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Forward-looking Statements

The information and opinions contained in this presentation and any other information discussed at this presentation are provided as at the 

date of this presentation and are therefore of a preliminary nature, have not been independently verified and may be subject to updating, 

revision, amendment or change without notice and in some cases has not been audited or reviewed by the Company’s auditors. This 

presentation 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 Company nor any other person is under any obligation to update or keep current the information contained in this 

presentation or to correct any inaccuracies in any such information which may become apparent or to provide you with any additional 

information. No reliance may or should be placed for any purpose whatsoever on the information contained in this presentation, or any other 

information discussed verbally, or on its completeness, accuracy or fairness. None of the Company, its investment banking representatives, 

or any of their respective directors, officers, employees, direct or indirect shareholders, agents, affiliates, advisors or any other person 

accept any responsibility whatsoever for the contents of this presentation, and no representation or warranty, express or implied, is made by 

any such person in relation to the contents of this presentation.

Certain information in this presentation is based on management estimates. Such estimates have 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 

(express or implied) is given that such estimates are correct or complete. Where this presentation quotes any information or statistics from 

any external source, it should not be interpreted that the Company has adopted or endorsed such information or statistics as being 

accurate. This presentation contains forward-looking statements. These statements reflect the Company’s current knowledge and its 

expectations and projections about future events and may be identified by the context of such statements or words such as “anticipate,” 

“believe”, “estimate”, “expect”, “intend”, “plan”, “project”, “target”, “may”, “will”, “would”, “could”, “might” or “should” or similar terminology. By 

their nature, forward-looking statements are subject to a number of risks and uncertainties, many of which are beyond the Company’s 

control that could cause the Company’s actual results and performance to differ materially from any expected future results or performance 

expressed or implied by any forward-looking statements. The Company undertakes no obligation publicly to release the results of any 

revisions to any forward-looking statements in this presentation that may occur due to any change in its expectations or to reflect events or 

circumstances after the date of this presentation.
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Agenda

▪ Key take-aways from the Phase 1/2 NOX-A12 + immunotherapy 

(Keytruda®/pembrolizumab) 

– Clinical (Overall Survival)

– Mechanism of action

▪ Where does NOX-A12 + immunotherapy fit in the NOXXON pipeline

▪ Standard of care for advanced colorectal and pancreas cancer patients 

▪ Trial design, patients, outcomes in more detail

▪ Q&A
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Overall Survival Longer than expected for this Heavily Pre-

Treated Population

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P

Colorectal cancer 

patients receiving 

on average their 

6th line of therapy 

Pancreatic cancer 

patients receiving 

on average their 

4th line of therapy

Responses to 

immunotherapy 

can take 3-6 

months to 

observe and 

many advanced 

patients don’t 

have that time

Expected OS
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NOX-A12 Mechanism of Action Highlights – Target 

Neutralization, Immune Response and Stable Disease

> 3-fold increase

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P



7

Pipeline Assets Leverage Existing Anti-Cancer Therapies 

to Optimize their Therapeutic Efficacy

Solid tumors
Pancreatic / Colorectal Immunotherapy

NOX-A12

Ablation / radiation

NOX-E36

Solid tumors
Pancreatic / Liver

Immunotherapy & 
chemotherapy

Solid tumors
Brain cancer / Glioblastoma

Orphan 
Status

US & EU

Phase 1/2 trial completed
Patient in follow-up ongoing
Update published at Sept 2019 ESMO

Phase 1/2 trial ongoing
Clinical study initiated Sep 2019

Phase 1/2a trials completed in 
non-oncology indications

Trial to be completed with partnerTrial to be completed by NOXXON

Indication Combination Preclinical Phase 1 Phase 2 Phase 3

Indication Combination Preclinical Phase 1 Phase 2 Phase 3

All  time-lines subject to financing

Undiclosed
Market >€1b

Preclinical evaluation to be completed
Q2-2020

Top-10 
Pharma
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Trial Design

6th line mCRC & 4th line mPaC

Dosing

• Part A: 2 weeks of NOX-A12 monotherapy: twice per week NOX-A12

• Part B: Combination therapy: NOX-A12 + pembrolizumab given once every 3 weeks

Patient population

• All patients metastatic with liver metastases and confirmed microsatellite stable tumors

• Colorectal cancer patients receiving 6th line of therapy on average

• Pancreatic cancer patients receiving 4th line of therapy on average

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P
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Patient Demographics

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P
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Standard of Care for Advanced Colorectal and Pancreatic 

Cancer Having Failed Prior Lines of Therapy

Source: respective US FDA approved product labels
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NOX-A12 Monotherapy Triggers Cytokine Signatures 

Consistent with Th1 type Response Making the Tumor ‘Hotter’

▪ NOX-A12 monotherapy leads to beneficial changes in the 

tumor microenvironment after 14 days of treatment
– Increase in concentrations of key cytokines (IL-2 / IFN-γ / IL-16) is 

indicative of Th1 response

– Th1 response, activation of cytotoxic CD8+ T cells and also of 

CD4+ T helper cells was found for approx. half of the patients

▪ Decrease in concentrations of IL-1α/β and IL-6 indicative of 

reduced presence or activity of myeloid-derived 

immunosuppressive cells

▪ Decrease in Th1 signature cytokines and CXCL10 

indicates a decrease of T cell attraction to and activation in 

the tumor
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Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P
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NOX-A12 Mechanism of Action Highlights – Target 

Neutralization, Immune Response and Stable Disease

> 3-fold increase

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P
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Unexpectedly High Number of Patients with Long Time on Study

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P

• Overall survival (OS) 42% at 6 months and 22% at 

12 months

• All patients metastatic with liver metastases and 

confirmed microsatellite stable tumors

• Colorectal cancer patients receiving 6th line of 

therapy on average

• Pancreatic cancer patients receiving 4th line of 

therapy on average
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Disease Stabilization Following NOX-A12 + Keytruda® Therapy 

Seen in Highly Pretreated and Rapidly Progressing Patients

Regardless of the number of prior lines of therapy or outcome of prior therapy, patients can still 
derive benefit extending expected progression-free survival time

Duration Prior Treatment and OPERA Treatment 

Patients with stable disease only 

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P
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Time on Prior Therapy (Grey) vs. Time on NOX-A12 + 

Immunotherapy Study (Blue)

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P

• Colorectal cancer patients receiving 6th line of therapy on average

• Pancreatic cancer patients receiving 4th line of therapy on average
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Progression-free and Overall Survival in Patients Receiving NOX-A12 

+ Pembrolizumab Combination Therapy

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P

• Overall survival (OS) 42% at 6 months and 22% at 

12 months

• All patients metastatic with liver metastases and 

confirmed microsatellite stable tumors

• Colorectal cancer patients receiving 6th line of 

therapy on average

• Pancreatic cancer patients receiving 4th line of 

therapy on average
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NOX-A12 Does Not Complicate Pembrolizumab Safety Profile;

Ample Room to Optimize NOX-A12 Dosing

▪ All adverse events (AEs) are listed which were 

reported by at least two patients

▪ All reported serious adverse events (SAEs) 

are listed

▪ Six AEs are potentially related to 

NOX-A12; one SAE (diarrhea)

▪ No Grade 4 adverse events were reported

▪ One death / Grade 5 adverse event due to 

tumor progression 

(General physical health deterioration)

▪ Preferred terms including SAEs are indicated by 

an asterisk (*)

▪ Percentages are based on the total number 

of patients

AEs: adverse events ; SAEs: serious adverse events 

Source: Halama et al, Phase 1/2 Study with CXCL12 Inhibitor NOX-A12 and Pembrolizumab in Patients with Microsatellite-Stable, Metastatic Colorectal or 

Pancreatic Cancer. ESMO Congress 2019 Poster 613P

0 10 20 30 40 50

Abdominal Pain*

Constipation

Ascites

Vomiting*

Nausea

Abdominal pain upper

Flatulence

Diarrhoea*

Ileal perforation*

Intra-abdominal haemorrhage*

Oedema peripheral

Fatigue

Pain*

General physical health deterioration

Decreased appetite

Hyperkalaemia

Hyponatraemia

Iron deficiency

Urinary tract infection

Bronchitis

Lung infection

Pneumonia*

CRP increased

INR increased

Blood bilirubin increased

Tumour pain

Cholestasis

Hyperbilirubinaemia

Dyspnoea*

Pruritus

Myalgia

Leukocytosis

Hypothyroidism

Wound dehiscence*

Hypertension*

G
a

s
G

e
n

M
e
t

In
f

In
v

n
e

H
e

p

R
e

s
p

i
r

s
k

m s
b

l
e

n
In

j
v
s

% Patients with Adverse EventsSystem Organ Class
Preferred Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Blood & lymph. sys.

Gastrointestinal 
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NOX-A12 Plus Keytruda® Shows Induction of Immune 

Response and Clinical Benefit

Further studies are warranted with optimized NOX-A12 dosing and 
potentially additional targeting of myeloid-derived 

immunosuppressive cells with NOX-E36 

In MSS metastatic PaC and CRC patients with impaired immune systems and a high 

tumor load that have failed multiple prior lines of therapy, NOX-A12 plus Keytruda®

shows induction of immune response and clinical benefit, manifesting as stable disease 

and prolonged time on treatment vs. prior therapy

Abbreviations: MSS: Microsatellite Stable; PaC: Pancreatic cancer ; CRC: Colorectal cancer ; AE: adverse events

Source: Halama et al 2019 ESMO Poster 613P, 2018 ESMO IO Poster 463 Presentation 84P & accompanying NOXXON Pharma Press Releases 14 Dec 

2018 and 29 September 2019
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Adapted from Chen & Mellman 2013 Immunity.

Thinking about future trials – what potential combination strategies?

Trafficking of T-cells and 
myeloid cells to tumors

Infiltration of T-cells and 
myeloid cells into tumors

NOX-A12 and NOX-E36 act on key steps of the Cancer Immunity Cycle

4

5

Anti-PD1/PDL1 therapies 
immuno-suppression in 
tumor bed

NOX-E36 – clear 
immunosuppressive myeloid
cells from tumor

NOX-A12 - Enable immune 
cell infiltration & recognition
of cancer cells be effector 
cells

Anti-CTLA4 therapies 
expansion of T-cell 
compartment 
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Questions ?
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Thank you.

For more information do not hesitate to contact us at 

Webcast@noxxon.com


