn; * Institute of
Experimental Oncology, University Hospital Bonn, University of Bonn; * Institute of Neuropathology, University Hospital Bonn, University of Bonn; ® Division of Clinical Neuro-Oncology, Department of Neurclogy, University Hospital Bonn; 7 Institute of Neuropathology, University
Hospital Leipzig, University of Leipzig; ® Clinical Trials Unit, University Medical Center Mannheim, University of Heidelberg; ® Department of Neurology, University Medical Center Mannheim, University of Heidelberg; *° Division of Clinical Neurooncology, Department of
Neurclogy, University Hospital Essen, University Duisburg-Essen; "' Department of Radiation Oncology, University Hospital Leipzig, Leipzig, Germany; ™ Lysholm Department of Neurcradiology, National Hospital for Neurology and Neurosurgery, London
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scRNAseq and tissue analysis

Workflow

Study design

CXCL12 expression in scRNAseq
from human GBM
Abdelfattah et al. 2022

Multiplexed immunofluorescence for CXCL12 positivity
Inclusion criteria

: . . FFPE tissue samples Endothelial cells Pericytes Myeloid cells Glioma calls (G12
Newly-diagnosed supratentorial GBM = DAPI CD31 DAPI 0-SMA DAF| G058 DAFI GEAP o
(WHQ CNS grade 4) GLORIA R L
= MGMT promater unmethylated Endothalial (RT+NOX-A12)
= Incomplete resection/biopsy only Pericytes
<ECOG=2 Centinuous i.v. infusion at three DLs {200, 400, 600 mg/week) p el soc*
cells
: (RT+TMZ)
Week 1 Week 6 Week 26* ¥ 25 call Exprossi v
cells rEasian s
. - High

Safety monitoring - | Drugtarget Vessels  Tumor

Advanced MRI (incl. perfusion/diffusion) i GRAF . !
Primary endpoint: Safety (incidence of adverse events) ) ; Low Daioyecpitkrgl ™ ’ S:g;éﬁ?m Sp::sllfl:;scdc)if"cL;::_tm:‘r:-‘l:\nr;

NOX-A12 plasma levels, radiographic response, PFS, 08 Glioma calls s = = = = -

Secondary endpoil

tumor samples from
Exploratory endpoints:  Multiplexed immunoflucrescence imaging (CODEX®) - assessment of tissue biomarkers o Mye.iuid Nycigs  Proffergtion = N ; o GLORIA  « GLORIA :auﬂms (n=10)
7 £ . . DL1 +50C cohort (n=15y*
<10 ::hal‘ierts with newly"di:gnnsed incompletely resected (n=8) or biopsied (n=2) GBM with ECOGs2, age=18 and without MGMT promoter H Oligadendroyles + %‘w !; ; : . . : gt; «Tissue D:n:Iys(irs‘ cnr:ﬁrms cell type-specific
mathylation were enrolle Nuclear segmentation o expression of CXCL12 seen in scRNAs:
< All pgliants received standard RT (60 Gy in 30 fractions or 40.05 Gy in 15 fractions) and escalating dose levels of continuous (24/7) iv. s based ogn DAPI Em H A - < ¥ f : #s0C . Nop signifcant differences in GXCL12" E:l”
infusions of NOX-A12 for 26 weeks y) ; P j - frequency between GLORIA and SOC
for sion w- §e * v,
End of treatment: 26 weel ontinuation beyond 26 weeks per investigator's decision ‘: g - : - *SOC cohort: external contral with incompletely
= Highest CXCL12 mRNA expression in endothelial cells, followed . - E_ resected or biopsied GBM (WHO CNS grade 4)
by pericytes, myeloid (macrophages, microglia) and glioma cells Totsl cells E“E‘E"" Paicyies mir::lu Gloma cals lacking MGMT promoter methylation and treated

with standard of care (SOC) (n=15)

Trial outcomes

Patient characteristics Adverse Events Progression-free survival = f f CXC + ial / . . T f
nato) CLORIA High frequency of CXCL12* endothelial / glioma cells is predictive for
109 mPFS: 174 days -] = = g mgm .
varate () Vet o) - ¢"] clinical efficacy of RT + CXCL12-inhibition in GBM
ender n=17 n=30 E, 1 —
Male 7170} cubaft date: 20-April2023 - & —
Femal 330 2w g .
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Rasaction status n=55 Days o] i - o i 2 # o e =
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. ran] A mt: - T 4, =068 =
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Frortal labe 4 (40} GLORIA Toiel CXCLIZ 2alie % ‘CHELTZ: Enduihetnl cate 112, %) * ez Gl e raF EG1Z s00n [ _
Temporal lobe 5 (50) N lati e .
Parietal lobe 3 (30} o rena=u§|;| =) 100 mOsS: 288 5 days a0t 508 ” soe P sag 400 Soc
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Radiotherapy £ 4 L EIE g 0
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* Treatment was safe with no dose-limiting toxicities a M 200 a0 00 200 k ud - E - T £ EG‘ZJ w
- Of all G=2 adverse events (n=84}, 4 (4.7%) were considered to be solely NOX-A12-related, Daye + Positive trend between frequency of total GXCL12* cells and PFS in the GLORIA cohort rea . h'mtl o
including 1 G3 AE at DL 3 (elevation of GGT) . P . . . Lo N +Creation of a combine score
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butea equally

@ uvm

Klinik fir
! DEUTSCHES '
hlenth
LI( b stra Rae:i]itooer:iglligie A — dkfz KREBSFORSCHUNGSZENTRUM i
[ | MANNHEIM . 1N DER HELMHOLTZ-CEMEINSCHAFT UNIVERSITAT




2023 ASCO

ANNUAL MEETING

Trial outcomes

Patient characteristics Adverse Events
(n=10)
Variable n (%) Median (range) RT
Gender n=171 n=230
Male 7 (70) cut-off date: 20-April-2023 20
Female 3(30)
Age (years) 65 (43-79)
ECOG Score
0 7 (70) n=21
1 3(30) 13 43
Baseline NANO score 0 (0-4) Tumor-related
Resection status n =55
Incomplete 8 (80)
Biopsy 2 (20)
Residual volume (cc) 4.3 (2.5-34.1)
Weeks post surgery 4.6 (3.9-7.1)
Tumor localization
Frontal lobe 4 (40)
Temporal lobe 5 (50) 4 ‘
Parietal lobe 3(30) No rﬂaizlts);lshlp
Occipital lobe 2 (20)
Radiotherapy
Normofractionated 7 (70)
Hypofractionated 3(30)
* Treatment was safe with no dose-limiting toxicities
* Of all G=2 adverse events (n=84), 4 (4.7%) were considered to be solely NOX-A12-related,
including 1 G3 AE at DL 3 (elevation of GGT)
* Median PFS of the GLORIA cohort was 5.7 (range 1.9-8.5) months and the median OS was
12.7 (4.7-18.4) months

Progression-free survival
GLORI
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4 CXCL12 positivity and PFS 9 EG12 score

~— Total CXCL12*cells N E12 I Gl2W— GLORIA
400
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— 300 BL3
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& / & - & ,/ i * )/
1004 © .~ _ 100 g 100 b ° r=0.865
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T T T T 1 T T T T 1 0 T T T T 1 ) ’ ' :
0 2 40 60 80 100 0 20 40 60 80 100 0O .20, 40 60 80 100 -50 0 50
Total CXCL12" cells (%) CXCL12* Endothelial cells (E12, %) CXCL12* Glioma cells (G12, %) EG12 score
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400 400 400 4001
?300- - 300 - 300 _ 300
E ..'\._/ g e § "o 2 Qe
52004 5 - & 200 \:\——'./V' % 200 .\n_d"/' &) \‘.:t/°
i w o ° ~ 200+
o e T o e — o T —— SRS $ °
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. ° o p=0.389 " p=0.695 P ° 5 . = p=0.361 r=-0.100 ° °
0 20 40 60 80 100 0 S5 up k6 86 460 50 .46 a6 a6 oo p=0.724 . e
Total CXCL12* cells (%) ) L CXCL12* Endothelial cells (E12, %) ) CXCL12* Glioma cells (G12, %) 0 24 v (I) T 5I0
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* Positive trend between frequency of total CXCL12* cells and PFS in the GLORIA cohort -Craatioh of & ebmibificd EGTY .Scbie
* Positive correlation between CXCL12* endothelial cells (E12) and CXCL12* glioma cells (G12) incorporating endothelial and glioma cells
with PFS in the GLORIA cohort .
: : (mean of the median-centered values of
* No correlations or trend in the SOC cohort E12 and G12)
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Stratified Survival

Progression-free survival Overall survival
i - EG12 score mPFS 1807 EG12 score mOS
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Value of Predictive Biomarkers TME @
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A predictive biomarker is a measurable biological characteristic that provides information
about the likelihood of an individual patient to respond to a specific treatment.

Significance of a Predictive Biomarker:

* Clinical Development: helps to identify target populations for clinical trials thereby
enhancing the statistical power of the trial and reducing the risk of failure

* Personalized Medicine: guides treatment decisions by identifying patients who are more
likely to respond to a specific therapy

minimizing adverse events, and optimizing resource allocation thus supporting positive
pricing and reimbursement decisions ‘

 Health Economics: reduces healthcare costs associated with ineffective treatments, “




Questions?



Thank you.

Contact us:

tme@tmepharma.com




NOX-A12 + RT + Bevacizumab: Maturing Survival Data TME @

83% OS with 14-month Median Time on Study pharma

14 months
on study

Patient 1 * 5 out of 6 patients alive with
14-month median time on study
(cut-off date 21 May 2023)
Patient 2 * Maedian overall survival (mOS)
continues to improve
. * 5 out of 6 patients achieved durable
Patient 3 mRANO responses >6 months
* 15-month survival data expected mid-
' 2023
Patient 4
* PDin patient 6, which led to death, was
due to cerebrospinal fluid (CSF)
. metastases while target lesion control
Patient 5 was maintained
Patient 6 deceased

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Months

15
Sources: TME Pharma Press Release from 26 May 2023



