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Forward Looking statements 
Certain statements contained in this presentation 
constitute forward-looking statements. Forward-looking 
statements are statements that are not historical facts 
and they can be identified by the use of forward-looking 
terminology, including the words "anticipate", "believe", 
"intend", "estimate", "expect", "will", "may", "should" and 
words of similar meaning. By their nature, forward-
looking statements involve a number of risks, 
uncertainties and assumptions that could cause actual 
results or events to differ materially from those 
expressed or implied by the forward-looking statements. 
Accordingly, no assurance is given that such forward-
looking statements will prove to have been correct. They 
speak only as at the date of the presentation and no 
representation or warranty, expressed or implied, is 
made by BerGenBio ASA or its affiliates ("BerGenBio"), 
or by any of their respective members, directors, officers 
or employees that any of these forward-looking

statements or forecasts will come to pass or that any 
forecast result will be achieved and you are cautioned 
not to place any undue influence on any forward-looking 
statement. BerGenBio is making no representation or 
warranty, expressed or implied, as to the accuracy, 
reliability or completeness of this presentation, and 
neither BerGenBio nor any of its directors, officers or 
employees will have any liability to you or any other 
person resulting from the use of this presentation.
Copyright of all published material, including 
photographs, drawings and images in this presentation 
remain with BerGenBio and relevant third parties, as 
appropriate. Consequently, no reproduction in any form 
of the presentation, or parts thereof, is permitted without 
the prior written permission, and only with appropriate 
acknowledgements.
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BerGenBio corporate over view

*AXL antibody out licensed to  ADC Therapeutics SA

AXL tyrosine kinase mediates 
aggressive disease:

immune evasion, therapy resistance & 
metastatic cancer, fibrosis 

and viral infection

World leaders in 
understanding AXL biology

Selective AXL inhibitors have the 
potential to treat many serious unmet 

medical needs

Pipeline opportunities in multiple 
cancers and fibrosis

Bemcentinib (oral once a day pill) 
Tilvestamab (mAb), ADCT601* (ADC)

3 selective AXL inhibitors in 
clinical development

Biomarker correlation,
parallel CDx development

Bemcentinib phase II trials:
AML (monotherapy), AML (chemo-combo)

NSCLC (KEYTRUDA combo) COVID19 (mono)

Phase II: Monotherapy and combos 
with, CPI, targeted & chemo 

Resourced to deliver 
milestones

38 staff at two locations: 
HQ & R&D in Bergen, Norway;

Clinical Development in Oxford, UK 

Clinical trial collaborations with Merck 
and leading academic centres EU & USA

Listed on Oslo Børs: BGBIO
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• Pharmacist / MBA – joined BerGenBio in 2008 as CEO

• Formerly CEO Aenova Inc., USA

• Previously Managing Director DCC Healthcare, earlier Eli
Lilly, Reckitt Benckiser, Catalent

• 28 years industry experience, led and managed multiple
international drug development and commercialization
partnerships

Richard S. Godfrey, Chief Executive Officer
• Professor University of Bergen Medical School

• 30 years biotech research experience, academic
biomedical research positions at Stanford University and
University of Bergen

• Former Director Oncology R&D, Rigel Inc. (San
Francisco, CA)

• The first to recognize that Axl kinase is an essential
mediator of cancer development (EMT)

Prof. James Lorens, Founder and Chief Scientific Officer

• MD Oncologist – joined BerGenBio in 2019

• Former VP Clinical Development Astra Zeneca UK.

• Professor of Medical Oncology at Imperial College London
and Honorary Consultant in Medical Oncology at Imperial
College Healthcare NHS Trust

• 20 years clinical / cancer biology research at Imperial
College London.

Prof. Hani Gabra MD, PhD, Chief Medical Officer

Senior Management Team
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• 20 years of financial management, corporate development, 

corporate governance and advisory experience across multiple 

industry sectors. – Joined BerGenBio in 2018

• Previously Executive Director at EY and CFO of REMA Franchise 

Norge AS, the multinational supermarket business.

• Registered Accountant and a State Authorized Public Auditors

Rune Skeie, Chief Financial Officer
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Recent highlights

CDX: Proprietary composite AXL tumor-immune (cAXL) score developed to diagnose patients with clinical benefit
Five-fold improvement in ORR and four-fold mPFS improvement for cAXL +ve patients

Dec
2020

Primary & Secondary endpoint of ORR met in Phase II 2L NSCLC (cohort A) in combination with KEYTRUDA®

Four-fold improvement over Keytruda monotherapy**

Nov
2019

Oct 
2019

Met Primary end point of ORR in phase II clinical trial in NSCLC (cohort B) in 2L IO refractory patients
Bemcentinib in combination with KEYTRUDA® meets primary end point and progress to stage 2 of the study cohort

Nov
2019

ORR – Overall Response rate   OS – Overall Survival.    mPFS – median Progression Free Surviva *cf. KN001; Garon et al NEJM 2015 ** cf. KN-010 Herbst et al, Lancet 2016

Jan
2020

Presented preliminary clinical data from Ph II combination trial of bemcentinib and LDAC in AML patients at ASH conference
Durable responses reported with long duration

FDA Fast Track designation received for bemcentinib in relapse AML

FPI COVID19 rPhII ACCORD trial
Uk Govt selected bemcentinib as first experimental compound to enter fully funded seamless platform trial for efficacy and safety 

May
2020
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AXL drives aggressive disease
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AXL Biology
• AXL a receptor tyrosine kinase that is important for regulating innate immune cells.1

• AXL levels are elevated by cellular stress and is strongly associated with inflammatory diseases
including cancer and fibrosis.2

• It functions as a homeostatic regulator in adult tissues and organ systems that are subject to
continuous challenge and renewal throughout life – immune, nervous, vascular and reproductive

• AXL drives cancer progression, immune evasion, and resistance to targeted therapies.3

• AXL is a key suppressor of the type I interferon response and is targeted by viruses to block the anti-
viral immunity.4

• AXL is used by several different enveloped viruses (e.g. Ebola, Zika) to enter cells.5

• Bemcentinib potently inhibits SARS-CoV-2 infection of cells.6

• A lung cancer patient currently under treatment with bemcentinib who was high risk for COVID19
reported a mild Covid-19 infection.7

1Lemke Cold Spring Harb Perspect Biol 2013; 2Zagórska Nat Immunol 2014, Ludwig Cancer Res 2018, Espindola, Am J Respir Crit Care Med. 2018;3Gay, 
Br J Cancer 2013; 4Chen Nat Microbiol 2018; 5Moller-Tank Virology 2014; 6W.Maury, unpublished;7BerGenBio, unpublished

Invasion

Survival

Proliferation

EMT

Immune
suppression

Migration

AXL

GAS6GAS6

AXL

bemcentinib

Very low expression under healthy 
physiological conditions

Elevated AXL signaling strongly 
associated with cancer progression, 
immune evasion, drug resistance and 
metastasis

AXL mediates viral entry to cells and 
dampening of viral immune response
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AXL is independent negative prognostic factor in a broad variety of cancers

1 Gjerdrum, 2010; 2 Ishikawa, 2012; 3 Ben-Battala, 2013; 4 Song, 2010, 5 supported by > 100 publications

Therapy 
resistance

Breast carcinoma1

Acute Myeloid Leukaemia3 Pancreatic ductal adenocarcinoma4

Lung adenocarcinoma (NSCLC)2
Astrocytic brain tumours

Breast cancer

Gallbladder cancer

GI

• Colon cancer

• Oesophageal cancer

• Gastric cancer

Gynaecological

• Ovarian cancer

• Uterine cancer

HCC

HNC

Haematological

• AML

• CLL

• CML
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AXL expression
Log Rank Test, P=0.035

Strong AXL (64/11)

Weak AXL (90/6)
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Strong AXL expression correlates with poor survival rate Broad evidence of AXL linked with poor prognosis5

Melanoma

Mesothelioma

NSCLC

Pancreatic cancer

Sarcomas

• Ewing Sarcoma

• Kaposis sarcoma

• Liposarcoma

• Osteosarcoma

Skin SCC

Thyroid cancer

Urological

• Bladder cancer

• Prostate cancer

• RCC
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AXL is a key survival mechanism ‘hijacked’ by aggressive cancers
and drives drug resistance, immune-suppression & metastasis

tumour 
cell

DC

NK

M2

tumour 
cell

DC

NK

M2

AXL increases on the tumor cell 
and causes cancer escape and survival

AXL increases on immune cells 
and suppresses the innate immune response

• AXL is a unique type I interferon (IFN) 
response checkpoint

• Acquired drug resistance
• Immune cell death resistant
• Metastasis

very low expression under healthy physiological 
conditions

overexpressed in response to hypoxia, 
inflammation, cellular stress & drug treatment

overexpression correlates with worse prognosis 
in most cancers

• M1 to M2 macrophage polarisation1

• Decreased antigen presentation by DCs2

• Prevent CD8+ T cell mediated cell death3

• Activates Treg cells

DC- dendritic cells   Treg – Regulatory T Cell
1.Ludvig et al Can Res, 2018; Davidsen et al., submitted 2.Kurowska-Stolarska et al Nature Comm 2017; Rothlin et al Cell 2007 3.Ludvig et al Can Res, 2018; Davidsen et al., submitted
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Enveloped viruses display 
phosphatidylserine that is 
recognized by GAS6, the AXL 
receptor ligand, that mediates 
viral entry through “apoptotic 
mimicry”. 

bemcentinib blocks 
AXL-dependent viral 
entry and enhances anti-
viral interferon response

Viral-mediated AXL receptor 
activation dampens type I 
interferon responses, a key 
anti-viral defence mechanism 
for all cells

Apoptotic mimicry Type I interferon response

AXL is targeted by enveloped viruses to enter cells and dampen the viral 
immune response

Muary IOWA unpublished / Meertens L et al. Cell Host & Microbe 2012, 12:544 / Chen J et al. Nat Microbiol 2018 3:302
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Bemcentinib
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Bemcentinib, a first-in-class, potent, oral, highly selective AXL inhibitor

ü CMC scaled for regulatory filing

ü Size 0 100mg HPMC capsules

ü 3 years stability confirmed

ü Once daily oral dosing

ü Already trailed in >300 patients

ü Favourable safety profile supports use in

first line, high risk fragile patients

ü Safety and tolerability profile supports use

in combination with other drugs

ü MOA is synergistic with other therapies

enhancing response

ü Global regulatory exposure with Fast Track

Designation by FDA

ü IMP available in stock for immediate clinical

trial use

ü IC50 = 14 nM

ü Uniquely selective for AXL

ü 50-100 fold selective cf.
TAM kinases
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BerGenBio pipeline - 3 selective AXL inhibitors in clinical development
Multiple attractive opportunities in cancer and viral infection

Candidate Targeted  
Indication Discovery Preclinical Phase I Phase II Phase III. 

Bemcentinib >2L AML 

Bemcentinib            
(combination with LDAC) 2L AML

Bemcentinib                
(combination with 
Keytruda)

2L NSCLC.                                                          
(chemo refractory)

2L NSCLC                        
(CPI refractory)

2L NSCLC           
(CPI+chemo refractory)

Bemcentinib COVID19

Tilvestamab (BGB149) TBA

BGB601 Various solid tumors

Ph II safety and POC efficacy demonstrated in 39 patient trial

Ph II POC study ongoing 29 pts

Ph I Healthy volunteer study ongoing

Ph I safety study ongoing

Ph Ib Safety demonstrated, efficacy POC expansion study- 28 pts.

Ph II safety and POC efficacy demonstrated in 50 patient trial, end points met

CPI – checkpoint inhibitor

Ph II POC study on going 29 pts – stage 1 met end point

Ph II Efficacy & Safety  study ongoing 120 pts
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Broad phase II clinical development plan with bemcentinib
Clinical Proof-of-concept Late stage Opportunities

Monotherapy 
Selected, biomarker directed patients

AML / MDS Completed

Glioblastoma (IIT) Ongoing

COVID19 Ongoing

Chemotherapy Combinations
Improve responses in hard to treat settings

AML  + LDCT (LDAC) Complete. -EXPANSION

Pancreatic, (IIT) Ongoing

NSCLC (IIT) Ongoing

Immunotherapy Combinations
Target resistance, enlarge addressable patient population

NSCLC (PD-L1 / AXL all comers) 

Cohort A Complete
Cohort B ongoing -

EXPANSION
Cohort C ongoing

Melanoma, (IIT) Ongoing

Mesothelioma (IIT) In set-up

Targeted Therapy Combinations
Target resistance, enlarge addressable patient population

NSCLC + EGFRi Completed

Melanoma, (IIT) Ongoing



15

Companion Diagnostic (CDx)
- Developed a proprietary duplex IHC method with composite AXL tumor-immune Score (cAXL)
- A proprietary diagnostic algorithm using IHC scoring of AXL on tumor cells and on immune cells 
to identify solid tumour (NSCLC) patients that will respond / benefit from bemcentinib + CPI

AXL mediates aggressive cancer traits through EMT and Immune 

suppression in the tumour microenvironment:

Patient A: AXL +ve staining on lung tumour cells

Ø AXL mediated EMT in tumour cells

Ø AXL+ve Mesenchymal tumour cells are drug resistant & immune evasive

Patient B: AXL +ve staining on lung macrophages

Ø AXL is required to stabilize M2 macrophages

Ø M2 microphases are immune suppressive

Ø Bemcentinib inhibits AXL and macrophages switch to M1

Ø M1 macrophages are immune promoting

Patient A: RESPONDER
- AXL stained +ve on tumor 
cells
- 61% tumor shrinkage 

Patient B: RESPONDER
- AXL stained -ve on tumor 
cells
- AXL stained +ve on alveola 
macrophages
- 59% tumor shrinkage
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To evaluate the efficacy and safety in hospitalized COVID19 patients

First compound selected by UK Govt. COVID19 Therapeutic Task Force

Trial funded by UK Govt.

A multicentre, randomised Phase II (120 patients) seamless Phase III transition option

Bemcentinib clinical development in COVID19

ACCORD-2 trial
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BerGenBio’s bemcentinib selected to be fast-tracked as a potential 
treatment for COVID-19
• Preclinical data suggest that bemcentinib is potentially useful for the treatment of early

SARS-CoV-2 infection, as it selectively inhibits AXL kinase activity

• Bemcentinib selected as the first candidate to be fast-tracked in a new UK national
multi-centre randomised Phase II clinical trial initiative to investigate potential
treatments for hospitalised COVID-19 patients

• ACCORD (ACcelerating COVID-19 Research & Development platform) study is funded
by the UK Department of Health and Social Care and UK Research and Innovation

• Study is a collaboration between the UK Government Scientific Office, the NIHR’s
Biomedical Research centres and clinical research company IQVIA

• Professor Tom Wilkinson is the academic lead of ACCORD-2, based at the National
Institute for Health Research (NIHR) Southampton Biomedical Research Centre

• The study will test 120 patients across 6 UK NHS hospital trusts, with the first patients
due to be treated imminently
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Protocol title: A Multicentre, Seamless, Phase 2 Adaptive Randomisation
Study to Assess the Efficacy and Safety of Multiple Candidate Agents for
the Treatment of COVID-19 in Hospitalised Patients

Rationale:
There are currently no approved therapeutic agents available to treat
coronaviruses such as severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2), the causative agent of COVID-19 disease, and there is an
urgent public health need for rapid development of such interventions. This
adaptive platform study is designed to rapidly assess multiple candidate
agents as treatments for COVID-19. Candidate drugs that are initially
assessed as being efficacious will be moved from an evaluation (pilot) stage
to a confirmatory stage, with candidate agents being added to and removed
from the study on an ongoing basis, depending on the results of their
evaluation. Patients to be included in the study will be hospitalised and may
require either supplemental oxygen, noninvasive ventilation or high flow
oxygen devices, or invasive mechanical ventilation or extracorporeal
membrane oxygenation (ECMO).

Objectives:
Stage 1: To evaluate the efficacy of candidate agents as add-on therapies to
standard of care (SoC) in patients hospitalised with COVID-19 in a
screening stage.

Stage 2: To confirm the efficacy of identified efficacious candidate agents in
patients hospitalised with COVID-19 in an expansion stage.

Endpoints:
• Time to clinical improvement of at least 2 points (from randomisation)

of patients stage 3, 4 or 5 on a 9-point category ordinal scale, or live
discharge from the hospital, whichever comes first (this will also define
the “responder” for the response rate analyses).

9-Point Category Ordinal Scale:
0. Uninfected, no clinical or virological evidence of infection

1. Ambulatory, no limitation of activities

2. Ambulatory, limitation of activities

3. Hospitalised – mild disease, no oxygen therapy

4. Hospitalised – mild disease, oxygen by mask or nasal prongs
5. Hospitalised – severe disease, noninvasive ventilation or high flow

oxygen

6. Hospitalised – severe disease, intubation and mechanical ventilation

7. Hospitalised – severe disease, ventilation and additional organ
support – pressors, renal replacement therapy (RRT), extracorporeal
membrane oxygenation (ECMO)

8. Death
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ACCORD Study overview
Study dimensions:
• 6 NHS sites across UK

• Randomized Phase II

• 120 patients ( 60 receive

bemcentinib, 60 in SoC control

group)

• IQVIA are the CRO

• Standard bemcentinib dosing

• 15 day dosing schedule

• Independent Data monitoring 

Committee

• Seamless transition to stage 2

(phase III)

• Hospitalised adults (>18 years) with laboratory – confirmed SARS-CoV-2 infection
• Clinical status as defined Grades 3-5- on the 9 point Ordinal Scale
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Ref. BGBC003 / NCT02488408

Objective: to evaluate the safety and efficacy of bemcentinib in AML and MDS

Bemcentinib monotherapy in patients relapsed AML or MDS

Bembentinib in combination with low-dose cytarabine (LDAC) in 1L newly 
diagnosed or relapsed patients with AML

Bembentinib in combination with LDAC in 2L relapsed patients with  AML

Bemcentinib clinical development in
Acute Myeloid Leukemia (AML) and 
Myelodysplastic syndromes (MDS)  
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Acute Myeloid Leukaemia (AML)
Most common type of acute leukaemia in adults1 

(1) Cancer.gov; (2) SEER;  (3) https://www.who.int/selection_medicines/committees/expert/20/applications/AML_APL.pdf?ua=1ble
(4) https://www.cancer.net/cancer-types/leukemia-acute-myeloid-aml/statistics (5) https://www.businesswire.com/news/home/20190319005442/en/ (6)
http://asheducationbook.hematologylibrary.org/content/2010/1/62.long, (7) https://www.ncbi.nlm.nih.gov/books/NBK65996/

AML is a rare aggressive cancer of the blood and bone marrow 
characterised by difficult to treat malignancies AML

25%

LEUKAEMIA
350,000 pts globally

~ 21,000 new cases diagnosed and >11,000 deaths in the US 
in 20182

AML makes up 32% of all adult leukaemia cases  

Occurs in a predominantly elderly, frail patient population; 
68% of patients diagnosed with AML were aged >60 years 6

14%
annual growth rate

2018
$700 million 

2024
$1.5 billion 

AML Market3,4,5

5 year survival rates of 3-8% in patients over 60 years old 7

70%
Patients unfit 
for intensive

therapy
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Acute Myeloid Leukaemia: Standard of Care & Bemcentinib Positioning

Standard of Care

Induction chemotherapy
+/- FLT3 inhibitor*
+/- CD33 antibody*

Low dose chemotherapy 
or hypomethylating agents
+/- novel targeted drugs*

Consolidation chemotherapy

Best supportive care*

Bemcentinib
Monotherapy or Combination 

therapy
Opportunity

*A small number of patients may be eligible for targeted therapy

Fit for Intensive Chemotherapy Unfit for Intensive Chemotherapy (~70% pts)
Goal is complete remission

Salvage 
chemotherapy

Haematopoietic Stem Cell 
Transplant (HPSCT)

Treatment Failure

Treatment Failure

Goal is to extend survival
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Current Approach to AML in Elderly Patients Unfit for Intensive Chemotherapy

Newly Diagnosed AML: Choice of Low Intensity Induction Therapy:
• Hypomethylating agent (HMA)  +/- venetoclax (approved in US only)
• LDAC alone or in combination with venetoclax or glasdegib (approved in US only)
• Future direction: AML with mutation of FLT3, IDH1/2

1st Relapse
• Clinical trial
• No approved therapy, but options may include 

HMA, LDAC or single agent venetoclax
dependent on funding

• Best supportive care (BSC) or palliative care

2nd Relapse
• Clinical trial
• BSC or palliative care

Opportunity for 
Bemcentinib + LDAC

Opportunity for Single 
Agent Bemcentinib
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Phase 1 n=36
Single agent bemcentinib dose-finding in r/r 

AML/MDS

Cohort B1 n=14
Monotherapy AML

Cohort B2 n=16
Combination with LDAC in newly 

diagnosed or relapsed AML

Cohort B3 n=14
Combination with 

decitabine in ND or 
relapsed AML

Cohort B4 n=14
Monotherapy MDS

Bemcentinib clinical development in Acute Myeloid Leukemia, (BGBC003)

Established safety and recommended Phase 2 dose 
in this population 

Recommended Phase 2 dose of bemcentinib in AML 
or MDS is 400/200 mg as single agent OR in 
combination.  No dose adjustment required.

Phase 2 Expansion Cohorts

Cohort B5 expansion
Combination with LDAC
relapsed AML (ongoing)

LDAC = Low Dose Cytarabine

Phase 1 n=36
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≥2L Relapse patients >75yrs
No approved SoC  

Bemcentinib Monotherapy 

CR/Cri/CRp
6/14
43%

mDOR 3.1mo. (5.5* mo.) 

Safety profile was well tolerated 

AXL +ve* patients
14/27
54%

Stable Disease
3/14
21%

Results Bemcentinib monotherapy in relapsed/refractory ≥2L r/r AML.

* including 2 patients with low dose decitabine, one remains in CR after 20 months

Biomarker: Soluble AXL (sAXL) at screen:
Inversely correlated with AXL receptor activity

Loges ASH 2018          
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Bemcentinib  + LDAC combination is active and effective in 1L newly diagnoses unfit/elderly AML  patients
- 4/6 patients with ORR
- mDoR immature >12months and all 4 responding patients ongoing
- Responding patients have poor risk factors

Loges et al ASH 2019
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2L r/r AML LDAC combo expansion cohort 28pts ongoing

Bemcentinib + LDAC in r/r AML patients
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Registration strategies for bemcentinib in AML under consideration
Bemcentinib has FAST TRACK DESIGNATION by FDA in AML. 

3 possible registration paths are apparent, in slightly different patient populations

Scientific advice will be sort early 2020, route to registration to be discussed

1. 2L Bemcentinib + LDAC combination

Ø relapse patients >60 years, patients having 

failed HMA or HMA+Venetoclax

Ø rPh II / III, to receive bem+LDAC or LDAC alone

Ø End points: ORR and DoR

Ø Anticipated sample size 200 with 6 month f/u

2. ≥2L bemcentinib mono therapy 
Ø Heavily pre-treated, ≥2L relapse patients 

>75yrs, with low sAXL

Ø sAXL assay is a CLSI validate Clinical Trial 

Assay method performed at a CLIA lab.

Ø Possible single arm or comparator being best 

supportive care (BSC) or palliative care

Ø End points: ORR and DoR

Ø Anticipated sample size 100 with 6 month f/u

3. 1L Bemcentinib + LDAC combination

Ø 1L patients >60 yrs, unsuitable for 

HMA+Venetoclax

Ø rPh II / III

Ø End points: ORR and DoR/OS

Ø Anticipated sample size 200 with 12 month f/u
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Ref. BGBC008 / NCT03184571

Bemcentinib clinical development in
Non Small Cell Lung Cancer (NSCLC)

Objective: to improve the effectiveness of immune check point inhibitor (CPI) 
(pembrolizumab/Keytruda) refractory NSCLC patients, with a well 
tolerated, effective, and convenient drug 

Chemotherapy refractory patients

CPI +/- chemotherapy refractory patients

CPI+Chemotherapy refractory patients
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Rationale for AXL inhibitor bemcentinib as an immuno-oncology agent in 
combination with check point inhibitor (CPI)

• AXL drives tumor EMT and resistance to cytotoxic lymphocyte-mediated cell killing1

• AXL receptor tyrosine kinase is a negative prognostic factor for many cancers

including NSCLC2

• AXL expression is associated with anti-PD-1 therapy failure in melanoma patients3

• AXL is expressed by suppressive tumor-associated M2 macrophages and dendritic cells4

• Bemcentinib is a first-in-class highly selective, potent, and orally bioavailable, small molecule

AXL kinase inhibitor

• Bemcentinib reverses EMT, repolarizes TAMs and potentiates efficacy of immunotherapy in

murine cancer models4
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1Terry, 2019; 2Hugo, 2016; 3Ishikawa, 2012, Davidsen,2017; 4Ludwig, 2018, Davidsen, submitted
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Survival

Proliferation
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Immune

suppression
Migration

bemcentinib
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NSCLC causes more cancer related deaths than breast, colon, 
pancreas and prostate combined

(1) fortunebusinessinsights.com/industry-reports/non-small-cell-lung-cancer-therapeutics-market-100484

The largest cancer killer, most patients depend on drug therapy

85% of lung cancers 
are NSCLC

The most common type of cancer

2.09 million new cases of lung cancer diagnosed/yr worldwide, 
making up 11.6% of all cancer cases1

1.76 million lung cancer deaths/yr worldwide1

5-year survival rate is 3.5% in patients with PD-L1 <1%, 
and 12.6% in patients PD-L1 1-49%

14%
annual growth rate

2018
$16bn

2026
$24 billion 

NSCLC Market1

https://www.fortunebusinessinsights.com/industry-reports/non-small-cell-lung-cancer-therapeutics-market-100484
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** Evaluate Pharma.USA only 

Platinum doublet chemotherapy 
+/- checkpoint inhibitor 

Checkpoint 
inhibitor 

monotherapy
Targeted therapy

Platinum doublet chemotherapy

* Mutations / rearrangements with available targeted therapies such as EGFR and ALK

<1% PD-L1 expression
39%

>50% PD-L1
23% driver mutations*

Effective and well tolerated 
2L therapies

Deepening 1L responses, 
particularly PD-L1 negative/low

Non- Small Cell Lung Cancer (NSCLC)
Rapidly evolving SoC creates opportunities for novel effective, chemo free well tolerated regimens

1st Line
101,000 pts**

$4,5bn

2nd Line
61,000pts ** 

$3bn 

1-49 % PD-L1 expression
38%

Bemcentinib + Keytruda
(BGBC008)

Checkpoint refractory:
SoC: Docetaxel or clinical trial

Bemcentinib
Opportunities

US market
(non mutation)
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BGBC008
Phase II 2-stage study of 
bemcentinib (BGB324) in 
combination with 
pembrolizumab

Inclusion criteria
• Adenocarcinoma histology
• Measurable disease
• Fresh tumor tissue
• AXL and PD-L1 All comers
Assessments
Efficacy
• Primary endpoint

• Objective Response Rate
• Secondary endpoints

• Duration of Response
• Disease Control Rate
• Time to Progression
• Survival at 12 months
• Response by Biomarker 

expression
Safety
PK

Regimen
• Pembrolizumab 200mg fixed
• Bemcentinib 400mg loading 

dose, then 200mg OD

Cohort A

• Previously treated with a 
platinum containing 
chemotherapy

• 2nd line advanced adeno 
NSCLC

Cohort B
• Previously treated with a checkpoint 

inhibitor (PD-L1 or PD-1 inhibitor)
• No more than 2 previous lines of treatment
• Must have had disease control for ≥12 

weeks followed by progression
• 2nd or 3rd line advanced adeno NSCLC

Cohort C
• Previously treated 1st line with a 

checkpoint inhibitor- containing 
regimen in combination with a 
platinum-containing chemotherapy

• Disease control on 1st line therapy for ≥12 
weeks followed by progression

• 2nd line advanced adeno NSCLC

Interim Analysis

Stage 1
N=24 patients

(each patient has the potential for at 
least 24 weeks follow-up)

Stop at this stage for:
Futility (H0:15% if ≤3 responses)
Or unfavorable risk/benefit

Interim Analysis
Stage 1

N=13 patients/cohort
(each patient has the potential for 

at least 24 weeks follow-up)

Stop at this stage for
Futility (H0:15% if 0 responses)
Or unfavorable risk/benefit

Final Analysis

Stage 2
N=50 patients total

(each patient has the potential for at 
least 24 weeks follow-up)

Final Analysis
Stage 2

N=29 patients/cohort

(each patient has the potential for 
at least 24 weeks follow-up)

Ref. BGBC008 / NCT03184571 – clinical trial collaboration with Merck & Co., Inc.

Bemcentinib + KEYTRUDA in refractory/relapsed NSCLC
Phase II Study Design

Interim Analysis
Stage 1

N=13 patients/cohort
(each patient has the potential for 

at least 24 weeks follow-up)

Stop at this stage for
Futility (H0:15% if 0 responses)
Or unfavorable risk/benefit

COMPLETED: INFORMS 1L OPPORTUNITY

ONGOING WILL INFORM 2L PIVOTAL STUDY

Final Analysis
Stage 2

N=29 patients/cohort

(each patient has the potential for 
at least 24 weeks follow-up)

Recruiting

Recruiting
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Cohort A Patient Disposition and Demographics*

Patient demographics N (%)

Age
Median 65

Range 39-82

ECOG at 
screen

0 22 (44%)

1 28 (56%)

Sex Female 20 (40%)

Smoking 
Status

Smoker 10 (20%)

Ex-smoker 29 (58%)

Never smoked 10 (20%)

Unknown 1 (2%)

cAXL status
n = 30

PD-L1 status
n = 37 

AXL 
Negative

AXL 
Positive

5% 42%

Strong Positive
(TPS ≥50%)

Positive
(TPS 1-49%)

Negative
(TPS≤1%)

10%

55%

Strong Positive
(TPS ≥50%)

Negative
(TPS≤1%)

10%

55%

35%

50% 50%

Subset: 
(TPS 1-10%)

24%

35%

BiomarkerPatient disposition N 

Screened 74

Enrolled 50

Evaluable 44

Ongoing 9

Disease mutations N  (=50)

None 36 (72)

KRAS 7 (14)

TP53 2 (4)

EGFR 3 (6)

Other 4 (8)

The safety profile of combination treatment is
consistent with that of each individual drug

Treatment related adverse events were generally
mild and reversible

Treatment related adverse events were
considered to be less severe and better tolerated
than for other TKIs or CPI combinations used in
NSCLC

Safety Summary

Most frequent TRAEs (>10% dosed pts)

Event Terms All Grades Grade≥3
n % n %

Transaminase increased* 19 38 % 7 14%

Asthenia / Fatigue 15 30 % 4 8%

Diarrhoea 12 24 % 0 0%
Nausea 7 14 % 0 0%
Anaemia 6 12 % 1 2%

Blood creatinine increased 6 12 % 0 0%

Decreased appetite 6 12 % 0 0%

Pruritus 5 10 % 0 0%

*Data cutoff (30 Sep 2019)
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Cohort A: Anti-tumor activity of bemcentinib in combination with pembrolizumab 
Change in tumour size from baseline by RECIST 1.1

Primary endpoint met: 
Overal Response Rate 
cAXL+ve 5X > cAXL-ve
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cAXL pos: 8.4mo (CI 95%: 3.3-NR)cAXL neg: 1.9mo (CI 95%: 1.8-5.9)

AXL +ve composite score (n=15)
AXL -ve composite score (n=15)

*Progression-free survival
Cohort A results update : January 20, 2020

ü 4-fold improvement in cAXL +ve vs. cAXL –ve patients.
ü 4-fold improvement in what might be expected in the same patient population with Keytruda monotherapy

Source: KN001; Garon et al NEJM 2015; KN-010 Herbst et al, Lancet 2016

Cohort A: >4 X improvement in mPFS* incomposite AXL positive patients
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Pan-tumor Analysis of the Association of Cancer and Immune 
Biology–related Gene Expression Signatures with Response  
to Pembrolizumab Monotherapy

BACKGROUND
 • 7XPRU�51$�SUR¿OLQJ�E\�51$�VHTXHQFLQJ��51$�VHT��KDV�WKH�SRWHQWLDO�WR�IXUWKHU�LGHQWLI\�VHWV�RI�JHQHV�
DVVRFLDWHG�ZLWK�D�SDUWLFXODU�ELRORJ\�WKDW�PD\�LQÀXHQFH�UHVLVWDQFH�DQG�UHVSRQVLYHQHVV�WR�WUHDWPHQW�ZLWK�
LPPXQH�FKHFNSRLQW�LQKLELWLRQ

 • 7KH�DYDLODELOLW\�RI�51$�VHT�GDWD�LQ�WXPRU�ELRSVLHV�IURP�SHPEUROL]XPDE�WULDOV�RႇHUV�WKH�RSSRUWXQLW\�WR�H[SORUH�
DVVRFLDWLRQV�EHWZHHQ�NH\�JHQH�H[SUHVVLRQ�VLJQDWXUHV�DQG�FOLQLFDO�REMHFWLYH�UHVSRQVH�DFURVV�GLႇHUHQW�WXPRU�W\SHV�

 • :H�SUHYLRXVO\�GH¿QHG�DQ�LQWHUIHURQ�Ȗ±UHODWHG�����JHQH�7�FHOO�LQÀDPHG�JHQH�H[SUHVVLRQ�SUR¿OH��*(3��WKDW�ZDV�
DVVRFLDWHG�ZLWK�FOLQLFDO�UHVSRQVH�WR�SHPEUROL]XPDE�DFURVV�PXOWLSOH�WXPRU�W\SHV� 

 • $GGLWLRQDOO\��XVLQJ�GDWD�VHWV�H[WHUQDO�WR�SHPEUROL]XPDE�WULDOV��ZH�KDYH�GH¿QHG�D�FDQRQLFDO�VHW�RI�51$�VHT±EDVHG�
JHQH�H[SUHVVLRQ�VLJQDWXUHV�UHSUHVHQWLQJ�NH\�ELRORJLFDO�D[HV�RI�H[SUHVVLRQ�EH\RQG�WKH�7�FHOO�LQÀDPHG�*(3�WKDW�
PD\�EH�DVVRFLDWHG�ZLWK�UHVSRQVH�WR�SHPEUROL]XPDE�PRQRWKHUDS\�DQG�FRPPRQ�DFURVV�GLႇHUHQW�WXPRU�W\SHV

 • 7KLV�DQDO\VLV�H[SORUHG�WKH�SRWHQWLDO�UHODWLRQVKLSV�EHWZHHQ�WKHVH�NH\�ELRORJLFDO�JHQH�H[SUHVVLRQ�VLJQDWXUHV��
LQFOXGLQJ�WKH�7�FHOO�LQÀDPHG�*(3��ZLWK�REMHFWLYH�UHVSRQVH�UDWH��255��WR�SHPEUROL]XPDE�PRQRWKHUDS\�XVLQJ�
51$�VHT�GDWD�IURP�SDWLHQW�EDVHOLQH�WXPRU�ELRSVLHV�DFURVV�VHYHUDO�SHPEUROL]XPDE�WULDOV�RI�GLႇHUHQW�WXPRU�W\SHV�

OBJECTIVE
 • ([SORUH�SRWHQWLDO�UHODWLRQVKLSV�EHWZHHQ�NH\�ELRORJLFDO�JHQH�H[SUHVVLRQ�VLJQDWXUHV�DQG�255�LQ�SHPEUROL]XPDE�
PRQRWKHUDS\�WULDOV�DFURVV�VHYHUDO�WXPRU�W\SHV

METHODS
Study Design and Patients
 • $�FDQRQLFDO�VHW�RI����51$�H[SUHVVLRQ�VLJQDWXUHV�UHSUHVHQWDWLYH�RI�NH\�WXPRU�ELRORJ\�DQG�WXPRU�
PLFURHQYLURQPHQW�HOHPHQWV�EH\RQG�WKH�7�FHOO�LQÀDPHG�*(3��SUHYLRXVO\�VKRZQ�WR�EH�UHODWHG�WR�NH\�ELRORJLFDO�
D[HV��ZHUH�GH¿QHG�XVLQJ�WKH�LQGHSHQGHQW�0HUFN�0RႈWW�DQG�7&*$�GDWDEDVHV��� 

 ± 6LJQDWXUHV�ZHUH�GH¿QHG�GH�QRYR�LQ�WKHVH�H[WHUQDO�GDWDEDVHV��LQGHSHQGHQW�RI�DQ\�SHPEUROL]XPDE�WULDO��XVLQJ�D�
FRUUHODWLRQ�DOJRULWKP�WR�VHOHFW�LQGLYLGXDO�JHQHV�IRU�PHPEHUVKLS�LQ�WKH�FDQRQLFDO�VLJQDWXUH�EDVHG�RQ�FRUUHODWLRQ�
ZLWK�UHIHUHQFH�VLJQDWXUHV�LGHQWL¿HG�LQ�WKH�OLWHUDWXUH�RU�IURP�LQWHUQDO�ZRUN�RXWVLGH�RI�SHPEUROL]XPDE�WULDOV����

 ± 51$�VLJQDWXUHV�LQFOXGH�$QJLRJHQHVLV��+\SR[LD��*O\FRO\VLV��3UROLIHUDWLRQ��0<&��5$6��*UDQXORF\WLF�
DQG�0RQRF\WLF�0\HORLG�GHULYHG�6XSSUHVVRU�FHOOV��J0'6&��P0'6&�UHVSHFWLYHO\���6WURPD�(SLWKHOLDO�WR�
0HVHQFK\PDO�7UDQVLWLRQ��(07��7UDQVIRUPLQJ�*URZWK�)DFWRU�%HWD��7*)ȕ���DQG�:17

 • 51$�VLJQDWXUH�JHQH�VHWV�ZHUH�SUHVSHFL¿HG�SULRU�WR�FRQQHFWLQJ�51$�VHT�GDWD�WR�FOLQLFDO�RXWFRPHV�IURP�WKH�
VWXGLHV�HYDOXDWHG

 • $QDO\VLV�LQFOXGHG�SDWLHQWV�ZLWK�DYDLODEOH�51$�VHT�GDWD�SDVVLQJ�4&�DQG�LQYROYHG�WKH�IROORZLQJ�SHPEUROL]XPDE�
VWXGLHV��1 �����

 ± .1����.1����0HODQRPD��1&7���������1&7����������1 �����SHPEUROL]XPDE�WUHDWHG�DQG�LSLOLPXPDE�QDwYH�
 ± .1����8URWKHOLDO��1&7����������1 ����
 ± .1����.1����+16&&��1&7���������1&7����������1 �����+39�QHJDWLYH�E\�ZKROH�H[RPH�VHTXHQFLQJ�
 ± .1����71%&��1&7����������1 �����
 ± .1����*DVWULF��1&7����������1 ����
 ± .1����5&&��1&7����������1 ���
 ± .1����2YDULDQ��1&7����������1 ���

Assessments
 • 51$�VHT�ZDV�SHUIRUPHG�XVLQJ�WKH�+L�6HT������,OOXPLQD��6DQ�'LHJR��&$��SODWIRUP
 • 7�FHOO�LQÀDPHG�*(3�VFRUH�RQ�51$�VHT�SODWIRUP�ZDV�FDOFXODWHG�DV�WKH�ZHLJKWHG�VXP�RI�WKH�SUHGLFWRU�JHQHV�
GHWHUPLQHG�GXULQJ�WKH�GHYHORSPHQW�RI�WKH�7�FHOO�LQÀDPHG�*(3�RQ�1DQRVWULQJ�SODWIRUP���QRQ�7�FHOO�LQÀDPHG�
*(3�VLJQDWXUH�VFRUHV�ZHUH�FDOFXODWHG�DV�WKH�DYHUDJH�RI�WKH�JHQHV��LQ�ORJ�VFDOH��LQ�HDFK�VLJQDWXUH�JHQH�VHW

 • &RUUHODWLRQ�SDWWHUQV�EHWZHHQ�51$�VLJQDWXUHV�DQG�DVVRFLDWLRQ�RI�WKHVH�VLJQDWXUHV�ZLWK�FRQ¿UPHG�255��ZKHUH�
255� �35�&5��E\�LQGHSHQGHQW�FHQWUDO�UHYLHZ��SHU�5(&,67������ZHUH�DVVHVVHG

Statistical Analysis
 • 5HODWLRQVKLSV�EHWZHHQ�51$�VLJQDWXUHV�DQG�255�ZHUH�DVVHVVHG�XVLQJ�ORJLVWLF�UHJUHVVLRQ�DQDO\VLV��ZKLFK�
LQFOXGHG�WHUPV�DGMXVWLQJ�IRU�FDQFHU�W\SH��(&2*�SHUIRUPDQFH�VWDWXV��DQG�WKH�7�FHOO�LQÀDPHG�*(3

 • $GMXVWPHQW�IRU�WKH�7�FHOO�LQÀDPHG�*(3�DWWHPSWV�WR�XQGHUVWDQG�WKH�DGGLWLRQDO�H[SODQDWRU\�YDOXH�WKDW�DQ\�QRQ�
7�FHOO�LQÀDPHG�*(3�VLJQDWXUHV�KDYH�IRU�REMHFWLYH�UHVSRQVH��DQ�DSSURDFK�HTXLYDOHQW�WR�HYDOXDWLQJ�DVVRFLDWLRQ�
EHWZHHQ�255�DQG�WKH�UHVLGXDOV�RI�FDQRQLFDO�VLJQDWXUHV�DIWHU�GHWUHQGLQJ�WKHP�IRU�WKHLU�UHODWLRQVKLS�ZLWK�WKH�
7�FHOO�LQÀDPHG�*(3�

 • 7HVWLQJ�RI�WKH����SUHVSHFL¿HG�FDQRQLFDO�VLJQDWXUHV�IRU�D�SRVWXODWHG�QHJDWLYH�DVVRFLDWLRQ��H[FHSW�3UROLIHUDWLRQ��
ZKLFK�KDG�D�K\SRWKHVL]HG�SRVLWLYH�DVVRFLDWLRQ��ZLWK�255�ZDV�DGMXVWHG�IRU�PXOWLSOLFLW\�XVLQJ�WKH�+RFKEHUJ�
VWHS�XS�SURFHGXUH

 • $UHD�XQGHU�WKH�UHFHLYHU�RSHUDWLQJ�FKDUDFWHULVWLF��$852&��FXUYHV�ZHUH�XVHG�DV�D�JHQHUDO�PHDVXUH�RI�WKH�
GLVFULPLQDWRU\�YDOXH�RI�WKH�JHQH�VLJQDWXUHV

Razvan Cristescu1; Michael Nebozhyn1; Chunsheng Zhang1; Andrew Albright1; Julie Kobie1; Lingkang Huang1; Qing Zhao1; Anran Wang1; Hua Ma1;  
Andrea L. Webber1; Petar Jelinic1; Mohini Rajasagi1; Sandra C. Souza1; Raluca Predoiu1; Z. Alexander Cao1; Junshui Ma1; Michael Morrissey1; Clemens Krepler1; 
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RESULTS

Table 1. Overview of Consensus Gene Sets
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XVHG�WR�GH¿QH�WKH�VLJQDWXUHV

 • 7KH�7�FHOO�LQÀDPHG�*(3�GHPRQVWUDWHG�WKH�VWURQJHVW�DVVRFLDWLRQ�ZLWK�SHPEUROL]XPDE�255�
 • $QJLRJHQHVLV��P0'6&��DQG�6WURPD�(07�7*)ȕ��H[KLELWHG�VWDWLVWLFDOO\�VLJQL¿FDQW�QHJDWLYH�DVVRFLDWLRQV�ZLWK�
255��DW�������DIWHU�DGMXVWLQJ�IRU�PXOWLSOH�WHVWLQJ��WKH�UHPDLQLQJ�VLJQDWXUHV�VKRZHG�QR�DVVRFLDWLRQ��DW�������

)LJXUH����$VVRFLDWLRQV�RI�7�FHOO�LQÀDPHG�*(3��$QJLRJHQHVLV��P0'6&��DQG�6WURPD�(07�
7*)ȕ�6LJQDWXUHV�ZLWK�255�$FURVV�WKH�7XPRU�7\SHV�

C
an

ce
r D

et
re

nd
ed

 G
EP

 S
co

re

í���

í���

í���

���

���

���

G
EP

/C
an

ce
r D

et
re

nd
ed

 A
ng

io
ge

ne
si

s 
Sc

or
e

í���

���

���

G
EP

/C
an

ce
r D

et
re

nd
ed

 m
M

D
SC

 S
co

re

í���

���

���

Response Status

í���

í���

���

���

NR

Bladder Gastric HNSCC Melanoma Ovarian RCC TNBC

R NR R NR R NR R NR R NR R NR R

*
(3

�&
DQ
FH
U�'

HW
UH
QG
HG
�6
WUR
P
D�
(0

7�
7*

)ȕ
�6
FR
UH

$��7�FHOO�LQIODPHG�*(3

%��$QJLRJHQHVLV

&��P0'6&

'��6WURPD�(07�7*)E

1RQ�UHVSRQGHU��15�� �QRW�&5�DQG�35���������5HVSRQGHU��5�� �&5�DQG�35

Bladder Gastric HNSCC Melanoma Ovarian RCC TNBC

Bladder Gastric HNSCC Melanoma Ovarian RCC TNBC

Bladder Gastric HNSCC Melanoma Ovarian RCC TNBC

 

 • Figure 3�FRPSDUHV�UHVSRQGHUV�YV�QRQ�UHVSRQGHUV�IRU�7�FHOO�LQÀDPHG�*(3�GHWUHQGHG�YHUVLRQV�RI�WKH�
VLJQDWXUHV�DQG�YLVXDOO\�FRQ¿UPV�VKLIWV�LQ�WKH�VLJQDWXUHV�EHWZHHQ�UHVSRQGHUV�DQG�QRQ�UHVSRQGHUV�XQGHUO\LQJ�
WKH�WHVWLQJ�UHVXOWV�LQ�Table 2

Figure 4. AUROC by Signature and Cancer Type 
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1RWH�WKDW�WKH�V\PEROV�DUH�VL]HG�WR�UHSUHVHQW�WKH�SRSXODWLRQ�VL]HV�RI�WKH�GLႇHUHQW�FRKRUWV�WKDW�LQÀXHQFH�WKH�$852&�HVWLPDWHV�VKRZQ�LQ�Table 2� 

 • Figure 4�GLVSOD\V�WKH�LQGLYLGXDO�$852&�YDOXHV�RI�WKH�FDQFHU�W\SHV�ZKHUH�YDULDWLRQ�FDQ�EH�VHHQ�DFURVV�WKH�
WXPRU�W\SHV�DQG�WKH�SRWHQWLDO�IRU�FHUWDLQ�W\SHV�WR�LQÀXHQFH�WKH�SDQ�FDQFHU�WHVWLQJ�UHVXOWV�VKRZQ�LQ�Table 2

CONCLUSIONS

• 5HVXOWV�RI�WKLV�H[SORUDWRU\�DQDO\VLV�RI�D�FDQRQLFDO�VHW�RI�JHQH�H[SUHVVLRQ�VLJQDWXUHV�
XVLQJ�51$�VHT�GDWD�IURP�SDWLHQW�WXPRUV�LQ�VHYHUDO�SHPEUROL]XPDE�PRQRWKHUDS\�
WULDOV��Q ������DFURVV�PXOWLSOH�WXPRU�W\SHV��VXJJHVW�WKDW�IHDWXUHV�EH\RQG�LQWHUIHURQ�
Ȗ±UHODWHG�7�FHOO�LQÀDPPDWLRQ�PD\�EH�UHOHYDQW�WR�UHVSRQVH�

• 7KH�7�FHOO�LQÀDPHG�*(3�GHPRQVWUDWHG�D�UREXVW�SRVLWLYH�DVVRFLDWLRQ�ZLWK�255�WR�
SHPEUROL]XPDE�ZKLOH�VLJQDWXUHV�IRU�$QJLRJHQHVLV��P0'6&��DQG�6WURPD�(07�
7*)ȕ�VKRZHG�HYLGHQFH�RI�QHJDWLYH�DVVRFLDWLRQV

• 7KH�¿QGLQJV�IRU�WKH�$QJLRJHQHVLV��P0'6&��DQG�6WURPD�(07�7*)ȕ�VLJQDWXUHV�DUH�
FRQVLVWHQW�ZLWK�WKH�SURSRVHG�UROH�RI�WKHVH�JHQH�VHWV�LQ�LPPXQH�VXSSUHVVLYH�D[HV�
ZLWK�SRWHQWLDO�QHJDWLYH�LPSDFW�RQ�LPPXQRWKHUDS\�HႈFDF\

• 7KHVH�GDWD�PD\�KHOS�WR�GH¿QH�DGGLWLRQDO�UDWLRQDO�D[HV�RI�WXPRU�ELRORJ\�IRU�
WKHUDSHXWLF�LQWHUYHQWLRQ�LQ�FRPELQDWLRQ�ZLWK�SHPEUROL]XPDE�

• )XWXUH�HYDOXDWLRQ�RI�WKHVH�VLJQDWXUHV�LQ�RWKHU�FDQFHU�W\SHV�DQG�LQ�UDQGRPL]HG�
VHWWLQJV�PD\�SURYLGH�DGGLWLRQDO�LQVLJKW�LQWR�WKHLU�SURJQRVWLF�RU�SUHGLFWLYH�FKDUDFWHU
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BerGenBio’s proprietary novel gene signature predicts patients that benefit from 
bemcentinib - pembrolizumab combination therapy
SITC 2019: BerGenBio & Merck independently published related gene signatures that predict response or resistance to pembrolizumab

Merck reported a gene signature from patients that did not respond to Keytruda monotherapy in many cancers, 
this was similar to the BerGenBio gene signature EXCEPT these patients did respond to Keytruda + bemcentinib
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Cohort C
• Previously treated 1st line with a checkpoint 

inhibitor- containing regimen in combination with 
a platinum-containing chemotherapy

• Disease control on 1st line therapy for ≥12 weeks 
followed by progression

• 2nd line advanced adeno NSCLC

Interim Analysis Cohort B
Stage 1 (N=13 patients)

CONFIRM PROGRESSION TO
STAGE 2

• Recruitment continues to enroll additional 
16 patients

• Protocol amended to limit to 2L patients

Cohort B:  Bemcentinib + KEYTRUDA in CPI refractory patients

Patients must have reported an initial clinical benefit (CR, PR or SD) for at least 12 weeks and
subsequently progressed on treatment with an anti-PD1/L1 monoclonal antibody (mAb) administered
either as monotherapy, or in combination with other checkpoint inhibitors or other therapies. PD-1
treatment progression is defined by meeting all of the following criteria:

a) Has received at least 2 doses of an approved anti-PD-1/L1 mAb.

b) Has demonstrated disease progression after PD-1/L1 as defined by RECIST v1.1. The initial
evidence of disease progression (PD) is to be confirmed by a second assessment no less
than four weeks from the date of the first documented PD, in the absence of rapid clinical
progression.

c) Progressive disease has been documented within 12 weeks from the last dose of anti-PD-
1/L1 mAb. Seymour et al; iRECIST: Guidelines for response criteria for use in trials testing
immunotherapeutics. Lancet Oncol 18: e143-52

This determination is made by the investigator. Once PD is confirmed, the initial date of
PD documentation will be considered the date of disease progression.

a) Other therapies not to be administered between last dose of anti PD-1/L1 mAb and
commence of clinical trial agent

CHECK POINT INHIBITOR  REFRACTORY PATIENTS: precise and specific definition

Jan 2020
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Development strategy for Bemcentinib in NSCLC (ad. & Sc. )

Clinical 
Position Patient Population Concept Development Plan –

target conditional approval / BT

2L 
IO(+chemo) 
refractory

Stage III/IV
Ad. 
PD-L1 all comer
cAXL +ve.

Randomised Phase IIb / III
Bemcentinib + CPI vs. docetaxol
1o endpoints: Interim mPFS, (for C/A A) 6 & 12mn 
OS, OS (for full approval)
2o endpoints: ORR,  DoR, Safety, tolerability.

1. Pending BGBC008 cohort B + C 
2. SA advice from FDA & EMA
3. cAXL assay validation in BGBC008 B&C

1L TBA
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BGB149
anti-AXL monoclonal  antibody
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BGB149: Anti-AXL monoclonal antibody 
Phase I clinical trial ongoing

AXL signaling blocked

AXL BGB149

TUMOUR 
CELL

Ref. BGB149-101 / NCT03795142

AXL

Functional blocking fully-humanised IgG1 
monoclonal antibody

Binds human AXL, blocks AXL signalling

High affinity (KD: 500pM), Anti-tumour efficacy 
demonstrated in vivo

Robust manufacturing process established, 
18 months stability

Phase Ia healthy volunteer SAD study complete

Safety – no dose limiting toxicity seen up to 3mg/kg dose 
Pharmacokinetics - exposure predictable with dose 
proportional Cmax increase
Confirmatory evidence of in vivo target engagement with sAXL
-- stabilisation in circulation

Phase I safety trial ongoing
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1 Gilbane ART 2015; 2 Reichl Hep. 2015; 3 Gibault ChemMed 2017; 4 Zhu AJTR 2016; Fuijno Lab invest 2017, J Exp Med 2019; 
6 Barcena J. Hep 2015; 7 Tutusaus A. Cell Mol Gastroenterol 2019 Hepatol. 2019; 8 Landolt L. Physiol Reports  2019; 9 Shibata 
J Immunology 2014; 10 BerGenBio ASA, unpublilshed; 11 Espindola MS. Am J Respir Crit Care Med 2018)

• AXL Regulates and modulates key fibrogenic pathways
• TGFb signaling1,2

• Mechanosensing Hippo pathway3 

• Peroxisome proliferator-activated receptor4

• Axl regulates cellular plasticity implicated in fibrotic pathologies 
e.g. EMT, EndMT, Macrophage polarity

• AXL is a negative regulator of epithelial cell barrier integrity5

• Axl is required for hepatic stellate cell (HSC) activation and ECM 
deposition6

• Pharmacological modulation of Axl inhibits pre-clinical 
development of Liver (CCl4 6/HighFatDiet7), Renal (UUO8) and 
Pulmonary (Asthma9, Bleo10, IPF10) fibrosis 

FIBROGENESIS
ü fibroblast activation
ü ECM deposition
ü Proliferation and migration
ü Inflammatory signals
ü Enhanced sAXL

INFLAMMATION
• Cytokines
• Chemokines
• Immune cell infiltration

Fibrotic stimuli

MYOFIBROBLAST

ADAMs

AXL/GAS6

sAXL

INFLAMMATORY 
MACROPHAGES

The role of AXL in fibrosis Resident 
&

Infiltrating cells
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AXL inhibition prevents fibrosis in a panel of pre-clincial models

Vehicle CCL4

Vehicle

AXLinhibitor
BGB324

HFCD = high-fat, choline deficient diet 
Leads to NASH in animal models
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Bemcentinib reduces fibrosis in a 
diet induced model of NASH4

Bemcentinib reduces fibrosis in 
the CCL4-induced model of liver 
fibrosis3

1 Espindola et al., 2018; 2 BerGenBio ASA; 3 Barcena et al., 2015; 4 Tutsaus et al., unpublished; 5 Landolt et al., 2019 6 Zhen et al., 2018 
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Bemcentinib reduces fibrosis in a 
human xenograft model of IPF 1
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Lung Liver Kidney

Bemcentinib reduces bleomycin 
induced fibrosis2

Bemcentinib reduces kidney fibrosis 
following Unilateral Ureteral 
Obstruction (UUO) 5

compared to the ACEI-treated group as measured by Hyp
quantification, but the difference was not statistically sig-
nificant. However, ACEI had no significant effect on
fibrosis development in ligated kidneys compared to vehi-
cle treatment (18.6 ! 6.2 lg/mg in the ligated ACEI-trea-
ted kidneys, P = 0.291 in one-way). Again, bemcentinib
plus ACEI did not have an additive effect (Fig. 4C). Sham
operated mice did not show any sign of fibrosis or other
renal damage.

Semiquantitative scoring of the cortex thickness and
pelvis dilatation in ligated kidneys, as described in Meth-
ods, showed a lower score for bemcentinib-treated ligated
kidneys (Score 1.7 ! 0.8 SD) as compared to vehicle
treatment (Score 2.8 ! 1.2 SD, n = 16, P = 0.015). This
corresponds to preservation of more cortical tissue as a
result of bemcentinib therapy.
Taken together, these findings confirm less fibrosis

development through inhibition of AXL RTK.

A B C

D E F

G H J

K L

N O P

Q R S

M

Figure 2. Representative histological images of kidney tissues harvested from male C57Bl/6 mice after 15 days of ureteral obstruction.

Formalin fixed paraffin embedded sections from nonligated (left column), ligated vehicle-treated (middle column) or ligated bemcentinib-treated

kidneys (right column), stained with PAS (A–C), Sirius Red (SR, D–F), or stained by immunohistochemistry (brown) for alpha Smooth muscle

actin (aSMA, G–J), Vimentin (VIM, K–M), F4/80 (N–P) or AXL (Q–S). Unilateral ureteral obstruction leads to tubulointerstitial fibrosis and tubular

atrophy in the ligated kidney compared to the nonligated kidney as seen in the Periodic Acid Schiff staining (PAS, A, B). Counterstaining with

hematoxylin. Scale bar is 50 lm.

ª 2019 The Authors. Physiological Reports published by Wiley Periodicals, Inc. on behalf of
The Physiological Society and the American Physiological Society.

2019 | Vol. 7 | Iss. 10 | e14091
Page 7

L. Landolt et al. AXL Targeting in UUO
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Bemcentinib ameliorates anti-GBM 
induced lupus like nephritis and 
improved kidney function 6
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Corporate
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BerGenBio pipeline – near term news flow

Candidate Targeted  
Indication Discovery Preclinical Phase I Phase II Next expected news 

Bemcentinib >2L AML 

Bemcentinib            
(combination with LDAC) 2L AML ASH 2020 Update clinical & 

translational data  

Bemcentinib                
(combination with 
Keytruda)

2L NSCLC.                                                          
(chemo refractory) SITC 2020 Updated mOS

2L NSCLC                        
(CPI refractory)

SITC 2020 Stage 1 interim clinical and 
translational data

2L NSCLC           
(CPI+chemo refractory)

SITC 2020 Stage 1 interim clinical and   
translational data / WCLCL 2021

Bemcentinib COVID19 Q2/3 2020 Top line clinical data

Tilvestamab (BGB149) TBA Q4 2020 Top line clinical data

BGB601 Various solid tumors Update by collaborators

Ph II safety and POC efficacy demonstrated in 39 patient trial

Ph II POC study ongoing 29 pts

Ph I Healthy volunteer study ongoing

Ph I safety study Terminated 
(change in clinical plan and drug supply)

Ph Ib Safety demonstrated, efficacy POC expansion study- 28 pts.

Ph II POC efficacy demonstrated in 50 patient trial, end points met

CPI – checkpoint inhibitor
mOS – median overall survival

Ph II POC study ongoing 29 pts – stage 1 met end point

Ph II Efficacy & Safety  study ongoing 120 pts

ASH – American Society of Heamatology (Dec 5-8)
SITC – Society of Immunotherapy of Cancer (Nov10-15)
WCLC – World Congress of Lung Cancer (Jan 26-29 2021)
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Select Company Financials

Oslo Børs

Cash (YE’19 + Q1’20 - PIPE)

Shares Outstanding

BGBIO

$45m

73,3m
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Board of Directors

Sveinung Hole, Chairman of the board
• Non-Executive director of BerGenBio since 2010, chairman from 2019.

• Master of International Management.

• Representative of lead shareholder.

Prof. Stener Kvinnsland, MD.PhD Non-Executive Director

Grunde Eriksen, Non-Executive Director
• Non-Executive director of BerGenBio since 2019.

• Experienced capital markets advisor and investor.

• 18 years international experience in corporate finance and 
equity sales with SEB & Arctic Securities

CH
IE

F
EX

EC
UT

IV
E

O
FF

IC
ER

Dr. Debra Barker MD, Non-Executive Director
• Non-Executive director of BerGenBio since 2019.

• Diploma in Pharmaceutical Medicine and MSc in immunology.

• Executive experience with Novartis, Roche, Smithkline Beecham 
and Knoll and served until recently as the Chief Medical and 
Development Officer at Polyphor Ltd.

Dr. Pamela Trail, Noe-Executive Director
• Non executive director of BerGenBio since 2019.

• PhD from the University of Connecticut.

• Strategic oncology leadership roles at Regeneron, MedImmune, 
Bayer Healthcare and BMS and served as CSO at Seattle Genetics

• Non-Executive director of BerGenBio since 2015

• More than 30 years of experience in oncology, Chair Oslo 
University Hospital, CEO of the Bergen Hospital Trust, Head of the 
Department of Oncology and Professor of Medicine (Oncology) at 
the University of Bergen and Director Clinical R&D, Oncology for 
Pharmacia & Upjohn in Milan.



49

Analyst coverage

H.C. Wainwright & Co
Joseph Pantginis
Telephone: +1 646 975 6968
E-mail: jpantginis@hcwresearch.com

Arctic Securities
Pål Falck
Telephone:+47 229 37 229
E-mail: pal.falck@arctic.com

Jones Trading
Soumit Roy
Telephone: +1 646 454 2714
E-mail: sroy@jonestrading.com

Trinity Delta
Mick Cooper, PhD
Telephone: +44 20 3637 5042
mcooper@trinitydelta.org

Link to reports from Trinity Delta: 
https://www.bergenbio.com/investors/analyst-coverage/

Sponsored research:

http://trinitydelta.org
https://www.bergenbio.com/investors/analyst-coverage/
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Background published data on 
AXL role in viral infection
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AXL mediates viral entry through “apoptotic mimicry” and  
suppresses the anti-viral type I interferon (IFN) response

AXL promotes the infection of a wide range of enveloped viruses including pox-, retro-, flavi-, 
arena-, filo-, and alpha-viruses (Shimojima 2006, Brindley 2008, Meertens 2012, Dowall 2016, 
Meertens 2017).

Viral particle binding via GAS6-AXL potently activates signal transduction through its tyrosine 
kinase domain to suppress type I interferon (IFN) signaling and facilitate viral replication 
(Bhattacharyya 2013, Meertens 2017).

AXL increases viral infection through two mechanisms: 
1) enhanced viral entry through “apoptotic mimicry”; and 
2) suppression of anti-viral type I interferon (IFN) responses
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AXL mediates viral entry through “apoptotic mimicry” and  
suppresses the anti-viral type I interferon (IFN) response

AXL signaling suppresses viral-induced IFN responses via SOCS1/3, leading to increased viral replication in 
infected cells and decreased anti-viral defenses of neighboring cells (Huang 2015, Chen 2018, Strange 2019).

Therapeutic AXL receptor inhibition ameliorated pulmonary pathology resulting from primary viral infection in 
experimental models, indicating an important role for AXL within the lung (Shibata 2014). 

During primary respiratory syncytial virus (RSV) infection, AXL inhibition increased the number of 
IFNg–producing T cells and NK cells, suppressed RSV replication and whole lung levels of IL-4 and 
IL-13. 

The lethal effect of intrapulmonary H1N1 infection inflammation was reduced by AXL inhibition. AXL 
inhibition in infected mice increased the number of IFN-b–producing macrophages and dendritic cells 
and suppressed neutrophil infiltration. 

Axl-null mice are resistant to ZIKA pathogenesis likely due to a combination of reduced virus entry and 
enhanced IFN responses (Hastings 2019), indicating a potential role for AXL inhibitors as therapeutics 
during viral infection.
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AXL is a unique type I interferon (IFN) response checkpoint

• IFNR signaling induces AXL expression4,5

• AXL is a critical negative feedback regulatory 
mechanism for TLR-induced type I interferon (IFN) 
responses in myeloid (dendritic cells, macrophage), NK 
and tumor cells1-4.

• AXL is an IFN checkpoint: AXL signaling blocks IFNR 
signaling via SOCS1/3 and TBK15,6.

• AXL on dendritic cells is targeted by viruses (e.g. Zika) 
to abrogate IFN responses and inhibit anti-viral 
immunity7.

1. Rothlin et al Cell. (2007) 131:1124–36
2. Lee et al., Front Immunol. (2019) 10:1261
3. Cañadas et al., Nat Med. 2018 Aug;24(8):1143-1150
4. Davidsen et al, submitted; Bougnaud, et al, unpublished.
5. Sharif et al., J Exp Med. (2006) 203(8):1891-901.
6. Cruz et al JCI Insight. 2019 Apr 2
7. Chen Nat Microbiol. 2018 Mar;3(3):302-309

AXL inhibition enhances type I interferon 
gene response to viral infection LETTERSNATURE MICROBIOLOGY

and positive regulatory arms of IFN signalling, as has been previ-
ously described37. We next calculated the ratio of IFIT2 or MX1 up-
regulation to SOCS1 up-regulation to examine the balance between 
positive and negative IFN regulation. It appeared that AXL knock-
out amplified the difference between IFIT2/MX1 and SOCS1 up-
regulation in response to IFN stimulation (Fig. 4c), thus supporting 
the role of AXL as a negative regulator of IFN signalling. Finally, to 
further understand the connection between AXL and SOCS1, we 
examined the effects of SOCS1 knockdown on ISG expression in 
WT and Axl–/– cells. The results showed that SOCS1 knockdown 
and AXL knockout both enhanced ZIKV-induced up-regulation of 
IFIT2 and MX1. More importantly, SOCS1 knockdown in the AXL 
knockout background further enhanced the ZIKV-induced up-reg-
ulation of MX1 (Fig. 4d). This suggested that SOCS1 regulates ISG 
expression via an AXL-independent signalling pathway.

In conclusion, the data presented in this study demonstrate that 
AXL is unlikely to function as the entry receptor for ZIKV in human 
astrocytes. Instead, AXL promotes ZIKV infection by antagonizing 
type I IFN signalling. Consistent with our findings in human astro-
cytes, recent studies in mouse models have provided evidence that 
AXL is not an indispensable factor for ZIKV infection20,43 and that 
IFN signalling is critical for regulating ZIKV infection in vivo44. In 
addition, we have shown that AXL may antagonize IFN signalling 

by regulating the expression of the suppressor SOCS1 in a STAT1/
STAT2-dependent manner. However, it remains to be determined 
in further studies how ZIKV hijacks the AXL-SOCS1 pathway and 
whether other IFN suppressors are involved in the regulation of 
type I IFN signalling during ZIKV infection.

Methods
Cell lines and viruses. The Aedes albopictus C6/36 cells were a 
generous gift from Dr. Yunwen Hu at the Shanghai Public Health 
Clinical Center and were grown in 30% RPMI-1640 (Gibco) and 
60% Dulbecco’s modified Eagle’s medium (Gibco) supplemented 
with 10% fetal bovine serum (FBS, Gibco) at 28 °C in a fully humid-
ified atmosphere containing 5% CO2. The T98G and U-251MG 
cell lines were purchased from the BeNa Culture Collection. The 
U-87MG and A172 cell lines were purchased from the American 
Type Culture Collection. All cells were verified before use by Saily 
Bio (Shanghai, China). T98G, U-251MG, U-87MG and A172 cells 
were cultured in DMEM (Gibco) supplemented with 10% FBS 
(Gibco), 100 IU ml-1 of penicillin and 100 μ g ml-1 of streptomycin 
and maintained at 37 °C in a fully humidified atmosphere contain-
ing 5% CO2. The primary astrocytes used in this study were pur-
chased from ScienCell Research Laboratories and maintained on 
poly-lysine (Sigma-Aldrich)-coated plates in astrocyte medium 
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Fig. 3 | AXL antagonizes type I IFN signalling during ZIKV infection via an SOCS1-dependent mechanism. a, RT–qPCR quantification of IFN and ISG 
expression in WT and Axl–/– U-251MG cells infected with ZIKV. b, RT–qPCR quantification of IFN expression in WT and AXL knockout primary astrocytes 
infected with ZIKV. c,d, RT–qPCR quantification of SOCS1 expression in U-251MG and primary astrocytes. c, U-251MG. Significantly altered gene 
expression in response to ZIKV is indicated (*P!= !0.018; **P!<!0.0014; ***P!< !0.0001). d, Primary astrocytes. Significant differences between WT and AXL 
knockout at each time point are indicated (**P!= !0.0032). The RT–qPCR data in c and d were collected from at least three biological replicates (n!≥ !3) and 
analysed using two-way ANOVA with Sidak’s multiple comparison test. e, Ectopic expression of AXL stabilizes SOCS1 expression during ZIKV infection. 
Data were collected from three biological replicates and normalized to SOCS1 expression in Axl–/– cells before ZIKV infection. *P!= !0.015, significant 
difference between mock and AXL rescue (two-tailed Student’s t-test). f, WB analyses of the efficiency of SOCS1 knockdown. g, SOCS1 knockdown 
protects ZIKV infection in astrocytes via an IFNAR1-dependent manner. Data were collected from at least three biological replicates (n!≥ !3). The 
significance of reduced infection rates was determined using two-tailed Student’s t-tests (***P!= !0.00036; **P!= !0.0024). Quantitative data in this figure 
are shown as the mean!± !s.d. (n!≥ !3).

© 2018 Macmillan Publishers Limited, part of Springer Nature. All rights reserved.

NATURE MICROBIOLOGY | www.nature.com/naturemicrobiology
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Bemcentinib showed effect against lethal EBOV infection in 
animal models conducted by PHE

viruses
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Abstract: In light of the recent outbreak of Ebola virus (EBOV) disease in West Africa, there have been
renewed efforts to search for effective antiviral countermeasures. A range of compounds currently
available with broad antimicrobial activity have been tested for activity against EBOV. Using live
EBOV, eighteen candidate compounds were screened for antiviral activity in vitro. The compounds
were selected on a rational basis because their mechanisms of action suggested that they had the
potential to disrupt EBOV entry, replication or exit from cells or because they had displayed some
antiviral activity against EBOV in previous tests. Nine compounds caused no reduction in viral
replication despite cells remaining healthy, so they were excluded from further analysis (zidovudine;
didanosine; stavudine; abacavir sulphate; entecavir; JB1a; Aimspro; celgosivir; and castanospermine).
A second screen of the remaining compounds and the feasibility of appropriateness for in vivo testing
removed six further compounds (ouabain; omeprazole; esomeprazole; Gleevec; D-LANA-14; and
Tasigna). The three most promising compounds (17-DMAG; BGB324; and NCK-8) were further
screened for in vivo activity in the guinea pig model of EBOV disease. Two of the compounds,
BGB324 and NCK-8, showed some effect against lethal infection in vivo at the concentrations tested,
which warrants further investigation. Further, these data add to the body of knowledge on the
antiviral activities of multiple compounds against EBOV and indicate that the scientific community
should invest more effort into the development of novel and specific antiviral compounds to treat
Ebola virus disease.
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