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Background & objective First stage completed enroliment: Preliminary interim analysis of RECIST evaluable patients to date, study remains ongoing

NCT03184571: Phase Il clinical trial of selective AXL inhibitor bemcentinib and pembrolizumab Patients Pharmacodynamics Efficacy assessment in RECIST evaluable patinets to date - includes patients who are remaining on treatment
with bemcentinib + pembrolizumab 60
2“ d Ilne adva nced . Age, median (range) 64 (51 -77)
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Key inclusion and exclusion criteria Other/unknown 14d.2%) = 7 0
Mutations, n (%) -
e Histopathologically or cytologically documented Stage IV adenocarcinoma NSCLC e Not received more than one prior line of chemotherapy for advanced or metastatic adenocarcinoma of the lung KR AS 3 (1 2 50/) -1~ ‘@
¢ Has disease progression on or after a prior platinum-containing chemotherapy e No prior therapy with an immunomodulatory agent /0 QD
¢ \Measurable disease as defined by RECIST 1.1 e No symptomatic central nervous system (CNS) metastases and/or carcinomatous meningitis TP53 and ERBB2 1 (42%) 8)
¢ Provision of suitable fresh tumour tissue for the analysis of AXL kinase and e No recent or ongoing systemic steroid therapy none 19 (79 2% ) Q0] 20
PD- L1 expression : C R
e Eastern Cooperative Oncology Group (ECOG) performance score O or 1 Metastases, n (%) (@
Liver 4 (18.2%) o
: : : : bone 5 (22.7%) o
Assessments - efficacy & safety Biomarker analysis Endpoints ~clreal 3 (13.6% - . . 40
070 —_—
e RBesponse was assessed every 9 weeks per RECIST v1.1 e PD-.1 and AXL expression per IHC e Primary: ORR . )
e Adverse events were assessed by CTCAE v4.03 e Soluble protein biomarkers by liquid biopsy e Secondary: CNS / Splnal 245()?; screen 21 days
e Safety-evaluable: =1 dose of study treatment as of e Immune cell popoulations by multi-spectral imaging DCR, DoR, PFS, Survival at 12 months, response by biomarker expression dNCreas 1(4.5% i i
data cutoff 17 May 2018 Eidney 1(4.5%) Sample Tlmepomt
e Recruitment into Part One has been completed | 6 O
Bemcentinib (BGB324): selective, oral small molecule inhibtor of AXL in phase Il clinical testing Safety AXL expression by immunohistochemistry biomarker expression
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Bemcentinib is developed in combination with immune-, targeted and chemotherapy in NSCLC, AML/MDS, melanoma and TNBC. Gasb6 related to either bemcentinib! pembrOIizumab or both
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e — . >1% TPS . <1% TPS . to be determined PR: partial response, MR: mixed response (new lesion) , SD: stable disease, PD: progressive disease
Hepatobiliary disorders 3
nvestigations 8
Study rationale Metabolism and nutrition disorders Table 3: Best overall response according to biomarker expression at data cut-off Methods: Plasma protein biomarker levels were measured using the Dis-
Musculoskeletal and connective tissue disorders : | \\ | coveryMap v3.3 panel (Myriad RBM) at pre-dose and at C2D1. Bioinfor-
_ - _ _ PR SD PD N ORR (%) DCR (%) matics analysis was carried out by Fios Genomics. Comparisons were per-
anti PD-1 therapies in second line metastatic non-small cell lung cancer (NSCLC) Respiratory, thoracic and mediastinal disorders ‘ * ‘ formed on the QC-passed and normalised Myriad datasets.Sum target le-
e Pecmbrolizumab as a single agent is indicated for the treatment of patients with metastatic NSCLC with disease progression on or after platinum-containing chemotherapy and whose tumors express =1% PD-L1 Skin and subcutaneous tissue disorders 2 Wi Rbeti B S ot ol - L T e PP AR £ R St AR All 3 9 3 15 20 80 sions were assessed as per RECIST v1.1. AXL IHC was performepl by lhdl_
* |n a randomised phase I/l trial of pembrolizumab vs docetaxel for previously treated, PD-L1-positive, advanced NSCLC (KEYNOTE-010, Herbst et al) pembrolizumalb was found to o S - " - vumed on pre—treatment FFPE Samples using a BerGenBio proprletary M-
-DrO:Oﬂg SFSSiﬂ Daﬂeﬂtshvgtg E?—L;OE/T% Total 17 PD-L1 < 1% 5 4 : - 29 86 munohistochemistry assay (Davidsen et al). PD-L1 status was determined
- N pts wit -1 =50% : o o — - : :
_?rjjaiiumv;ﬁ‘ﬁ;?g% and 30% in patients with =1% and =50% PD-L1. respectively Adverse events are expressed as total number of events Anti-AXL staining of tumour cells was observed (open arrowheads). Additionally a using a 1% cutoff by IHC using the PD-L1 IHC 22C3 pharmDx assay (Agi-
e Novel combination treatment strategies are needed to improve efficacy of pembrolizumab mainly weak to moderate Cytoplasmic Staining of stromal cells was seen (arrows). Ient, Carpinteria, CA, USA) Scoring was recorded as percentage of
AXL=1% 1 3 1 5 20 80 PD-L1-positive tumor cells over total tumor cells in the denominator (TPS).
AXL receptor tyrosine kinase and selective AXL inhibitor bemcentinib
o AXL is a receptor tyrosine kinase expressed on tumour and immune cells and a member of the TAM family (Tyro-AXL-Mer) of kinases =
o AXL is overexpressed in response to a hostile tumour microenvironment and drives a tumour survival programme: Refe re n ces c 0 n CI u s I 0 n s
- AXL drives iImmune escape
- anti-tumour therapy resistance
- metastasis ] ] - - = m g mg = = = = =
+ AXLis a negatve prognostc factor n a mulitude of cancers including NSOLG Herbst et al: Lancet (2015) BerGenBio ASA BerGenBio e The combination of hemcentinib and pembrolizumab exhibits promising activity
. Bemc?entinip, aﬂrstl—in—class highly selective irlwhibitlor of A><|_ hlas belenl shown to improvg the Qﬁicacy of checkpoint blockaldelin myrine ore-clinical models of NSCLC by aron et al/: NEJM (2015) 5009 Bergen OX4 4GA O Response to treatment Was mOSt marked in tumours that Were PD—L1 negative and AXL pOSitive
- improving anti tumour response when given in combination with immune checkpoint inhibitors compared to checkpoint inhibitors alone Kang et al: Ann Onc (2017) NORWAY Oxford, UK

- supporting an anti-tumour cytokine profile
- leading to increased tumour immune cell infiltration

. . e Soluble AXL demonstrates potential as an enrichment strategy
WWW. DErgenbio.com DOSt@bergenbio.com ) )
¥ @BGenBio +47 559 61 159 e The incidence of Grade =3 treatment-related adverse events was low

Davidsen et al: AACR (2018)
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Analysis of anti-leukaemic activity, predictive biomarker candidates, immune activation and pharmakodynamics in R/R AML and MDS
In response to treatment with bemcentinib (BGB324), a first-in-class selective AXL inhibitor, in a phase |l open-label, multi-centre study
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Ph I/1l trial in R/R AML and MDS to evaluate safety and efficacy of hemcentinib (BGB324) Blood and bone marrow plasma levels of AXL correlate with patient benefit Pharmacodynamic analyses indicate target inhibition & immune activation

Bemcentinib, first-in-class, highly selective orally bioavilable AXL inhibitor in phase i Bemcentinib is active as a monotherapy in relapsed and refractory AML and high risk MDS, particularly in patients with low screen serum AXL levels Patient case study

Relapsed / refractory (R/R) AML patients R/R MDS patients Pt 101-106: relapsed AML, PR on monotherapy bemcentinib

Background = =
ini o . . . S . o 100
bemcentinib (BGB324) Bemcentinib (BGB324) is a first-in-class, oral selective inhibitor of the RTK AXL currently in ph Il clinical development across S 100 S e 68 vo male. white AML patient
several cancer types. AXL overexprgssion has been es.tablished as an lin.depenqlent negative progr)ostic fag:tpr in AML *@ *@ ° Pre‘\’IiousB( relapsed on gzacyﬁdine and melphalan
whereas AXL inhibition via bemcentinib has shown anti- leukaemic activity and immune activation in pre-clinical models of fo O e PR at C2D1
AML and other cancers. = g5 = 50
) )
o) o)
Bemcentinib clinical development cs% cs% Clonal stabilisation as measured by trusigtnyleoid
Bemcentinib is being explored as a mono-therapy and in combination with immune-, targeted and chemo-therapy in AM- g g s
L/MDS, NSCLC, TNBC and melanoma across six phase Il clinical trials. 3&5 0 3(75 0 % Myeloblasts Plasma AXL levels
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d lati let b tinib , , . - - 10 8
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- e AML unsuitable for int. chemo emcentinib + : : : |
M 1 : B i A i e e py In this two part 3+3 dose escalation oo,
o -~ >0 * High/Int-2 risk MDS and cohort expansion study. soluble AXL biomarker level at screen (in blood) soluble AXL biomarker level at screen (in blood) 12 4
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best overall response best overall response 6 5.
PD SD PD PD PD PD PD PD PD SD SD SD PD PD CR PR - PD SD PD PD SD CR PR CR SD 4
2
B} . i, SAXL low sAXL hiah o be determined PR/CR: partial/complete response, SD: stable disease (= 4 cycles), PD: progressive disease - SAXL low - sAXL high - to be determined ° Scr;; > creen +
BGBC003 demographics Safety: TEAEs experienced by > 1 patient — B v Bl oo o ° o2 | Ceomtmis B
—— Hb(g/dL)  -e--- Neutrophils (X10E9/L) B ETV6 B TET2
All o| Grade 3 . .
Age (yrs) Type of cancer Response assessment per soluble AXL biomarker (measured at screen in blood)
Median 74 R/R AML 32 otal number of treatment-relate S PD SD PR CR N ORR (%) CBR (%)
Range 51 - 85 MDS O Total number of subjects with AEs — -
Gender # Prior therapies “Gastoniesinardsodes 7 |5 AML+ SAXL high ° 1 ! - 7
| = MDS SAXL low 1 6 3 3 13 46 92 Serum AXL levels were identified as predictive for patient benefit with an - at time of data
For y range : (Newousstemdsodes | s | AXL high 5 1 6 0 17 cutoft - ORR of 46% and CBR of 92%, respectively, in R/R AML and MDS patients with low
omae " nos ot CFatige |, 4 AL e serum AXL at screen
Ethnicity Wewbolsmandnurton | 2 | 0 SAXL low 1 3 2 1 7 43 86
-
Caucasian 36 (Bedwes e VDS SAXL high 1 1 - ’ Monotherapy treatment with the selective AXL inhibitor bemcentinib was well tolerated.
African American 1 Dose expansion cohort, all doses. No grade 4 or 5 events. SAXL low 3 1 2 6 a0 100 Treatment emerging adverse events were mainly low grade and reversible.
- _ _ _ _ _ Blood plasma levels of soluble AXL (SAXL) are decreased at screen in patients experiencing benefit, Blood and BM plasma levels of sAXL are correlated & Primary completion expected for 2018.
AXL receptor tyrosine kinase drives tumour survival programme, is negatively regulated by receptor shedding levels increase in response to treatment with bemcentinib sAXL levels are elevated in BM plasma upon treatment
Levels of sAXL in BM and PB are
correlated (r = 0.908)
R iE\ZOO ®
6 i é T
i i 1 1 - ;‘f °
hl her plasma | Iower Iasma E 00 o 0° © Blood soluble AXL measurements: The DiscoveryMap panel (Myriad RBM) was used to measure blood plasma protein biomarker levels in patients with matched samples available for
XL IeVEIS physmloglcal i AXL addicted AXL evels -c% " . ® pre-dose and after one cycle of treatment to identify CDx candidates modulated in response to bemcentinib.
AXL 3|gnalllng i tumour >~ ~. ?; ‘ ° ’ Protein measurements were normalised by calculating the ratio between individual protein levels and the mean of each protein across all samples, before log2-transformation. An assess-
! J. = = § so| @ 1 ment of potential confounding factors (gender, age, type of cancer, ethnicity, pre-treatment history, mutation status) was carried out.
E ‘ g 2 = Statistical hypothesis testing utilised normalised data as inputs and linear modelling with subsequent Bayesian analysis to identify proteins that are significantly different between sample
: eh) O qC) O 5 . groups as well as the magnitude of difference (i.e. up- vs. down-regulation). The Bioconductor package limma was used (Ritchie, 2015).
'IL(\i)r(lL receptor tyrosine i AXL receptor tyrosine g -+ 0 10 20 80 40 50 °0 70 The comparisons tested were: (1) Pts experiencing benefit (CRi, PR, SD) vs. non-responders (PD / unchanged) at pre-dose; (2) paired timepoint comparison, all samples; (3) paired time-
ase kinase: C C
i - — - — Soluble AXL concentration in PB plasma (ng/ml) point comparison, pts experiencing benefit; (4) paired timepoint comparison, non-responders.
)f soluble AXL | - Ezgriersrsnesngncgnrsng;\rmg U(;l DS)\I BM soluble AXL measurements: Levels of soluble AXL, a predictive biomarker cadidate for treatment with bemcentinib, were measured in patient peripheral blood (PB) plasma as well as
AX::_ expressing Eur%orgm%revig% — Q Q Levg{ls otf Sollibl (?t ﬁ)él' in BIV!( _al_'g ?%’?83’8‘}?8'4) bone marrow (BM) plasma using a custom ELISA assay.Tested timepoints inlcuded pre-dose, after four days of treatment and after one cycle of treatment.
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Background & objective First part completed, RP2D established: Preliminary interim analysis of RECIST evaluable patients to date, study remains ongoing

NCT02872259: Ph I/ll randomised trial of selective AXL inhibitor bemcentinib in MM patients Patients Preliminary efficacy assessment in RECIST evaluable patients to date - includes patients who are remaining on treatment
Three part randomised design enrolling up to 92 patients Table 1: Baseline demgraphics Best percentage change from baseline in target lesions in RECIST evaluable patients to date Example CR on bemcentinib + dabrafenib/trametinib
Assessments - efficacy & safety |
| Age, median (range) 05 (34 - 79) Best overall response A 68 year old male was randomised to receive 200 mg/daily bemcentinio + standard dabrafenib/trametinib.
_ — —— Y N bl LDH (U/L), median (range) 236 (134 - 3529) At screening the patient had muttiple metastases to the liver and the lungs.
BRAF positive Dose escalation: ° rzeer:lcgnrt?r:?s " : rzeer:lcgnrj:s . Eg_@% * Safety-evaluable: =1 dose of study treatment as of cut-off > ULN 3 (42%) 40 PD PD Sb Sb Sb Sb Sb PR PR Sb PR PD PR PR PR PR PR CR CR 1™ At CYC|6 12, he had a Complete [ESPONSE.
ahimourloa * 3+3 bemcentinib: HECO 0
TN e lﬂ?;”ﬁéﬁ?%%gagfafemb : o - . w - E‘EJE CIE_) Biomarker analysis G:n:li:l n ((y) 11 (58 A)) CR: complete response, PR: partial response, SD: stable disease, PD: progressive disease
e 5 - 12 e Dabrafenib/trametini Dabrafenib/trametini .,z S i) ; 0 = ]
2= P 9 (47%) o CT (liver) at screen Cycle 12 (36 weeks): complete response
e PD-L1 and AXL expression per IHC male 10 (53%)

Pembrolizumalb Pembrolizumalb * Immune cell popoulations by Cy TOF

BRAF positive bermncentinib bemcentinib MUtatlons’ n (%) .
Low tumour load E“deints BRAF 12 (63%) 2 O 0%
: : >0 0 @
Pembrolizumab Pembrolizumab §§E e Primary: ORR ‘=
= E é e Secondary: %
Pembroli b %éé EE?% au)o —20
BRAF negative oo 52 S Safety 2
e Exploratory: -
response per iIRC | - _ 40
o S Table 2: Treatment emerging adverse events c
- - - related and non-related to study treatment 50
Key inclusion and exclusion criteria S _cq
e Histologically confirmed advanced cutaneous non-resectable (Stage llic) or metastatic (Stage V) melanoma e No prior treatment for Stage lllo or Stage lllc melanoma O
e Measurable disease as defined by RECIST 1.1 & documented progression of =1 measurable lesion e No history of or current active autoimmune diseases R
e Availability of fresh or archival tumour tissue sample suitable for evaluation of predictive biomarkers of response  ® No symptomatic central nervous system metastatic lesions
e ECOG score O to 2 at screening e No recent or ongoing systemic treatment with immunosuppressive or immunomaodulating agents System Organ ClaSS / preferred term A" grades Grade > 3
: : : -30
. Skin & subcutaneous tissue disorders
Study rationale Rash 9 ) Treatment
. . . . . Gastrointestinal disorders - -
The drug resistant low MITF/ high Axl melanoma phenotype is associated with e ] ) ~100 Il bemcentinio + pernbro (X2 perbro monotherapy Il bemcentinio + o/r B or
an Immune suppressive microenvironment. Constipatior . 5
e - General & administration site disorders
Immun oeva SiV e pregulation of the INnase has peen associated wit .
Thera py resistant reduced response to anti-PD-1 therapy. The drug resistant \r)lﬂtéir;%[ashke liness g 8 Biomarkers
low MITF/ high AxI melanoma phenotype has been associ- 5 . : t
ated with an immune suppressive micro-environment. Ax| is _le[’leXIa 9 O
| N -atigue 11 0 . - . - . DL
a key negative feedback regulator of the innate immune i . . -
e e Serioheral oedema : X Pharmacodynamics: Serum AXL, serum biomarkers BGBM001 & Predictive blomarkerc cand@atesb Serfgr? blomarkgl S 36 SBMO03, BG B'I\ﬂOk?Ar & BG.B.\SO% are predictive
el Kiler (NK) cell activiy. Hence, AXL signaling contrioutes Nervous sytem disorders BGBMO00?2 levels increase upon treatment with bemcentinib or patient penetit from compination treatment with bemcentin
to both tumor intrinsic and microenvironmental immune Headache 2 0
suppression mechanisms. Musculoskeletal & CT disorders SAXL BGBMO0O1 BGBMO002 BGBMO0O3 BGBM004 BGBMO0O05
. 5 1
Axl dependent cell plasticity signaling pathways confer re- Arthralg_la — - L O ' 2 - 05
sistance to inhibitors of BRAF/MEK. Melanomas display Metabolism & ﬂllltl'ltlﬂn disorders 0.5
either a high E-cadherin/nigh MITF-M expression on the Reduoed appetlte 3 0 1]
one hand, or high N-cadnherin/high Axl expression on the Nausea / 0 .% 0 .g 0 .g .g 0 .g 0.0 .%
Melanin Immunogenic other. The low MITF/high AXL phenotype is linked to Respiratory disorders £ £ 2 ) £ £ g
Thera pYy sen sitive drug-resistance and common among mutant BRAF anad Dry COUgh 2 0 ‘é, cg, cé, cé cé’ é’ 0.0
: : Melanocyte NRAS melanoma cell lines. Interestingly, Axl-mediated re- Luna embolus 2 9 - - - R - -
Epidermis J _
————— sistance to BRAF and MEK targeting agents could be pre- |nvestigations -1 -2 -1 —0.5
dicted by soluble Axl receptor in patient blood samples. Welght |OSS 2 O -0.5
Dermis Melanoma -2
Cellular stress: ncreased QTc 2 0 -2
: L. . - _ - - . . | | -1.0] | | , .
Hypodermis ** ihnyﬂpaoélr?\ation ’:?Se:?r?\%rr]\t LTOaS CPK 2 O C1D1 C2D1 * C1D1 C2D1 C1D1 C2D1 Non-responder Responder Non-responder Responder Non-responder Responder
Muscle Layer starvation growth factors ncreased AST/ALT 4 1 _ _ _ _ _ _
Sample Timepoint Sample Timepoint Sample Timepoint Response assessment Response assessment Response assessment
B em centinib (BGB32 4): SG'ECtiVG, Oral sm a" molecule inhibitor Of AXL in phase " clinical testing Methods: Plasma protein biomarker levels were measured using the DiscoveryMap v3.3 panel (Myriad RBM) at pre-dose and at C2D1. Bioinformatics analysis was carried out by Fios Genomics. Comparisons were performed on the QC-passed and normalised Myriad datasets.
- %
Bemcentinib is developed in combination with immune-, targeted and chemotherapy in NSCLC, AML/MDS, melanoma and TNBC. ' Gas6 c I =
phase [li Selectivity Profile 0 n c u S I 0 n S
with pembrolizumab (NCT03184571 Kinase Kinome Scan (Kd) Ny - . - S S . . . .
< ) () Dr Oddbjern Straume BerGenBio ASA Significant positive response was observed in the majority of patients.
with erlotinib (NCT02424617) )N\/\“%NHZ Attendmg phyS|C|an Jonas Lies vej 91
adenocarcinoma ombination with docetaxel (NCT02922777) N ; N Hau kelaﬂd Un|ver8|ty HOSpltal 5009 Bergen - . - . e
o ——— | Q/OC @!!@ 5021 Bergen NORWAY Blood based biomarkers that predict response have been identified.
Melanoma % ombination with SoC therapies, incl. CPls (NCT02872259) Mer 100 250 =~ NORWAY | i i
e @ S ———=— o genmensll  Demcentinib vgw. pergenbio.com All treatment combinations were well tolerated.
drug resistance oddbjorn.Straume@helse—bergen.no @BGenBio
Safety, efficacy & biomarker performance will continue to be explored.
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|dentification of predictive and pharmacodynamic biomarkers associated with the first-in-class
selective AXL inhibitor bemcentinib across mulitiple phase Il clinical trials
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Bemcentinib & AXL biology Predictive biomarkers Tissue biomarkers

BGBMO004: A soluble protein biomarker found to be predictive of
patient benefit across several hemcentinib trials

Identification of soluble AXL biomarkers which are predictive of patient
benefit in AML/MDS

Bemcentinib (BGB324): selective, oral small molecule inhibtor of AXL in phase Il clinical testing
AXL expression by immunohistochemistry

Bemcentinib is developed in combination with immune-, targeted and chemotherapy in NSCLC, AML/MDS, melanoma and TNBC. '

hase | hase Il ’
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Anti-AXL IHC

H&E staining
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AML/MDS “ BGBCO003: Combination with low dose chemo + Single agent (NCT02488408)
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log2 intensity
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Bemcentinib clinical development summary

i." .i
c ﬁc Q Yes No Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No No No No Yes No Yes —
Selected patient ot benefi - - . o s
Companion populatiorpw)s Patient benefit No BGRILO0S ves N BGBC003 h
c Safety in combination diagnostic
with KEYTRUDA | t - i i i : - i - i . i i . . i- ini : iti i i ini :
D developmen vl trols Pre treatment_sAxI Ieve_l::: in _plas_;ma samples taken from AML and MDS patients in BGBC003. An example Soluble protein biomarker is predictive of patient benefit in both melanoma and AML/MDS. This marker is expressed on activated T cells and is a Anti-AXL staining of tumour cells was observed (open arrowheads). Additionally a mainly weak to moderate cytoplasmic staining of stromal cells was seen (arrows)
. cut-off for patient stratification is presented. ]
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bemcentinib (monotherapy) bemcentinib (monotherapy) or bemcentinib + pembrolizumab or efit (log2 baseline normalised). Patients not demonstrating | |
bemcentinib + erlotinib pembrolizumab + D/T or D/T alone treatment benefit show no significant alteration of sAxl * Axl is present in both
Materials & mEthOds 2. levels followina treatment. tumor & tumor infiltrating
Immune cells
1 0.5 1 * A significant proportion
' = 1 of Axl expressing cells
> > > g 8 - — dre macrophages
il il il " m—
®w 0. L 0.0 2 o © g Yellow arrows indicate examples of Axl positive PanCK+ oS areyseale
. . . - Q Q Q -
Tumour tissue biopsy — “the main way cancer is diagnosed” = — — T 0 macrophages following treatment. Axl+
> = = = oz 0 —_ CD68+
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* FFPE tumor samples were analysed from BGBC007 and BGBC008 using a modified NeoGenomics MultiOmyx B G BI L006 @) - 0'0.5 ] (o) 8 E
™ technology to evaluate the expression of a panel of 13 biomarkers including Axl, CD3, CD4, CD8, CD20, - - - -1 pd D
CD56, CD68, CD45R0, FOXP3, CTLA4, PD1, PDL1 and tumor segmentation marker PanCK. The staining was BG BCOO7 1 = 8
performed using a single 4uM FFPE slide. Within each staining round, two cyanine dye-labeled (Cy3, Cy5) an- BG BC008 —92 % m -1 .
tibodies were paired together and recognized two markers. The staining signal was then imaged and followed 1 W N
by novel dye inactivation, enabling repeated rounds of staining. Proprietary deep learning based workflows -1.0 . a B 8’ c 0 n c I u s I 0 n s
were applied to identify individual cells and perform cell classification for all individual markers. Individual D/T: dabrafenib + tramatenib ~
cell classification results were combined to generate co-expression summaries and compute spatial distribu- . . : : , ,
tion statistics for phenotypes of interest. C1D1 C2D1 C1D1 C2D1 C1D1 C2D1 . * sAxl is predictive of patient benefit from bemcentinib monotherapy in AML/MDS
* Axl IHC was performed by Indivumed on pre-treatment FFPE samples from BGBC007 and BGBC008 using the | | | | : ® Other predi Ctive m arkers h qve been |dent|f| ed aCcross multiple d| segse indication S
rabbit monoclonal anti-AXL antibody clone C89E7 (Cell Signaling Technology) ! BGBCO003 BGBIL006 BGBCO008
BGBC004 BGBC007 ® ' ' Tal ' ' ' ' ' ' i '
The Agilent (Dako) PD-L1 IHG 2263 pharmDx kit was utiized to evaluate the protein expression of PD-L1 sAXxI increases following bemcentinib treatment in all indications including monotherapy and combinations
(NeoGenomics). Evaluation was performed using three 4uM FFPE slides, one stained as H&E, one as PD-L1 ] . - PS I Tal
22C3, and one as a negative control. IHC slides were air-dried and then placed in a 60°C oven for 60 minutes. BGBC007, TNBC: BG_BF:OOS! NSCL(_:' BGBCOO?’! BGECO(M' and BGBIL005 SOIUble AXL Ievels correlate Wlth bemcentll‘llb exposure SAX' Ievels Correlate Wlth bemcentlnlb exposure
Epitope retrieval was performed using an Agilent PT Link filled with low pH target retrieval solution set at bemcentinib + pembroli- bemcentinib + pembrolizumab bemcentinib (monotherapy) o A predictive AXL IHC method is under development
97°C for 20 minutes. After conditioning the slides in wash buffer for five minutes, slides were loaded onto an — sAx| Ratio vs C
Agilent Autostainer Link 48. Peroxidase blocking for five minutes was followed by incubation with the prima- 11 - av ® I I infi '
ry antibody and a secondary linker reagent for 30 minutes each. PD-L1 staining was detected with an an- 2. ) 25 — AXI IS expressed In tumor Infl Itratl ng macrophages
ti-mouse and anti-rabbit HRP reagent (30 minutes) and visualized with DAB+ chromogen (10 minutes). DAB ‘g ®
staining was enhanced with a copper based enhancer (5 minutes). Slides were then counterstained with FLEX §]
Hematoxylin for 5 minutes and then dehydrated and coverslipped. > > 0 - 1. ‘g
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* Plasma protein biomarker levels were measured using the DiscoveryMap v3.3 panel (Myriad RBM) in a se- BG BC003 @) o _ O © ®
—_— - =1 — O
lection of patients pre-dose and at C2D1 across six clinical trials (hemcentinib monotherapy in AML/MDS ' ] ®%e
. - . : : : BG BC004 -1 - ® -
(NCT02488408), bemcentinib in combination with pembrolizumab in adenocarcinoma of the lung -1 . - 1.0 — <
(NCT03184571), TNBC (NCT03184558) and melanoma (NCT02872259) as well as in NSCLC in combination with BG BI LOO 5 8
erlotinib (NCT02424617) and docetaxel (NCT02922777). & c t t
 Bioinformatics analysis was carried out by Fios Genomics. Comparisons were performed on the QC-passed BG BI LOOG -2 § 0.5 — 0 n a c
and normalised Myriad datasets; 1. Pre-dose (C1D1) Responders vs Non-Responders; 2. Paired Timepoint BG BCOO7 -2 © '
comparison, C1D1 vs C2D1 for all patients; 3. Paired timepoint comparison, C1D1 vs C2D1 Responders; 4. . . ' ' ' ' o
Paired timepoint comparison, C1D1 vs C2D1 Non-Responders. BGBC008 C1D1 C2D1 C1D1 C2D1 C1D1 C2D1 é BerGenBio ASA BerGenBio Ltd.
P 00 | | | Jonas Lies vei 91 1 Robert Robinson Ave
0 200 400 600 5009 Bergen OX4 4GA ost@bergenbio.com Www.bergenbio.com
Cav NG Norway ¥ Oxford, UK 347 559 gw 159 L 4 @BG%nBiO

This poster was presented at the ASCO Annual Meeting, Chicago, IL (June 1 - 5, 2018)

This presentation is the intellectual property of the presenter. Contact them at post@bergenbio.com for permission to reprint and/or distribute.



