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Forward Looking Statements

The information and opinions contained in this presentation

and any other information discussedat this presentationare

providedasat the date of this presentationand are therefore

of a preliminarynature, havenot been independentlyverified

and may be subject to updating, revision, amendment or

changewithout noticeandin somecaseshasnot beenaudited

or reviewed by the /ƻƳǇŀƴȅΩǎauditors. Thispresentation is

selective in nature and does not purport to contain all

information that may be required to evaluate the Company

and/or its securities. Neither the Companynor any other

personis under any obligation to update or keep current the

information contained in this presentationor to correct any

inaccuraciesin any such information which may become

apparentor to provideyouwith anyadditionalinformation. No

reliancemay or shouldbe placedfor any purposewhatsoever

on the informationcontainedin this presentation,or anyother

information discussed verbally, or on its completeness,

accuracyor fairness. None of the Company,its investment

bankingrepresentatives,or any of their respectivedirectors,

officers, employees,direct or indirect shareholders,agents,

affiliates, advisors or any other person accept any

responsibilitywhatsoeverfor the contentsof this presentation,

andno representationor warranty,expressor implied,ismade

by any such person in relation to the contents of this

presentation.

Certain information in this presentation is based on

managementestimates. Suchestimateshave been made in

good faith and represent the current beliefs of applicable

members of management. Those management members

believe that such estimates are founded on reasonable

grounds. However, by their nature, estimates may not be

correct or complete. Accordingly, no representation or

warranty (expressor implied) is giventhat suchestimatesare

correct or complete. Where this presentation quotes any

informationor statisticsfrom anyexternalsource,it shouldnot

be interpreted that the Companyhas adopted or endorsed

such information or statistics as being accurate. This

presentation contains forward looking statements. These

statementsreflect the /ƻƳǇŀƴȅΩǎcurrent knowledgeand its

expectationsand projectionsabout future eventsand may be

identified by the context of suchstatementsor wordssuchas

άŀƴǘƛŎƛǇŀǘŜΣέάōŜƭƛŜǾŜέΣάŜǎǘƛƳŀǘŜέΣάŜȄǇŜŎǘέΣάƛƴǘŜƴŘέΣάǇƭŀƴέΣ

άǇǊƻƧŜŎǘέΣάǘŀǊƎŜǘέΣάƳŀȅέΣάǿƛƭƭέΣάǿƻǳƭŘέΣάŎƻǳƭŘέΣάƳƛƎƘǘέor

άǎƘƻǳƭŘέor similar terminology. By their nature, forward

looking statements are subject to a number of risks and

uncertainties, many of which are beyond the /ƻƳǇŀƴȅΩǎ

control that could cause the /ƻƳǇŀƴȅΩǎactual results and

performance to differ materially from any expected future

results or performanceexpressedor implied by any forward

lookingstatements. TheCompanyundertakesno obligationto

publicly release the results of any revisionsto any forward

lookingstatementsin this presentationthat may occurdue to

any change in its expectations or to reflect events or

circumstancesafter the dateof this presentation.
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Strong Value Proposition Through Differentiated 
Pipeline Targeting the Tumor Microenvironment 

MISSION
NOX-A12 

LEVERAGEABLE
TECHNOLOGY

VERY 
PROMISING 

DATA

FOCUS ON 
ORPHAN CANCER

INDICATIONS

UPCOMING 
CATALYSTS

Develop novel therapies 
for treatment of cancer 
when TMEsignificantly 

limits survival

Dual MoA leverageable 
to solid tumors as 
combinations with: 
ÅRadiotherapy (RT)
ÅAnti-vascular agents 

VEGF-(R)
ÅImmunotherapies

Brain Cancer 
(1st line GBM)

~$2.5 bn Addressable 
Market

Pancreatic Cancer (2nd

line)
~$6 bn Addressable 

Market

GBM expansion arms 
interim datapoints 

in 2022

Planned regulatory 
discussion on approval 

pathway in GBM 
In Q4 2022

Brain Cancer (1st line GBM)
Phase 1/2 clinical trial in SoC 

refractory population

NOX-A12 + RT1:
Å40% Partial Response
Å90% Disease Control

NOX-A12 + RT 
+ bevacizumab2:

Å100% Partial Response

Sources: 1) Giordano (2022) ASCO Annual Meeting Presentation #2050, 2)  TME Pharma Press Release 23 June 2022
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SpiegelmerPlatform: 
Next-Generation L-stereoisomer RNA Aptamers

ChemokineTarget
(Red)

Spiegelmer 
(Blue)

ÅMirror-image (L-stereoisomer) injectable RNA 
therapeutics coupled to 40kD PEG for half-life

ÅNOX-A12 anti-CXCL12 chemokine Spiegelmer

ÅNOX-E36 anti-CCL2 chemokine Spiegelmer

ÅSpiegelmersdirectly bind and neutralize protein targets 
in the extracellular space

ÅResistance to nuclease degradation, no TLR (toll-like 
receptor) interaction

ÅLarge interaction surface enables complete inhibition of 
key chemokine domains : 

1. Receptor activation

2. Anchoring

Crystal structure of the SpiegelmerNOX-E36 bound to chemokine CCL2 from Oberthür, D. et al. Nat Commun6.6923 (2015)
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All timelines subject to financing and patient recruitment

NOX-A12 (olaptesedpegol)is an injectable PEG-conjugated L-stereoisomer RNA aptamer that directly binds and neutralizes the chemokine CXCL12, preventingsignaling through its two receptors CXCR4 & CXCR7. NOX-A12 
also de-anchors the chemokine, destroying its gradient forming capacity.

NOX-E36 (emapticappegol) 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. 

Pipeline Assets Complement Anti-Cancer Therapies 
to Enhance their Therapeutic Efficacy

Therapy & Indication Preclinical Phase 1/2 Phase 2 Phase 3
Next Inflection 

Point
Partner/

Collaborator

NOX-A12 + Radiotherapy
Brain cancer / Glioblastoma
Orphan Drug Status US & EU
Expansion arms +anti-VEGF, +anti-PD1

Expansion interim 
data in 2022 

NOX-A12 + Immunotherapy
Pancreatic Cancer

Protocol approved 
in  FR & ES, 

in discussion for US

NOX-E36 Combinations
Solid Tumors
NOX-A12 + Immunotherapy
Pancreatic Cancer

Trial ongoing or in preparationTrial completed

Scientific 
Collaborator



6

Experienced Biopharma Team

Aram Mangasarian
CEO

Novexel:
ϵмрлƳ ƭƛŎŜƴǎŜ ǿƛǘƘ CƻǊŜǎǘ
$505m acquisition by AZ 
ExonHitTherapeutics:
$30m alliance with Allergan

Bryan Jennings
CFO

Peptilogics, ChemomAb, 
BerenTherapeutics, Rational 
Vaccines & KAHR Medical
Morgan Stanley: >100 IPOs 
and 123 M&A transactions

Dr. Jarl Ulf Jungnelius
Senior Medical Advisor

Isofol, Celgene, Takeda, 
Pfizer, Eli Lilly
Significant role in approvals
of  Abraxane®, Gemzar®, 
Alimta® and Revlimid® 

JOSE SARO
Chair
Adaptimmune

E. GABRIELA CHIOREAN
UW/Seattle Cancer Care 
Alliance, Fred Hutch

MONIKA HEGI
University Hospital 
Lausanne

MICHAEL LIM
Stanford University

9L[99b aΦ hΩw9L[[¸
Weill Cornell, 
Memorial Sloan Kettering

THOMAS SEUFFERLEIN
University of Ulm, 
German Cancer Society

DANIEL D. VON HOFF
TGEN, City of Hope, 
Mayo Clinic

SUSAN COLES
VivetTherapeutics

MARTINE VAN VUGT
Genmab

OSCAR IZEBOUD
Scenic Biotech

MAURIZIO PETITBON
KreosCapital

GREG WEAVER
AtaiLife Sciences

MANAGEMENT

SCIENTIFIC 
ADVISORS

SUPERVISORY 
BOARD



UNIQUE APPROACH:

Modulating TumorMicroenvironment 
Chemokines to Improve Standard of 

Care Therapies



8Haslam A. & Prasad V., JAMA Network Open. 2019;2(5):e192535. doi:10.1001/jamanetworkopen.2019.2535, Update suggests reductionto 36.1% eligibility and 10.9% response due to failed confirmatory trials in A. Haslam, J. Gill 
and V. Prasad JAMA Netw Open 2020 Vol. 3 Issue 3 Pages e200423 
Cancers affected by immunology drugs = percentage of the total US cancer patient population eligible for an approved checkpoint immunotherapy
Respond to immunology drugs = the overall response rate (complete plus partial) projected as a percentage of all US cancer patients 

TumorMicroenvironment (TME) is the Key 
to Solid Tumors

Efficacy of cancer 
therapy has been 

limited by the TME of 
both solid and 

hematological cancers. 

Targeting the TME can 
address key hurdles
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Figure adapted from Chen & Mellman 2013, Immunity 39:1.  
(a) Liu 2014, Neuro-Oncology 16:21. ChernikovaS et al., AACR-NCI-EORTC Int. Conf. on Molecular Targets and Cancer Therapeutics 2013. Deng L et al., Neoplasia (2017) 19, 1ς7; 
(b) (b) Giordano (2021) Society for Neuro-Oncology 2021 Annual Meeting Presentation CTNI-43 ςof phase I/II GLORIA trial (NCT04121455).Giordano (2022) American Society for Clinical Oncology 2022 Annual Meeting Poster 

#2050 of phase I/II GLORIA trial (NCT04121455). 
(c) Bartneck2019, Cell Mol Gastroenterol Hepatol 7:371. Lazarus 2017, Poster PT165 Soc Surg Oncol 70th Annual Cancer Symposium. 

TME PharmaΩǎImpact on TumorMicroenvironment

Decrease in 
neovascularization of 

damaged tumors by bone-
marrow-derived cells

Increasein 
trafficking & infiltration of

immune effector cells

Decreasein
suppressive myeloid cellsto

tumors

NOX-A12b & NOX-E36cNOX-A12a

Enables infiltration of anti-cancer 
immune cells into the TME

1

2

3

4

5

6

7

Prevents entry of 
immuno-suppressive cells

Blocks repair of
damaged tumors

NOX-A12 effects
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Based on information from Guo et al., 2015, Walters, M.J. et al., Br J Cancer. 2014, Würth, R. et al., Front Cell Neurosci, 2014; Guo, J-Ch. et al., Oncotarget, Advance publications, 2016; Miao, Z. et al., PNAS, 2007; Yun, H-J. et al., 
Oncol Lett, 2015; C. Jiang (2020) Mol. Med. Reports. 

Role of CXCL12 Chemokine Axis in Cancer
NOX-A12 Inhibition of CXCL12 Provides Strong Differentiation

Å Establishment of tumor-promoting microenvironment

Å Stimulation of tumor growth

Å Recruitment of endothelial progenitor cells (growth 
support, tumor vascularization) 

Å Adhesion

Å Chemotherapy resistance

Å Spreading / metastasis

Blocking only CXCR4 is not sufficient for adequate
control of the TMEand may be counter-productive in
certain cancertherapy contexts. BlockingCXCR7 has
shownto be crucialin solid tumors suchasbrain and
pancreaticcancer.

Roles of CXCL12 / CXCR4 / CXCR7 Axis

STROMAL OR TUMOR CELL SURFACES

MIGRATING CELLS (Immune, Tumor, Endothelial)

CXCL12 Concentration

Receptor interaction (specific) 

CXCL12 Anchoring (non-specific) 

CXCR7CXCR4 RECEPTORS

1) blocks receptor interaction with both CXCL12 receptors (4 and 7) and 
down-stream signaling

2) neutralizes anchor domain detaching chemokine & destroying the 
location information of the chemokine concentration gradient

NOX-A12 BINDING OF THE CHEMOKINE CXCL12:
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NOX-A12 ςDual Mechanism of Action

Blockage of Vasculogenesis:

Use in combination with anti-angiogenic agents 
such as radiotherapy or anti-VEGF-(R)

Overcome immune exclusion & prevent 
recruitment of immune-suppressive cells

Combos with CPIs, Bi-Specifics, Cell Therapies

RADIOTHERAPYkills 
tumor cells and destroys 
blood vessels

RADIOTHERAPY VASCULOGENESIS
Main driver of new vessel formation after 

radiotherapy in brain is driven by CXCL12 and 
blocked by NOX-A12

CXCL12
chemokine

VEGF

HYPOXIA

HIF-1 triggers 
Vasculogenesis& 

Angiogenesis

NOX-A12

ANGIOGENESIS
Limited role in new vessel formation post-RT in brain, 

significant role in other oncology settings

ANTI-CANCER IMMUNE 
RESPONSE

IMMUNO-SUPPRESSIVE / 
PRO-CANCER

Natural Killer Cell

Killer TCell

HelperTCell TUMOR

CXCR4 receptor

CXCR7 receptor

CXCL12 chemokine

NOX-A12

TUMOR

Natural Killer Cell

Killer TCell

HelperTCell

Circulating
Monocytes

Circulating 
Endothelial cells

Attraction to 
CXCL12

HIF-
1

TUMOR
MonocyticMyeloid-
DerivedSuppressor
Cells
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TME Pharmaat the Forefront of Chemokine Development for Cancer 
with Limited Direct Competition in Brain & Pancreatic Cancer

Includes assets in active development worldwide from preclinical phase to registration. 
Source: GlobalData Drug and Clinical Trial Reports, TME Pharma analysis, March 2022
1. X4 Pharma outlicensed Mavorixafor to Abbisko with the exclusive rights in Greater China to develop and commercialize mavorixafor in oncology indications ςincluding pancreatic cancer, 

CXCL12

Breast
Cancer

Multiple
Myeloma

Melanoma

Renal Cell
Carcinoma

Aplastic Anemia

Colorectal
Cancer

Gastric Cancer

Idiopathic Pulmonary 
Fibrosis

Ovarian
Cancer

Lymphoma

Leukemia
(AML, CML, CLL)

Glioblastoma
Pancreatic

Cancer

The CXCL12/CXCR4/CXCR7 axis involved in many 
cancers and other indications

NOX-A12
TME Pharma

Motixafortide
BioLineRx

Plerixafor
Sanofi

Pancreatic 
Cancer

CXCR4
receptor 

GlioblastomaCXCR7
receptor

WHIM Syndrome

Blocks CXCL12 interaction w/ Developed in

Mavorixafor
X4 /Abbisko

1

Liver Cancer

Lung Cancer

COVID-19



NOX-A12 + Radiotherapy in 
Glioblastoma
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1. In the US, UK, FR, ES, DE & IT,  Global Data April 2022
Sources: Poon MTC, et al., Scientific Reports 2020 Vol. 10 Issue 1;  Hegi ME et al. N EnglJ Med 2005;352:997-1003; Global Data, ClinicalTrials.gov & TME Pharma analysis, April 2022

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

100%

18%
11%

4%

0%

20%

40%

60%

80%

100%

Diagnosis/ Trial
Entry

2-year 3-year 5-year

Glioblastoma Long-Term Survival Rates 

LACK OF EFFECTIVE THERAPIES & LOW OVERALL SURVIVAL

ÅMGMT unmethylated promoter ςchemotherapy 
ineffective

ÅNOX-A12 to focus on MGMT unmethylated patients

Å Incomplete resection ςpoor prognosis &  therapeutic 
responses

HIGH UNMET NEED PATIENT SEGMENTS 

29,000
New Cases per 
year1

4% mOS
12-15 months

~ 160 active clinical 
trials

5Y

Orphan
Status




