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New data support potential in NSCLC 

Fresh data from the three Phase II trials with bemcentinib (BGB324) in non-small cell 

lung cancer (NSCLC) have been presented at the World Conference on Lung Cancer 

(WCLC), adding weight to the results reported during ASCO. The data are still early-

stage, but continue to indicate that bemcentinib can enhance the activity of 

pembrolizumab (Merck’s Keytruda), erlotinib (Roche’s Tarceva), and docetaxel. The 

data from the pembrolizumab trial continue to stand out, with an ORR of 40% in the 

10 patients with Axl-expressing tumours, which included those that were PD-L1 

negative. Our valuation of BerGenBio is unchanged at NOK52.65/share. 

Year-end: December 31 2016 2017 2018E 2019E 

Sales (NOKm) 0.0 0.0 0.0 0.0 

Adj. PBT (NOKm) (129.8) (182.2) (237.0) (241.7) 

Net Income (NOKm) (129.8) (182.2) (237.0) (241.7) 

Adj. EPS (NOK) (419.7) (4.0) (4.7) (4.8) 

Cash (NOKm) 161.8 370.4 312.1 80.2 

EBITDA (NOKm) (131.4) (183.5) (236.4) (232.9) 

Source: Trinity Delta. Note: Adjusted numbers exclude exceptionals 

▪ More mature data IO data emphasises potential in this field   In the immuno-

oncology (IO) setting, data presented during ASCO had already suggested that the 

activity of pembrolizumab can be enhanced by bemcentinib. The more mature data 

published at WCLC adds weight to this conclusion. The overall response rate (ORR) 

from all 24 patients (including patients with PD-L1 negative tumours) was 21%, and 

40% in patients with Axl-positive tumours, which compares very favourably to 

historic pembrolizumab monotherapy data in similar settings. 

▪ More mature erlotinib/chemotherapy data emphasise broad potential  

BerGenBio had already presented data indicating that bemcentinib could enhance 

the activity of the targeted therapy erlotinib and chemotherapy agent docetaxel. At 

the WCLC, BerGenBio presented PFS (progression free survival) data from the third 

arm of the trial in the first-line setting in combination with erlotinib; notably the 

immature PFS benefit is already greater than the 10.4 months seen in the pivotal 

study for erlotinib in first-line NSCLC. In the Phase II in combination with docetaxel 

in second-line NSCLC, median PFS was c8.5 months, versus c5.5 months in historic 

trials with docetaxel monotherapy. 

▪ Safety profile of bemcentinib remains a key attribute  Bemcentinib continues to 

be exceptionally well tolerated in all three drug combinations. The adverse events 

observed are similar to those seen without bemcentinib being present, and is 

probably due to its high selectivity for the Axl receptor. This suggests that 

bemcentinib’s use will not be limited by tolerability considerations. This is important 

as bemcentinib’s main commercial potential, emphasised by the efficacy results at 

WCLC, appears to be in combination with other drugs. 

▪ Valuation maintained at NOK52.65/share   We maintain our valuation at 

NOK2,880m ($339m, NOK52.65 per share). More data is expected to be reported 

at ESMO in October, and potentially at SITC in November and ASH in December,  

and ADC Therapeutic is expected to initiate clinical development with BGB601 in 

the coming months; all of these events could act as catalysts for the shares.
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BerGenBio: New data support potential in NSCLC 

There are currently six Phase II trials ongoing with bemcentinib (the first-in-class, 

selective, oral Axl inhibitor) in various oncology indications and settings (Exhibit 1), 

and two more studies are soon to start. The two new studies are investigator-led 

and are: 

▪ Phase II MiST study in malignant mesothelioma with bemcentinib in 

combination with pembrolizumab and three other treatment regimens 

(Study Director: Prof Dean Fennell, University of Leicester, UK). 

▪ Phase Ib/II study in pancreatic cancer with bemcentinib in combination 

with chemotherapy (Principal Investigator: Muhammad Beg MD, 

University of Texas Southwestern Medical Center, US) 

Exhibit 1: BerGenBio’s portfolio of products 

 

Source: BerGenBio 

These two new trials demonstrate the interest in Axl inhibition and in 

bemcentinib, the first-in-class selective Axl inhibitor. This interest is likely to 

continue to grow on the back of the updated data from the three Phase II studies 

in non-small cell lung cancer (NSCLC) that has just been presented at the World 

Conference on Lung Cancer (WCLC). 

Phase II (2L NSCLC) in combination with pembrolizumab 

The more mature data from this study reinforces the findings from initial results 

presented during ASCO (see Update note, dated 27 June 2018). Principally, the 

results show that bemcentinib can enhance the activity of pembrolizumab in 

patients with Axl-expressing tumours, in particular in PD-L1-negative tumours 

that would not normally respond to pembrolizumab monotherapy. 

The updated results of the trial are shown in Exhibits 2, 3 and 4. 

https://clinicaltrials.gov/ct2/show/NCT03654833
https://clinicaltrials.gov/ct2/show/NCT03649321
http://www.trinitydelta.org/bergenbio


 

 
3 

Trinity Delta

9 October 2018 

BerGenBio 

Exhibit 2: Waterfall plot of best responses by patients in Phase II NSCLC trial with pembrolizumab 

 

Source: BerGenBio   Note: PD – progressive disease; SD – stable disease; PR – partial response 

Exhibit 3: Subgroup analysis of best response by biomarker expression in Phase II NSCLC trial with 
pembrolizumab 

Patient group Number of patients Best response ORR DCR 

  PR SD PD   

 All 24 5 8 10 21% 54% 

PD-L1<1% 11 3 4 3 27% 64% 

PD-L1≥1% 9 2 2 5 22% 44% 

AXL < 1% 11 1 4 5 9% 45% 

AXL ≥ 1% 10 4 3 3 40% 70% 

Source: BerGenBio  Note: ORR – overall response rate; DCR – disease control rate; PD-L1<1% - PD-L1 negative tumours; PD-L1≥1% - PD-

L1 positive tumours; AXL<1% - Axl negative tumours; AXL ≥ 1% - Axl positive tumours. 

Exhibit 4: Change in sum of target lesions over time by patient in Phase II study in combination with 
pembrolizumab 

 

Source: BerGenBio  
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To put these data in context, it is useful to compare them with two trials that 

Merck conducted with pembrolizumab as monotherapy: KEYNOTE 001, a large 

Phase I study with various cancers including NSCLC and PD-L1 all-comers; and 

KEYNOTE 010, a Phase III study in NSCLC comparing pembrolizumab 

monotherapy versus docetaxel in PD-L1-positive patients only. 

In the KEYNOTE 001 Phase I study in the 495 patients with NSCLC, the ORR in 

PD-L1-negative patients was only 8.1%. This compares to an ORR of 27% in the 

current trial so far, though it should be noted that 66% of the NSCLC patients in 

the KEYNOTE 001 trial had already received at least two lines of systemic 

treatment (≥4 lines in 21% of patients), whereas all the patients in the current trial 

are in the second-line setting. 

Also, the ORR in the KEYNOTE 010 Phase III trial, which was in a similar setting, 

was 18% in patients with PD-L1-positive tumours. The ORR of 21% in the current 

study in the intention-to-treat population containing 24 patients is numerically 

comparable. However, it should be noted that KEYNOTE-010 was stratified to 

contain only PD-L1 positive tumours with approximately an equal number of 

patients with weak and high PD-L1 expression (1-49% and ≥50%, respectively). 

Consistently, high PD-L1 patients have shown best outcomes, with the highest 

response rates and survival benefits with Keytruda monotherapy. By comparison, 

this trial was heavily slanted towards PD-L1 negative (11 patients, 46%) and weak 

PD-L1 (7 patients, 29%) patients, and contained only 2 PD-L1 high patients (8%; 4 

patients were unclassified). 

The response rate in the 10 patients with Axl-positive tumours was notable. The 

ORR was 40% and these patients included four with PD-L1 negative tumours. It 

indicates that Axl expression in tumours could act as a valuable biomarker for 

identifying those patients most likely to benefit from bemcentinib treatment. 

The individual patient response data (Exhibit 4) emphasise the point that those 

patients that have Axl-expressing tumours are likely to benefit from treatment 

with bemcentinib in combination with pembrolizumab These data also suggest 

that progression free survival (PFS) is promising, and we await the formal 

reporting of the PFS at an upcoming meeting.  

This trial is still ongoing. The pre-specified efficacy endpoint for the first stage of 

the Phase II trial– at least four clinical responses from the first 22 treated patients 

– was met, so the trial has advanced into the second stage and an additional 24 

patients are being recruited under the same clinical trial design. 

Phase II (1L/2L NSCLC) trial in combination with erlotinib 

The study in combination with erlotinib was designed to assess the potential of 

bemcentinib to reverse tumour resistance to erlotinib, or prevent resistance 

developing initially, in NSCLC driven by mutated EGFR (mEGFR). 

It had been previously reported that some patients did respond to bemcentinib in 

combination with erlotinib in the second-line setting. This was confirmed in the 

poster presented at WCLC (Exhibit 5), supporting the hypothesis that bemcentinib 

can re-sensitise tumours that became resistant to erlotinib using an Axl driven 

bypass mechanism rather than the T790M resistance mutation. From a clinical 

perspective these patients, who account for about half of the patients progressing 

Bemcentinib appears to re-
sensitise NSCLC tumours to 
erlotinib, …  

Updated data in IO setting 
continues to suggest bemcentinib 
enhances activity of 
pembrolizumab in NSCLC,… 

… including in patients with PD-L1 
negative tumours 

Response rate in Axl-positive 
tumours particularly strong 

https://www.nejm.org/doi/full/10.1056/NEJMoa1501824
http://news.medlive.cn/uploadfile/20151221/14506790538633.pdf
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on first-generation EGFR targeted therapy, have the greatest clinical need; 

patients with the T790M EGFR mutation are well treated by AstraZeneca’s 

osimertinib (Tagrisso). This means bemcentinib has most commercial potential in 

those mEGFR patients without this specific mutation or similar resistance. 

Exhibit 5: Waterfall plot of best responses in mEGFR NSCLC in combination 
with erlotinib  

 

 
Source: BerGenBio  Note: T790M is a specific mutation in the EGFR protein at amino acid 790. 

In the resistance-prevention, first-line setting arm of the study, patients had to 

have received erlotinib monotherapy for at least 12 weeks without disease 

progression to enter the trial and receive bemcentinib on top of the erlotinib they 

were taking. Thus, any tumour shrinkage observed is on top of any benefit that 

might have occurred, while a patient was receiving erlotinib monotherapy, before 

entry into the trial. The response data is still immature, and so far, one of the 12 

patients in this arm of the trial has achieved a partial response.  

Of greater interest is the initial PFS data, which seems to confirm that 

bemcentinib can at least delay development of resistance to erlotinib (Exhibit 6). 

Median PFS in the pivotal Phase III study with erlotinib in first-line mEGFR NSCLC 

was 10.4 months. The median PFS data in the current trial has not matured and is 

already greater than 10.4 month (including the time that the patients received 

erlotinib as monotherapy, median time 5.7 months).  

It is always sensible to be cautious about comparing data from two different trials, 

and this is certainly the case here, as the trial designs for the resistance-

prevention arm of the current study and the pivotal study with erlotinib are quite 

different. But, the data from this trial is promising, and in our opinion, would 

justify advancing the development of bemcentinib in this setting (with erlotinib or 

other EGFR inhibitor) into a larger Phase II study to get a better understanding of 

bemcentinib’s ability to delay/prevent the development of resistance to an EGFR 

inhibitor. 

 

 

… and delay resistance to 
erlotinib from developing in the 
first place 
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Exhibit 6: Kaplan Meier curve for progression free survival for Phase II trial 
in mEGFR NSCLC in combination with erlotinib in first line setting 

 

Source: BerGenBio   Note: The chart includes the period of time the patients were treated with 

erlotinib monotherapy before they received bemcentinib and erlotinib in combination. 

Phase II NSCLC study in combination with docetaxel 

The new data, including the PFS data, from the Phase II trial with bemcentinib in 

combination with docetaxel in adenocarcinoma NSCLC suggests more clearly that 

the two compounds work synergistically (as demonstrated in preclinical studies), 

with bemcentinib delaying development of resistance to docetaxel. 

The ORR in this study to date is 18%, with two partial responses seen amongst 

the 11 patients treated so far (trial is ongoing), this compares to an ORR c5% 

normally seen with docetaxel monotherapy (Exhibit 7). Also, median PFS is c8.5 

months in this study, vs 5.5 months with docetaxel monotherapy in historic trials 

(Exhibit 8). 

Exhibit 7: Change in sum of target lesions over time (weeks) by patient in Phase II study in combination with 
docetaxel 

 

Source: BerGenBio 

PFS and ORR data suggest 
bemcentinib delays resistance to 
docetaxel from developing 
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Exhibit 8: Kaplan Meier curve for PFS for Phase II trial in NSCLC in combination with docetaxel 

 
Source: BerGenBio 

The potential of combining bemcentinib with chemotherapy is being studied 

further in an investigator-led study in pancreatic cancer due to start shortly. 

It should be noted that across all the studies bemcentinib continues to be 

extremely well tolerated. The adverse events observed in all three trials are very 

similar to those you would expect during a trial with either pembrolizumab, 

erlotinib or docetaxel, respectively, as monotherapy. 

At this stage, it appears that the compound can be used in combination with any 

other therapy from a tolerability perspective. This is an important aspect of 

bemcentinib’s profile, being highly selective for the Axl receptor, as its greatest 

commercial potential is probably from use in combination with various drugs.  

Valuation and Financials 

We are maintaining our valuation of BerGenBio at NOK2,880m ($339m) or 

NOK52.65 per share. While the new data is largely supportive of bemcentinib’s 

potential in a broad range of oncology settings, we maintain our conservative 

stance. Our valuation excludes any consideration for bemcentinib/BGB149 in 

fibrosis indications (see Update note dated 9 May 2018) or the antibody-drug 

conjugate BGB601 that is due to enter clinical development within a year. 

There are no changes to our financial estimates.  

Valuation of BerGenBio is 
unchanged at NOK52.65/share 

Bemcentinib is well tolerated in 
combination with all therapies 
studied to date 

http://www.trinitydelta.org/bergenbio
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Exhibit 9: Summary of financials 

 

Source: Company, Trinity Delta   

Year-end: Dec 31             NOKm 2015 2016 2017 2018E 2019E

INCOME STATEMENT

Revenues 0.0 0.0 0.0 0.0 0.0

Cost of goods sold 0.0 0.0 0.0 0.0 0.0

Gross Profit 0.0 0.0 0.0 0.0 0.0

Personnel costs (25.2) (20.6) (28.8) (30.3) (31.8)

Other expenses (47.6) (110.8) (154.7) (206.2) (201.1)

Amortisation & depreciation (0.2) (0.2) (0.2) (0.2) (0.0)

Underlying operating profit (72.9) (131.6) (183.7) (236.6) (233.5)

Other revenue/expenses 0.0 0.0 0.0 0.0 0.0

EBITDA (72.7) (131.4) (183.5) (236.4) (232.9)

Operating Profit (72.9) (131.6) (183.7) (236.6) (233.5)

Interest income 2.5 3.0 4.2 0.7 0.4

Interest expense (1.7) (1.3) (2.7) (0.9) (0.9)

Other financing costs/income 0.0 0.0 0.0 0.0 0.0

Profit Before Taxes (72.1) (129.8) (182.2) (236.8) (234.0)

Adj. PBT (72.1) (129.8) (182.2) (236.8) (234.0)

Current tax income 0.0 0.0 0.0 0.0 0.0

Net Income (72.1) (129.8) (182.2) (236.8) (234.0)

EPS (NOK) (296.3) (419.7) (4.0) (4.4) (4.3)

Adj. EPS (NOK) (296.3) (419.7) (4.0) (4.4) (4.3)

DPS (NOK) 0.0 0.0 0.0 0.0 0.0

Average no. of shares (m) 0.2 0.3 45.5 53.3 54.7

Gross margin N/A N/A N/A N/A N/A

EBITDA margin N/A N/A N/A N/A N/A

BALANCE SHEET

Current assets 82.0 174.1 383.8 325.5 93.6

Cash and cash equivalents 74.0 161.8 370.4 312.1 80.2

Short-term investments 0.0 0.0 0.0 0.0 0.0

Accounts receivable 0.0 0.0 0.0 0.0 0.0

Other current assets 8.0 12.3 13.4 13.4 13.4

Non-current assets 0.4 0.4 0.6 0.7 0.4

Property, plant & equipment 0.4 0.4 0.6 0.7 0.4

Investments in portfolio companies 0.0 0.0 0.0 0.0 0.0

Other non-current assets 0.0 0.0 0.0 0.0 0.0

Current liabilities (12.1) (21.3) (34.0) (29.4) (28.9)

Short-term debt 0.0 0.0 0.0 0.0 0.0

Accounts payable (5.3) (10.7) (21.6) (16.9) (16.5)

Other current liabilities (6.8) (10.6) (12.4) (12.4) (12.4)

Non-current liabilities (5.6) 0.0 0.0 0.0 0.0

Long-term debt 0.0 0.0 0.0 0.0 0.0

Other non-current liabilities (5.6) 0.0 0.0 0.0 0.0

Equity 64.7 153.3 350.4 296.8 65.1

Share capital 2.5 3.4 5.0 185.9 185.9

Other 62.3 149.9 345.4 110.9 (120.8)

CASH FLOW STATEMENTS

Operating cash flow (62.9) (124.3) (168.1) (239.0) (231.5)

Profit before tax (72.1) (129.8) (182.2) (236.8) (234.0)

Non-cash adjustments 6.5 3.8 0.7 1.7 2.5

Change in working capital 2.7 1.7 13.4 (4.6) (0.4)

Interest paid 0.0 0.0 0.0 0.7 0.4

Taxes paid 0.0 0.0 0.0 0.0 0.0

Investing cash flow 0.0 (0.3) (0.3) (0.3) (0.4)

CAPEX on tangible assets 0.0 (0.3) (0.3) (0.3) (0.4)

Change in investments in portfolio companies 0.0 0.0 0.0 0.0 0.0

Other investing cash flows 0.0 0.0 0.0 0.0 0.0

Financing cash flow 10.5 212.4 377.0 180.9 0.0

Proceeds from equity 9.2 213.7 377.0 180.9 0.0

Increase in loans 1.3 (1.3) 0.0 0.0 0.0

Dividends 0.0 0.0 0.0 0.0 0.0

Other financing cash flow 0.0 0.0 0.0 0.0 0.0

Net increase in cash (52.4) 87.8 208.5 (58.3) (231.9)

Exchange rate effects 0.0 0.0 0.0 0.0 0.0

Cash at start of year 126.4 74.0 161.8 370.4 312.1

Cash at end of year 74.0 161.8 370.4 312.1 80.2

Net cash at end of year 74.0 161.8 370.4 312.1 80.2
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Disclaimer 

Trinity Delta Research Limited ("TDRL"; firm reference number:  725161), which trades as Trinity Delta, is an appointed representative of 
Equity Development Limited ("ED"). The contents of this report, which has been prepared by and is the sole responsibility of TDRL, have 
been reviewed, but not independently verified, by ED which is authorised and regulated by the FCA, and whose reference number is 
185325.  

ED is acting for TDRL and not for any other person and will not be responsible for providing the protections provided to clients of TDRL 
nor for advising any other person in connection with the contents of this report and, except to the extent required by applicable law, 
including the rules of the FCA, owes no duty of care to any other such person. No reliance may be placed on ED for advice or 
recommendations with respect to the contents of this report and, to the extent it may do so under applicable law, ED makes no 
representation or warranty to the persons reading this report with regards to the information contained in it. 

In the preparation of this report TDRL has used publically available sources and taken reasonable efforts to ensure that the facts stated 
herein are clear, fair and not misleading, but make no guarantee or warranty as to the accuracy or completeness of the information or 
opinions contained herein, nor to provide updates should fresh information become available or opinions change.  

Any person who is not a relevant person under section of Section 21(2) of the Financial Services & Markets Act 2000 of the United 
Kingdom should not act or rely on this document or any of its contents.  Research on its client companies produced by TDRL is normally 
commissioned and paid for by those companies themselves (‘issuer financed research’) and as such is not deemed to be independent, as 
defined by the FCA, but is ‘objective’ in that the authors are stating their own opinions.  The report should be considered a marketing 
communication for purposes of the FCA rules. It has not been prepared in accordance with legal requirements designed to promote the 
independence of investment research and it is not subject to any prohibition on dealing ahead of the dissemination of investment research. 
TDRL does not hold any positions in any of the companies mentioned in the report, although directors, employees or consultants of TDRL 
may hold positions in the companies mentioned. TDRL does impose restrictions on personal dealings. TDRL might also provide services to 
companies mentioned or solicit business from them. 

This report is being provided to relevant persons to provide background information about the subject matter of the note. This document 
does not constitute, nor form part of, and should not be construed as, any offer for sale or purchase of (or solicitation of, or invitation to 
make any offer to buy or sell) any Securities (which may rise and fall in value). Nor shall it, or any part of it, form the basis of, or be relied 
on in connection with, any contract or commitment whatsoever. The information that we provide is not intended to be, and should not in 
any manner whatsoever be, construed as personalised advice. Self-certification by investors can be completed free of charge at 
www.fisma.org. TDRL, its affiliates, officers, directors and employees, and ED will not be liable for any loss or damage arising from any use 
of this document, to the maximum extent that the law permits. 

Copyright 2018 Trinity Delta Research Limited. All rights reserved. 

 

More information is available on our website:  www.trinitydelta.org 
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