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Key Data As of 2019-06-05 

 

Share Price* (SEK) 

 

Ticker XBRANE 
Share price (close) SEK 39.5 
Free float 89% 
Market cap SEK 328m 
Website xbrane.com 
Average daily volume SEK 0.87m 

Biosimilar drug development with a first focus on Lucentis (ranibizumab)  

Xbrane Biopharma was founded in 2008 in Stockholm, Sweden, and is a late-
stage drug development company focusing on biosimilars. It became a publicly 
listed company in 2016 and in Q2 2018, the company entered into a strategic 
collaboration with Stada, Germany, covering the development and 
commersialisation of Xlucane, Xbrane’s biosimilar to the reference medicine 
Lucentis (ranibizumab). Xbrane’s earlier stage development portfolio includes a 
biosimilar to UCB’s Cimzia (certolizumab) and other biosimilars. 

Targeting fully recruited phase 3 trial in early 2020, results in Q2 2020 

Xbrane has recently reported that the first patient has entered its pivotal phase 
3 trial, comparing biosimilar Xlucane to Lucentis. Xbrane will report when half 
of the study participants have entered the study, and when the last patient has 
been recruited. Head-line data from the 8-week primary efficacy endpoint is 
then scheduled to be reported in Q2 2020. Assuming first Xlucane sales in 
2022, Xbrane has set a sales target at EUR 350m three years after launch, i.e. in 
2024, with a targeted profit share for Xbrane at EUR 100m at that sales level. 

Three main reasons for the market to see the mid and long-term attraction 

We see three main reasons for the market to see the mid and long-term 
attraction in Xbrane’s shares. First, having started enrolment into its pivotal 
phase 3 trial “XPLORE”, Xbrane is in an advanced stage of product 
development. The primary objective with the phase 3 trial is to demonstrate 
therapeutic equivalence to the branded medicine after eight week’s treatment. 
Second, Xbrane’s commercial partner for Xlucane, Stada, may prove to be a 
very committed partner. In August 2017, Bain Capital and Cinven became 
controlling shareholders of Stada, and with an earnings base of EUR 500m, 
Xlucane could become a very significant source of earnings growth for Stada. 
Third, the markets for biosimilar products seem to gradually open up, we 
believe. Several companies have reported increased regulatory and 
commercial acceptance for biosimilars, and the world’s best-selling medicine, 
Abbvie’s Humira, is facing significant biosimilar competition in Europe since 
October 2018.  

Stepwise approach to valuation 

Since Xbrane, in our view, will not be profitable in the near or mid-term, we 
would instead adopt a stepwise valuation approach at this early stage instead 
of standard discounted long term cash flow valuation approach. For the twelve 
months ahead, to mid-2020, when the first head-line data from the ongoing 
phase 3 trial should be available, we see a reasonable valuation range of SEK 
45-55 per share. Towards mid-2021, when the full details from the phase 3 trial 
including secondary endpoints should be available, we see a reasonable 
valuation range between SEK 57-71 per share. Towards mid-2022 when 
Xlucane should have recorded its first sales on the market and the visibility into 
the next biosimilar product launch should have increased, we see a valuation 
range between SEK 100-130 per share. At this stage and onwards, we believe 
the market will increasingly focus on the expected sales and earnings 
generation 2-3 years ahead, which should have a significant impact on the 
valuation of the shares. 

* Source: Factset - Data as per closing price 2019-06-05 

HEAD OF RESEARCH 
Lars Hevreng 
lars@vatorsec.se 
+46 76 721 51 31 

Initiating Coverage 
We initiate coverage on Xbrane Biopharma 
with a stepwise valuation approach. For the 
twelve months ahead, to mid-2020, we see a 
reasonable valuation range of SEK 45-55 per 
share. Towards mid-2021, we see a reasonable 
valuation range between SEK 57-71 per share. 
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During the coming year, until mid-2020, Xbrane should have reported initial head-line 
data covering the 8-week primary efficacy endpoint in the ongoing phase 3 trial 
comparing the biosimilar product Xlucane to the branded Lucentis. In this timeframe, 
we see a reasonable valuation range of SEK 45-55 per share. 
 
Through mid-2021, when full details from the phase 3 trial should be available, we see 
a reasonable valuation range of SEK 57-71 per share. 
 
Towards mid-2022, when Xbrane and its partner Stada should have reported the first 
initial sales of Xlucane and the visibility into Xbrane’s next biosimilar product launches 
should have increased, we see a reasonable valuation range of SEK 100-130 per share. 
 
At this stage, Xbrane’s 2024 sales target of EUR 350m is no longer a very long-term 
sales target, so any increased market confidence in Xbrane’s and Stada’s ability to reach 
that sales target should significantly influence the valuation of the shares at that stage. 
 
Importantly, the valuation of Xbrane could also during this timeframe increasingly reflect 
the company’s other biosimilar development projects, including biosimilars to UCB’s 
Cimzia and Bristol Myers Squibb’s Opdivo.  
 
We see three main reasons for the market to see the long-term attraction in Xbrane’s 
shares. 
 

• Xbrane’s lead product, Xlucane, is in an advanced development stage aiming 
to complete patient enrolment into its pivotal phase 3 “XPLORE” trial during 
late 2019 or early 2020 
 

• Stada may prove to be a very committed commercial partner for Xlucane. 
Ownership control has recently changed in Stada, and Stada may view Xlucane 
as a very important driver for earnings growth in the years ahead 
 

• Commercial markets for biosimilars seem to gradually open up; one biosimilar 
has now annualised sales exceeding USD 1bn for the first time and in Europe, 
biosimilar competition started in October 2018 to the world’s best selling 
medicine, Abbvie’s Humira 
 

First, having started patient enrolment into its pivotal phase 3 trial comparing its 
biosimilar Xlucane to ranibizumab (brand name: Lucentis, marketed by Roche in the US 
and Novartis in other regions), Xbrane is in an advanced stage of product development. 
Moreover, with the primary objective being to demonstrate equivalence to branded 
Lucentis, the risks for failure to meet targeted endpoints in the phase 3 trial should be 
lower compared with clinical trials evaluating novel drug candidates. Around 580 
patients in 16 countries including the US will participate in the trial. 
 

Aiming to complete phase 3 
patient enrolment towards 
end 2019 or early 2020 
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Second, Stada may prove to be a very committed commercial partner for Xbrane. With 
full year 2018 adjusted EBITDA at EUR 504m on EUR 2.3bn revenues, Xlucane could 
become a very significant sales and earnings driver for Stada, even if pricing and product 
competition would be very fierce in the marketplace. In August 2017, Bain Capital and 
Cinven became controlling shareholders of Stada, and the new owners may see Xlucane 
as a key sales and earnings growth driver from the targeted launch in 2022 and beyond. 
 
Lucentis sales continue to develop strongly, so Stada seems to enter market with strong 
volume growth. For Q1 2019, Roche and Novartis combined reported USD 1.0bn 
revenues with y/y growth around low double-digits.  

Chart: Xbrane’s planned development timelines 

  Source: Xbrane company presentation 

 
Third, the commercial markets for biosimilars seem to gradually be opening up, we 
believe. Sandoz was the pioneer in biosimilar drug development by achieving the first 
product approvals (for biosimilar growth hormone) in Europe, the US, and Asia, but 
commercial acceptance has varied and the first regulatory approval in the US was not 
achieved until 2015, many years after the first biosimilar product approval in Europe in 
2006. 
 
Recently however, several companies have reported increased regulatory and 
commercial progress for biosimilar products, and in Q1 2019, AbbVie reported, for the  
first time since launch in early 2003, declining y/y sales for the world’s best-selling 
medicine Humira (2018 FY sales at USD 19.9bn) due to biosimilar competition in Europe. 
 
Humira sales in Q1 2019 decreased 4% y/y to USD 4.4bn, driven by 23% y/y decrease 
in non-US sales to USD 1.2bn. Non-US Humira sales started to decrease in Q4 2018 
(European patents expired in October 2018) with a 15% y/y decrease, after 4% y/y 
growth in Q3 2108. 
 
US sales for Humira is still protected, but non-patented non-US sales at USD 6.3bn in 
FY 2018 is a fairly significant market opportunity for biosimilar products. 
 
  
 
 
 
 
  

Stada may prove to be a very 
committed partner 

Markets for biosimilars are 
gradually opening up 

Three proposed biosimilars to 
Lucentis in clinical 
development 
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Sandoz pioneered the development and commersialisation of biosimilars with the first 
marketing approvals for its biosimilar growth hormone in Europe, the US, and Asia. 
While the first biosimilar was approved in Europe more than a decade ago, the first 
biosimilar was only approved in the US in 2015, so the market development for 
biosimilars is still in a very early stage. 
 
However, the regulatory and commercial acceptance for biosimilars is gradually 
changing, and a company such as Sandoz today has eight biosimilars approved and 
more than 10 in clinical development. The best-selling biosimilar, Lilly’s Basaglar, 
reported sales annualising more than USD 1bn in Q1 2019. 
 
As another sign of gradually increased commercial acceptance for biosimilars, the 
world’s best-selling medicine, AbbVie’s Humira with USD 19.9bn sales in FY 2018, 
reported declining y/y sales for the first time in Q1 2019 due to biosimilar competition.  
 
Xbrane, together with its partner Stada, is planning to enter the biosimilar market in 
2022 with the launch of Xlucane, a biosimilar to Lucentis. Following the launch of 
Xlucane, Xbrane aims to launch several new biosimilars in the following years. 
 
Xbrane is now in the early process of enrolling patients to the major 580-patient phase 
3 trial, with the objective to demonstrate the equivalence of Xlucane to Lucentis in the 
treatment of neovascular age-related macular degeneration. 
 
The primary endpoint of the study is the change in best corrected visual acuity (BCVA) 
at week 8 compared to baseline, with secondary endpoints including BCVA 
measurements at week 52. 
 
Apart from the timely execution of the head-to-head trial with Lucentis and the potential 
additions to the clinical development pipeline of biosimilars, we believe a key focus for 
Xbrane also will be the broader regulatory and commercial development for biosimilars 
in general, with gradually increased evidence of improved market conditions for 
biosimilars, and also significant collaborations between biosimilar drug developers and 
larger pharmaceutical companies. 
 
We believe the following are reasonable assumptions for important near-term events 
for Xbrane: 

 
• Q3 2019: 50% completion, i.e. close to 300 patients, of the patient recruitment 

into the ongoing phase 3 trial “XPLORE” comparing biosimilar Xlucane with 
branded Lucentis 
 

• Q4 2019: last patient recruited into the “XPLORE” trial. The trial is designed to 
include approximately 580 participants in a randomised 1:1 ratio to receive 
either Lucentis or investigational Xlucane 
 

The market for biosimilars is 
opening up; one biosimilar 
has sales exceeding USD 1bn 

Patient enrolment has started 
into pivotal phase 3 trial, and 
enrolment updates will be 
provided 
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• Q2 2020: initial head-line data covering the primary endpoint from the 
”XPLORE” trial. The primary endpoint is the change in best corrected visual 
acuity (BCVA) at week 8 compared to baseline using the ETDRS (Early 
Treatment Diabetic Retinopathy Study, the worldwide standard for visual acuity 
testing) protocol 
 

• Q4 2020: initial submission for approval of Xlucane in Europe and the US 

• Q1 2021: final data covering secondary endpoints from the “XPLORE” study 
including 52-week efficacy and safety data 
 
 

In terms of the main competitive activities regarding development of biosimilar Lucentis 
products, we believe the following near-term events are relevant for Xbrane:  
 

• Q4 2019: the FDA filing of a Biologics License Application (BLA) under the 351(k) 
pathway for the FYB201 biosimilar to Lucentis is planned by Formycon and 
partner Bioeq IP AG. A pre-submission meeting with the European Medicines 
Agency (EMA) was held in December 2018 
 

• Q4 2019: Samsung Bioepis to finalise its 705-patient phase 3 trial with its 
proposed SB11 biosimilar to Lucentis 
 

• Q1 2020: Formycon to file FYB201 for approval in Europe 
 

• 2021: estimated US and EU approvals for Formycon’s FYB201  
 

 

 
We base our Xbrane revenue forecasts for Xlucane on the following main assumptions: 
 

• Xlucane will be launched in 2022 in Europe as well as in the US 
• Xlucane will initially compete with two other biosimilar Lucentis products in 

Europe as well as in the US 
• The biosimilar Lucentis market will be worth 50% compared with the value of 

the branded Lucentis market at the time of patent expirations for Lucentis 
• There will be a fourth entry of a biosimilar Lucentis product three years after the 

first product launches 
• Stada will reimburse Xbrane for production and product supply costs 
 

There are today three biosimilars to Lucentis in clinical stage development, but we 
assume that an existing USD 4bn market will attract more competition over time.  
 
Importantly, the best selling pharmaceutical in the US today, Humira’s Abbvie, will meet 
biosimilar competition from January 2023 and onwards, so we believe towards 2022 
when the biosimilar Lucentis market will open up in Europe, the knowledge and 
commercial adoption of biosimilars in general will continue to increase. 
 



 
6 

 Marketing material commissioned by Xbrane Biopharma AB 

                      Marketing material commissioned by Xbrane Biopharma AB – 10 June 2019      Healthcare, Sweden 

Regarding the number of potential biosimilar product to Lucentis, Abbvie has 
announced legal settlements with seven biosimilar products to Humira, which should, 
we believe, be an indication of how many biosimilar products that could potentially 
enter a market when a product patent expires for a top-selling biologic product.   
 
If volume adoption for biologics has been slow in some cases due to high prices, it 
seems reasonable to assume that lower prices should benefit treatment volumes over 
time. The experience from clinical trials with monthly Lucentis injections clearly suggest 
that the treatment effect is dependent on the number of treatments. 

Chart: Potential for significant market expansion driven by increased number of doses per patient 

 
Source: Xbrane company presentation 

 
However, we have made the simple assumption that treatment volumes for ranibizumab 
(branded Lucentis plus biosimilar products) will be unchanged after the entry of lower 
priced biosimilar products, implicitly assuming that the future market volume growth 
will be captured by existing, such as Eylea, and new competing products in the area. 
 
Taken the above into consideration, and also assuming that Xbrane will launch its next 
phase 3 development program towards 2022 and onwards, we would summarise our 
forecasts as follows. 

Table: US market ranibizumab estimates (USDm)  
2018 2022 2023 2024 2025 2026 

BRANDED 1 640 1 800 1 400 1 100 800 600 

BIOSIMILAR TOTAL 
 

100 250 350 500 700 

RANIBIZUMAB TOTAL 1 640 1 900 1 650 1 450 1 300 1 300 

  STADA 
 

30 75 90 115 150 

  PRODUCT NO 2 (FORMYCON) 
 

30 75 90 115 150 

  PRODUCT NO 3 (SAMSUNG) 
 

40 100 140 195 300 

  PRODUCT NO 4 
 

0 0 30 75 100        

  STADA (EURM) 
 

27 68 82 105 136 

  NO OF DOSES ('000) 
 

55 136 164 209 273 

  NO OF PATIENTS (’000) 
 

9 23 28 36 47 

  % OF COMPANY'S 2024 TARGET 19 49 58 75 97 

STADA BIOSIMILAR SHARE (%) 
 

30 30 26 23 21 

SAMSUNG SHARE (%) 
 

40 40 40 39 43 
Source: Vator estimates 

Biosimilar pricing may lead to 
increased market volumes 

Three proposed biosimilars to 
Lucentis in clinical 
development 
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Table: non-US market ranibizumab estimates (USDm)  
2018 2022 2023 2024 2025 2026 

BRANDED 2 046 2 160 1 680 1 200 960 720 

BIOSIMILAR TOTAL 
 

120 360 600 840 1 080 

RANIBIZUMAB TOTAL 2 046 2 280 2 040 1 800 1 800 1 800 

  STADA 
 

35 105 160 200 225 

  PRODUCT NO 2 (FORMYCON) 
 

35 105 160 200 225 

  PRODUCT NO 3 (SAMSUNG) 
 

50 150 245 355 480 

  PRODUCT NO 4 
 

0 0 35 85 150        

  STADA (EURM) 
 

32 95 145 182 205 

  NO OF DOSES ('000) 
 

64 191 291 364 409 

  NO OF PATIENTS (’000) 
 

11 33 50 62 70 

  % OF COMPANY'S 2024 TARGET 15 45 68 85 96 

STADA BIOSIMILAR SHARE (%) 
 

29 29 27 24 21 

SAMSUNG SHARE (%) 
 

42 42 41 42 44 
Source: Vator estimates 

Table: Stada biosimilar Lucentis estimates (USDm)  
2021 2022 2023 2024 2025 2026 

US 0 30 75 90 115 150 

NON-US 0 35 105 160 200 225 

TOTAL 0 65 180 250 315 375        

COGS 
 

7 18 25 32 38 

SG&A 
 

70 105 127 135 145 

EBIT 
 

-12 57 98 149 193 

PROFIT SHARING 
 

0 23 49 74 96 
Source: Vator estimates 

Table: Xbrane P&L estimates (SEKm) 

(SEKM) 2018 2019 2020 2021 2022 2023 2024 2025 

SALES 20 0 0 0 63 175 243 306 

COGS -16 0 0 0 -63 -175 -243 -306 

SG&A -23 -20 -22 -25 -28 -32 -36 -40 

R&D -86 -110 -100 -100 -105 -110 -115 -120 

OTHER INCOME 100 0 0 0 0 0 0 0 

OTHER EXPENSES -6 -5 0 0 0 0 0 0 

STADA PROFIT SHARING 0 0 0 0 0 221 475 720 

EBIT -11 -135 -122 -125 -133 79 324 560 

NET FINANCIALS -2 0 0 0 0 0 0 0 

PRE-TAX -13 -135 -122 -125 -133 79 324 560 

TAX CHARGE 0 0 0 0 0 0 0 -84 

NET INCOME -13 -135 -122 -125 -133 79 324 476          

OPERATING CASH FLOW 47 -135 -122 -125 -133 79 324 476 
Source: Vator estimates 

 
The reason for including the number of doses and patients in the above tables is that 
Xbrane has set sales target based on targeted number of patients, expected number of 



 
8 

 Marketing material commissioned by Xbrane Biopharma AB 

                      Marketing material commissioned by Xbrane Biopharma AB – 10 June 2019      Healthcare, Sweden 

injections of close to six per year, and a price per injection at EUR 500. We assume that 
Xbrane and Stada will be very close to reach its patient volume targets for 2024 by 2026. 
 
Since we forecast a USD 60m marketing investment by Stada in 2022, we forecast that 
Xlucane will be loss making the first year. For 2023, we forecast that Xbrane will receive 
an estimated profit share of USD 23m and Stada to keep USD 34m to compensate for 
Xbrane’s share of the loss in 2022.  

 
We expect to see the following six key determinants for Xbrane’s mid- and longer-term 
valuation. Each of the determinants are tightly coupled with the others, and the success 
in each should facilitate the success in the next. 
 

• Technology. Xbrane’s lead product development is a biosimilar ranibizumab 
biologic product, i.e. the company’s focus is not to develop new biologic 
medicines. In biosimilar drug development, the pre-clinical analytical 
assessments focusing on the primary structure of the sequence of the amino 
acids, the way the amino acid structure has folded, the ability of the protein to 
bind to the specific target, the biological effects on the human cells when the 
protein binds to the specific targets, and the purity of the developed protein, 
are naturally a key element in the drug development process. So, when 
biosimilar drug developers receive clearance to initiate clinical stage 
development, the technology risks in terms of development should be 
significantly lower compared with new drug development. The manufacturing 
risks for biologic producers should not differ between branded producers and 
biosimilar producers. 
 

• Development. Although clinical trials comparing a biosimilar with a branded 
product focuses on clinical similarity, there is naturally a risk that the trial design, 
the size of the trial, the inclusion criteria, or other factors, would produce clinical 
trial results where there is a statistical difference in terms of safety and efficacy 
between the two comparators. Such differences could be in favour of a 
biosimilar medicine, but in such case the biosimilar drug has failed to 
demonstrate similarity with the branded medicine. Xlucane has been compared 
with branded Lucentis on safety on animals, however differences may still occur 
in a larger randomised clinical trial 
 

• Regulatory. Even if the pre-clinical analytical assessments and the outcome of 
the clinical trials are successful, regulators could still have views on the 
manufacturing, the supply chain, or other factors that could delay market entry 
of a biosimilar product. 
 

• Competition. While biosimilar medicines are launched when substance patents 
have expired, additional patents could be announced for the branded products, 
and the holders of the substance patents could enter litigation processes. Also, 
with many companies in the industry developing biosimilar medicines, 
competition between several biosimilar medicines is likely. Such competition 
could focus on price, access to significant production volumes, superior supply 
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chains, or other factors. Naturally, the branded company may also compete on 
price after the patent expiration. 
 

• Commercial adoption. The commercial adoption of biosimilar medicines has 
naturally differed between countries, similar to how the adoption of lower 
priced generic tablets have differed between countries when blockbuster 
tablets have lost patent protection in the last decades. The commercial risks in 
the US in general seems to be more significant for biosimilars compared with 
Europe, since the prescription of a biosimilar medicine requires an active 
intervention by the prescribing physician in the US, based on a perceived lack 
of interchangeability. Also, there could be supply chain characteristics that 
disincentives the adoption of lower priced medicines. 
 

• Marketing partner risk. Stada owns the marketing rights to Xlucane. Even if we 
believe that Stada could turn out to be an unusually committed partner to 
Xbrane, there is always a risk that the marketing partner changes strategy, 
prioritises other products, changes management, or other factors that could 
influence the marketing partner’s commitment. Since Stada’s is a company with 
an earnings base of around EUR 500m EBITDA and that Xlucane will enter a 
market that would be worth around USD 2bn if the market value would be cut 
by half compared with the branded market, the potential earnings contribution 
to Stada related to the launch of Xlucane could be very significant. Since Stada 
since late 2017 is controlled by private equity groups, there could be an 
ambition to significantly change Stada’s earnings generation in the years ahead 
to enable an exit for the owners out of Stada, and earnings contribution from  
Xlucane could naturally be viewed as a key source of new earnings generation 
in such a scenario 
 

At this early stage when patient enrolment to the phase 3 trial with Xlucane has recently 
started and the visibility into its earlier stage clinical projects are more limited, we 
believe that the equity market’s view on Xbrane will reflect that although the technology 
and development risks seem more limited compared with drug developments focusing 
on new products, the commercial adoption for a biosimilar Lucentis and competitive 
situation will naturally be unproven for several years ahead. 
 
Also, the broader market development for biosimilars has in many cases been slow, and 
pioneering biosimilar companies such as Sandoz has been active in the area for around 
a decade now without having established a major sales presence. 
 
However, we also believe many factors could support a more positive biosimilar market 
development, which also positively could influence the perception of Xbrane’s potential 
and the valuation of its shares. 
 
Such factors could include a more benign regulatory view in the US on biosimilars, a 
broader adoption of biosimilars in the US towards 2023 when the US market’s best 
selling medicine, Humira, will meet competition from seven biosimilar products, and the 
broader effects from significant ongoing expansion investment from companies such as 
Samsung and Celltrion, the latter aiming to establish a direct sales presence in Europe 
as well as in Asia, Latin America, the US and Canada. 

The best selling medicine in 
the US will meet biosimilar 
competition from early 2023 
and onwards 
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In Europe, a legal innovation to the EU patent law has been adopted by the European 
Parliament and is expected to enter into force 1 July 2019. Until now, the production of 
biosimilars and generic drugs in the European Union was prohibited while SPCs 
(Supplementary Protection Certificates) were still in force that effectively extended 
patents for medicines by several years, provided the reference drug was still protected 
by a SPC. 
 
Based on the SPC Waiver Program, European biosimilar manufacturers will from July 
2022 be able to commence production during the SPC period and manufacture six 
months before the SPC expiry to generate stocks for the market launch in Europe. 
 
For the coming year, until mid-2020, the valuation should reflect that the phase 3 
“XPLORE” clinical trial with Xlucane is making significant progress, with the ambition to 
complete patient enrolment of up to 600 patients before the end of 2019 or early 2020, 
i.e. that the trial would enrol almost 100 patients each month. If the clinical trial would 
run according to plans, the results regarding the primary eight-week efficacy endpoint 
would be available already during the coming year. The current target is to report the 
primary efficacy endpoint in Q2 2020. 
 
For this period, we see a reasonable valuation range of SEK 45-55 (SEK 700-840m 
market cap with the new number of shares) per Xbrane share, primarily based on the 
assumption of a timely trial reaching its primary efficacy endpoint. 
 
For the following year, until mid-2021, the valuation should reflect that the full details 
of the “XPLORE” clinical trial becomes available including safety and efficacy data after 
one year’s treatment, and that Xlucane has or is very close to be submitted for 
regulatory approval in Europe as well as in the US. 
 
For this period, we see a reasonable valuation range of SEK 57-71 (SEK 0.9-1.1bn market 
cap) per Xbrane share, primarily based on that the company at this stage should only 
be one year from its first product launch and significant sales. 
 
For the following year, until mid-2022, the valuation should reflect that Xlucane is about 
to be launched, and potentially has been launched in its first countries, and that the 
visibility into its next biosimilar product launches, particularly the intended launch of a 
biosimilar Cimzia in 2025, has improved. The patents in Europe for Lucentis expires in 
Q1 2022. 
 
For this period, we see a reasonable valuation range of SEK 100-130 (SEK 1.5-2.0bn 
market cap) per Xbrane share, assuming that the market will increasingly focus on the 
sales generation 1-2 years ahead, and also that the profit split from Stada should make 
Xbrane profitable from 2023 and onwards, unless the cost profile from future phase 3 
development programs will be entirely different compared with the costs of developing 
biosimilar Lucentis. 
 
We do believe that Xbrane’s valuation for many years ahead primarily will reflect Stada’s 
sales progression for Xlucane and Xbrane’s development projects with other biosimilar 
products, rather than Xlucane’s potential to generate significant near-term profitability 
or cash flow shortly after launch. However, when product sales start in 2022 we believe 

Until mid-2020: focus on 
completing phase 3 
enrolment, and reporting the 
primary efficacy 8-week 
endpoint 

Until mid-2021: focus on the 
one-year phase 3 study 
follow-up, and regulatory 
submissions 

Until mid-2022: valuation 
increasingly focusing on the 
Xlucane launch, earnings 
potential, and next biosimilar 
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that the valuation increasingly will reflect the expected earnings generation from 2023 
and onwards. 
 
Given Xbrane’s business size and the fairly limited expected clinical trial costs for 
Xbrane’s future biosimilar phase 3 trials, Xbrane should be a profitable company even 
with fairly moderate success for Xlucane, we believe. 
 
Compared with the company’s target of reaching EUR 350m sales three years after 
launch in 2024, we have 2024 sales forecast at USD 250m/EUR 227m, i.e. 65% of the 
company’s own sales target. 
 
For 2023, we have assumed that Stada will reach USD 180m sales for Xlucane, which 
would result in a SEK 252m profit split with Xbrane. Our 2023 EBIT forecast for Xbrane 
is SEK 79m, with a SEK 324m EBIT forecast for 2024. 
 
The 2023 EBIT forecast reflects the assumption that Stada will be compensated for the 
expected loss in 2022, i.e. that Xbrane’s share of the loss in 2022 will be deducted from 
Xbrane’s profit share in 2023. 
 
In 2023, we believe Xlucane will become profitable for Stada around a sales level of 
USD 130m, assuming its gross profit should cover marketing investments around USD 
110m, and that Xbrane would become profitable already at a sales level for Stada at 
USD 155m.  
 
In terms of sales and earnings multiples, we would not expect Xbrane to be valued at 
multiples that would reflect the discounting of a very strong and long term sales and 
earnings growth profile. Xbrane naturally has multiple potential very significant earnings 
generators, but we believe its potential addressable market value by product will be 
perceived as capped, based on the existing values of the branded markets where 
Xbrane will compete, and competitive biosimilar markets. 
 
Such longer term concerns about the potential limitations to the sales and earnings 
multiples should have very limited impact on the shares for many years ahead however. 
 
Xbrane’s share count will increase from 8.4 million to 15.4 million after the completion 
of the announced share issues. Assuming the SEK 33.50 per share price announced in 
relation to the issues, Xbrane’s equity valuation would be SEK 515m. We assume it will 
have a net cash position of SEK 225m after the completion of the issues, i.e. an 
enterprise valuation of SEK 290m. 
 

 
Xbrane has set a sales target for Xlucane at EUR 350m three years after launch, which 
would mean 2024, assuming the company’s expectation of first revenues in Q1 2022 
would be achieved. Xbrane 2024 targets include: 
 

• 120,000 patients on Xlucane treatment 
• 700,000 Xlucane doses (5.8 doses/patient) 
• EUR 500/Xlucane dose (EUR 2,900/patient and year) 

 

Sales guidance announced in 
April 2019 

Xbrane should be profitable, 
even with very moderate 
Xlucane success 
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By key geography, Xbrane targets: 
 

• US: 48,000 patients 
• France: 23,000 patients 
• UK: 14,000 patients 
• Germany: 13,000 patients 
• Rest of Europe: 11,000 patients 
• Spain: 6,000 patients 
• Italy: 6,000 patients 

 
The above patient volume targets accounts for 25% of the estimated current Lucentis 
volumes by region. 

Chart: Regional split of Xlucane target volumes 

 
Source: Xbrane company presentation 

 
Assuming cost of goods for Stada at 10% of sales, according to company guidance, of 
EUR 350m sales, i.e. EUR 35m, Stada’s gross profit would be EUR 315m in 2024. 
 
Since Xbrane has guided that it would expect to receive a EUR 100m profit split from 
Stada if sales would be at EUR 350m, the marketing spend on Xlucane by Stada would 
be EUR 115m, i.e. 30-35% of product sales. 
 
A EUR 200m profit to share would naturally be very significant for Xbrane, but also for 
Stada since the company has an EBITDA base of around EUR 500m.  
 
Stada will pay Xbrane for finished products, assume all marketing costs, and then share 
equally the remaining profit with Xbrane.  
 
The costs for the 580-patient “XPLORE” trial comparing Xlucane to Lucentis is said to 
be SEK 300-350m (EUR 28-33m), of which half will be Xbrane’s share. 
 
Compared with 2018 EUR 3.5bn Lucentis sales (broadly equally split between Novartis 
ex-US and Roche in the US) Xbrane has in its guidance assumed a 50% price cut for the 

US France UK

Germany Rest of Europe Spain

Italy

Base assumption is a EUR1.7-
1.8bn market for biosimilar 
Lucentis 

Stada’s marketing spend 
assumed to be more than 
EUR 100m 
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biosimilar market, with significant differences between countries, which means a 
biosimilar Lucentis market worth around EUR 1.7-1.8bn. 
 
Several factors may naturally influence the value of the biosimilar Lucentis market. Price 
competition could become more significant than the main assumption of 50% price 
reductions if three products (Formycon, Samsung Bioepis, Stada) would compete head-
to-head.  
 
On the other hand, the market for a lower priced ranibizumab could also increase in 
volumes which could more than offset lower prices. Novartis and Roche have been 
promoting Lucentis for more than a decade now, and volumes continue to increase. 
 
Estimates about the total nAMD patient population varies but are typically around 20 
million people. Compared to that, an estimated one million people are or have been 
treated with branded biologic products at a cost of around EUR 5,000-10,000 per year, 
so the volume potential is still very significant. 
 
Stada, and potential biosimilar competitors, seem to enter markets that are growing 
strongly, and growth seems to continue to be driven by marketing investments and new 
approved indications. 
 
Lucentis sales is approaching USD 4bn and Eylea is now at USD 7bn, with Novartis, 
Roche, Bayer (Eylea ex-US sales) and Regeneron (Eylea US sales) reporting y/y growth 
in around low double-digits. 
 
In Q1 2019, Novartis reported USD 533m non-US sales for Lucentis, 10% y/y growth, 
driven by continued strong market growth. Roche reported CHF 457m Q1 US sales for 
Lucentis, 11% y/y growth, referring to strong growth driven by launch of a new prefilled 
syringe. Moreover, Roche also said its market share was stable in all approved 
indications. 
 
Bayer reported EUR 583m sales for Eylea in Q1 2019, 15% y/y growth, largely due to 
volume increases. Bayer referred to particularly strong development in Europe, primarily 
in the UK, France and Germany. Regeneron reported USD 1.08bn sales for Eylea in the 
US in Q4 2018, 11% y/y growth and strong growth every year since the launch in 2012. 

 

 

 

 

 

 

 

 

 

 

The markets for both Lucentis 
and Eylea are developing 
strongly 
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Chart: Market share uptake in biosimilar launches in Europe 

 
Source: Xbrane company presentation 

 

Xbrane Biopharma was founded in 2008 Stockholm University based on a production 
technology aiming at a more cost-effective production of protein in E.coli host cells. 
The focus during the initial years were the development of the technology platform, 
patents, and building internal know-how as well as engaging in initial external process 
development collaborations. 

During these founding years, Xbrane worked with companies such as AstraZeneca, Lilly 
and Daiichi Sankyo. The idea was to assist pharmaceutical companies to develop cost-
effective production technologies and establish revenue streams based on royalties on 
product sales. In 2014 however, Xbrane made a strategic shift towards focusing on 
developing in-house biosimilars. 

Xbrane’s core production technology is called “LEMO” and is a protein expression 
system patent valid to 2029 in the US and Europe. The technology has been described 
in several papers, including: 

• Schlegel S, Rujas E, Ytterberg AJ, Zubarev RA, Luirink J, de Gier JW. Optimizing 
heterologous protein production in the periplasm of E. coli by regulating gene 
expression levels. Microb Cell Fact. 2013 Mar 12;12:24. 

• Wagner S, Klepsch MM, Schlegel S, Appel A, Draheim R, Tarry M, Högbom M, 
van Wijk KJ, Slotboom DJ, Persson JO, de Gier JW. Tuning Escherichia coli for 
membrane protein overexpression. Proc Natl Acad Sci U S A. 2008 Sep 
23;105(38):14371-6. 

Founded in 2008, strategic 
focus on biosimilar from 2014 
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• Löw C1, Jegerschöld C, Kovermann M, Moberg P, Nordlund P. Optimisation of 
over-expression in E. coli and biophysical characterisation of human membrane 
protein synaptogyrin 1. PLoS One. 2012;7(6). 

The company became public at the beginning of 2016, raising approximately SEK 100m 
that has been invested in the development of primarily Xlucane, a biosimilar version of 
Lucentis, and Spherotide, an equivalent drug to the prostate cancer drug Decapeptyl. 
Sperhotide was the result of a Q2 2015 acquisition of Primm Pharma. 

In February 2017, Xbrane reported that they had performed a comprehensive in-vitro 
biosimilarity study with several pilot scale R&D batches of Xlucane and Lucentis batches, 
demonstrating no significant difference on key parameters. 

The analytical methods used, according to EU and US guidelines, covers the primary 
protein structure (the amino acid sequence), the higher order structure (the folding of 
the protein), binding characteristics (binding with the growth factor VEGFa), biological 
activity (growth inhibition in living cells) and purity. 

The primary structure, the higher order structure, the binding characteristics and the 
biological activity were said to demonstrate no significant differences to the reference 
substance, however the purity was said to be slightly lower compared with the reference 
product, which has since been address through modifications in the purification process 
during the production scale-up process. 

The study reported in February 2017 formed the basis for subsequent scientific advice 
with regulatory authorities to seek guidance on the clinical development strategy for 
Xlucane. 

Chart: Pre-clinical analytical similarity of Xlucane compared with Lucentis 

 
Source: Xbrane company presentation 

In Q2 2018, Xbrane entered into a strategic collaboration with Stada, Germany, 
covering the development and commersialisation of Xlucane, which at that time was in 
preparation for phase 3 development. 

In October 2018, Xbrane announced that in an in-vivo study involving 16 New Zealand 
white rabbits, Xlucane demonstrated equivalent tolerability and pharmacokinetic profile 

Strategic collaboration with 
Stada on Xlucane signed in 
Q2 2018 

Comprehensive in-vitro 
biosimilarity studies reported 
in February 2017 
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to Lucentis. The results from this study combined with the in-vitro analytical reported 
were the basis for the planning and initiation of the phase 3 pivotal clinical equivalence 
trial. 

Chart: In-vivo tolerability and pharmacokinetic profile of Xlucane compared with Lucentis 

 
Source: Xbrane company presentation 

A biosimilar such as Xlucane are approved on the basis of similarity and equivalence to 
a biological reference product in term of quality, safety and efficacy, so biosimilar 
product development requires significant knowledge in protein expression, protein 
purification, protein analytics, pre-clinical and clinical development as well as regulatory 
and marketing expertise. 

In contrast to the development of a small molecule generic which through in-vitro tests 
can be demonstrated to be a copy of a reference substance, a protein produced in a 
living organism must first demonstrate high comparability to the reference biological 
substance in a range of in-vitro analytical methods, and then standard clinical trials must 
be conducted. 

In biosimilar product development, the first clinical trial is aiming at demonstrating 
pharmacokinetic equivalence, and the second trial is aiming at demonstrating 
equivalent clinical efficacy and side effect profiles. 

According to the company, pre-clinical and clinical development of a biosimilar typically 
requires six to seven years, and out of 108 biosimilar programs that have entered clinical 
stage development, 78% of these programs have achieved marketing authorization. 
Traditional small molecule generic drug development has had a success ratio of around 
90%, according to the company. 

Moreover, according to the company, while development costs for traditional generics 
amounts to up to EUR 10m, biosimilar drug development costs around EUR 50-100m, 
and since the latter is more based on technological and scientific know-how, the market 
dynamics for traditional small molecule generics and biosimilars are very different. 

In terms of marketing, price is the main deciding variable for traditional generics, while 
price as well as perceived quality and patient access are determining factors for 
biosimilar products to become commercially successful. 

Xbrane has announced that it expects the first revenues from Xlucane sales during the 
first quarter of 2022. Its target is to reach EUR 350m in annual sales three years after 

Significant pre-clinical and 
clinical requirements on 
biosimilar products 

Biosimilar development times 
typically six to seven years 

Biosimilar development costs 
typically EUR 50-100m 
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product launch, i.e. in 2024. Moreover, Xbrane has said that at this sales level, it will be 
eligible to approximately EUR 100m in annual license income, after deduction of 
production and sales related expenses, as well as profit sharing with Stada. 

Chart: Xbrane’s long-term ambition with Xlucane 

 
Source: Xbrane company presentation 

The sales target is based on reaching a 25% volume market share in Europe and the US, 
with 2018 sales of Lucentis at EUR 3.5bn as the base. 

For substance production, Xbrane will be working with Biotechpharma, Lithuania, which 
is a contract development and manufacturing company offfering services from cell line 
construction, process development up to cGMP production of biopharmaceutical 
products. 

For finished goods fill and packaging, Xbrane will be working with Swissfillion, 
Switzerland. Swissfillion is located at the same site as Lonza’s main production site in 
Visp, Switzerland. 

Xbrane recently announced that it has successfully established a mammalian cell based 
technology platform and the ambition to accelerate the development of Xdivane, a 
biosimilar to the PD-1 inhibitor Opdivo (nivolumab) as the first product to utilise the 
platform. Development of mammalian based production lines add to Xbrane’s existing 
E.coli focused cell line development, process development, expression vectors and 
analytics. 

 

Xbrane’s pivotal phase 3 trial with its biosimilar ranibizumab Xlucane is called XPLORE 
with the description “Comparing the Efficacy and Safety of Biosimilar Candidate 
Xlucane Versus Lucentis® in Patients With nAMD”. Neovascular age related macular 
degeneration (nAMD) occurs when abnormal blood vessel forms underneath the 
macula, the area of the retina responsible for sharp and central vision. 

In mid-April 219, Xbrane announced that the first patient had been dose in the study 
which has been contracted to the global CRO company Syneos Health. Xbrane will 
communicate about the progress of the trial, including when 50% of the patients have 
been recruited, when the last patient has been recruited, when the head-line data is 
available on read-out of the primary endpoint, and the final study report including the 
full data out secondary endpoints. 

First study patient enrolled in 
mid-April 2019 
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The trial is a randomised, double-masked, parallel group study aiming at enrolling 
approximately 580 subjects in a 1:1 ratio to receive either Lucentis or Xlucane in the 
study eye once every four weeks during 52 weeks. 

The estimated primary completion date (the date on which the last participant in a study 
was examined or received an intervention to collect final data for the primary outcome 
measure) is May 2020 according to www.clinialtrials.gov (the clinicaltrials.gov identifier 
is NCT03805100). 

The estimated time for study completion (the date on which the last participant was 
examined or received an intervention to collect final data for the primary and secondary 
outcome measures, and adverse events) is February 2021. 

Chart: XPLORE phase 3 study: patient recruitment completion target is 2019 

 
Source: Xbrane company presentation 

The dosing is 0.05 ml of 10 mg/ml ranibizumab, i.e. 0.5 mg of ranibizumab, with the 
primary outcome measure being changes in BCVA (best corrected visual acuity) at week 
eight compared to baseline. 

Secondary outcome measures include changes in BCVA at 4, 12, 16, 24, 36 and 52 
weeks, change in total size of choroidal (the vascular layer of the eye) neovascular 
leakage area, change in total size of choroidal neovascularisation, percentage of 
subjects with loss of less than 15 letters, and percentage of subjects with a gain of 15 
letters or more. 

Inclusion criteria include newly diagnosed active subfoveal (beneath the fovea, the part 
of the eye that is responsible for sharp central vision) choroidal neovascularization (CNV) 
lesion secondary to age-related macular degeneration. The area of CNV must be at 
least 50% of the total lesion area in the study eye, and the total lesion area less than 9.0 
so called disc areas (DA) in size as assessed by fluorescein angiography (FA) in the study 
eye. 

106 study locations are listed on www.clinicaltrials.gov, with around half of the locations 
being in the US, Spain and Israel, the other half in Eastern European countries and one 
location in India. 

 

Secondary outcome measures 
include efficacy and safety 
parameters up to 52 weeks 

Primary endpoint is efficacy at 
week eight compared to 
baseline 

106 study centres primarily in 
the US, Spain, Israel and 
Eastern European countries 

http://www.clinialtrials.gov/
http://www.clinicaltrials.gov/
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Apart from Xlucane, Xbrane’s development portfolio consists of Spherotide, a biosimilar 
version of triptorelin (brand name: Decapeptyl), Xcimzane, a biosimilar to certolizumab 
(brand name: Cimzia), Xoncane, a biosimilar to pegaspargase (brand name: Oncaspar), 
Xdivane, a biosimilar to Opdivo, and a biosimilar where the reference substance not yet 
has been disclosed. 

While Xlucane has recently entered phase 3 clinical development, the other products 
are in pre-clinical stage, and the sales of the originator products are significantly lower 
compared with Lucentis apart from the development of a biosimilar to Opdivo (Bristol 
Myers Squibb) which has a currently yearly sales run rate of USD 7.2bn. 

A product such as UCB’s Cimzia is commercially very significant with EUR 1.45bn sales 
in FY 2018, 5% y/y growth. With patents expiring in 2024, clinical stage development of 
a biosimilar version should be due to start in the next few years. 

UCB has a 2019 revenue guidance at EUR 4.6-4.7bn, so Cimzia is a very significant 
product for the company. For Cimzia, UCB has a peak sales guidance of sales to be at 
or exceed EUR 1.7bn by 2024. 

Cimzia is indicated for a range of inflammatory disorders, including moderate to severe 
rheumatoid arthritis, psoriatic arthritis, ankylosing spondylitis, moderate to severe 
psoriasis, and moderate to severe Crohn’s disease. In 2018, sales in the US accounted 
for 62% (EUR 896m) of product sales, Europe for 28% (EUR 400m) and the rest of the 
world region for 10% (EUR 150m). 

Cimzia is a tumor necrosis factor (TNF) blocker, similar to Johnson & Johnson’s 
Remicade (infliximab), Pfizer’s Enbrel (etanercept) and AbbVie’s Humira (adalimumab).  

 

Lucentis is since 2006 approved for the treatment of neovascular (wet) age-related 
macular degeneration (AMD), macular edema following retinal vein occlusion (RVO), 
diabetic macular edema (DME), diabetic retinopathy (DR) and myopic choroidal 
neovascularisation (mCNV). 

Since its launch more than 10 years ago, Lucentis sales has developed strongly and it 
seems that if Stada will be in a position to launch a biosimilar Lucentis in 2022, Stada 
will compete in a market with increasing volumes. Naturally, the access to lower priced 
Lucentis biosimilar may accelerate volume growth in the Lucentis market. 

In the US, Lucentis is marketed by Roche, which reported FY 2018 product sales of CHF 
1.66bn, 18% y/y growth. 

In other markets, the product is marketed by Novartis which reported USD 2.0bn sales, 
+7% y/y, for FY 2018. 

Lucentis has European patents expiring in 2022, and US patents expiring in 2020. 

Lucentis (ranibizumab) 
approved since 2006 

62% of Cimzia sales is in the 
US 

Cimzia has EUR 1.45bn sales 
with patents expiring in 2024 

Biosimilar to Opdivo to enter 
pre-clinical development 

Lucentis FY 2018 sales: CHF 
1.66bn US sales (Roche) and 
USD 2.0bn non-US (Novartis) 

UCB targeting at least EUR 
1.7bn Cimzia sales by 2024 
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Following Eylea’s approval in late 2011 and strong sales uptake, both Novartis and 
Roche reported decreasing Lucentis sales in 2014-2016 due to competitive pressure in 
AMD and DME, however sales has since stabilised and started to increase again with 
the drivers being, according to the companies, market growth, the launch of a new 
prefilled syringe, and new approved indications. 

Chart: Novartis (non-US) and Roche (US) Lucentis sales 

 
Source: Novartis and Roche quarterly reports 

Novartis has Lucentis under review in the EU for approval of the treatment of diabetic 
retinopathy, so it continues to invest significantly in the development and market 
expansion of the product. 

In AMD, the recommended dose is a 0.5 mg injection once a month. According to the 
US prescribing information, patients may be treated with three monthly doses followed 
by less frequent dosing with regular assessment. Patients may also be treated with one 
dose every three months after the first four monthly doses, however dosing other than 
continued monthly dosing are not as effective as standard once monthly dosing 
according to the prescription information. 

The recommended dosing differs between indications. In mCNV for example, the 
recommended dosing is 0.5 mg once a month injection for up to three months, and 
then patients may be retreated if needed. 

In neovascular AMD, safety and efficacy of Lucentis were assessed in three randomised 
double-masked or active-controlled clinical trials with a total of 1,323 patients (879 on 
Lucentis treatment and 444 on control). 

In the study called AMD-1, patients treated with Lucentis received a mean of 22 total 
treatment out of a possible 24 treatments from study start to study end at month 24. 

In the study called AMD-2, patients treated with Lucentis received a mean of 21 total 
treatments out of a possible 24 treatments from study start to stud end at month 24. 

The efficacy (visual acuity outcomes) in AMD trials are measured with the parameters 
the proportion of patients with a visual loss of less than 15 letters, the proportion of 

0

500

1 000

1 500

2 000

2 500

3 000

2013 2014 2015 2016 2017 2018

Novartis (USDm) Roche (CHFm)

Standard dose with Lucentis 
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patients with a gain of more than 15 letters, and the mean change in visual acuity, 
measured as the number of letters. 

Overall in the studies that are referred to in the US prescribing information, around 90% 
of patients treated with Lucentis has a visual loss of less than 15 letters, around 30% has 
a visual gain of more than 1 letters, and the mean change in visual acuity is around six 
to ten letters compared to a loss of 11-15 letters (depending on duration of treatment) 
in the control groups. 

Regarding Lucentis’ safety, the US prescribing information says that because clinical 
trials are conducted under widely varying conditions, adverse reaction rates observed 
in one clinical trial cannot be directly compared with rates in other clinical trials of the 
same product, and may also not reflect the rates observed in clinical practice. This is 
naturally important to remember when the safety details of the Xlucane phase 3 trial 
becomes available. 

A number of ocular reactions are monitored with products such as Lucentis, including 
conjunctival haemorrhage, eye pain, intraocular pressure, intraocular inflammation, 
cataract, retinal degeneration and eye irritation. Common non-ocular adverse reactions 
include nasopharyngitis, anaemia, nausea, cough, constipation and renal failure. Many 
of these adverse effects have been reported in similar rates in treatment control groups. 

Lucentis’ mechanism of action is that it binds to the receptor binding site of active forms 
of VEGF-A (vascular endothelial growth factor-A). VEGF-A has been shown to cause 
neovascularisation and leakage in models of ocular angiogenesis (the formation of 
blood vessels) and vascular occlusion, and is thought to contribute to pathophysiology 
of neovascular AMD, mCNV, DR, DME and macular edema following retinal vein 
occlusion. 

The binding of Lucentis to VEGF-A prevents the interaction of VEGF-A with its receptors 
VEGFR-1 and VEGFR-2 on the surface of endothelial cells, reducing endothelial cell 
proliferation, vascular leakage, and new blood vessel formation. 

Lucentis is available in prefilled syringes of 0.3 mg and 0.5 mg, and is for single use only. 

A competing drug to Lucentis is Bayer’s Eylea (aflibercept), which according to Bayer 
has VEGF-binding affinity of up to 100-fold compared to that of ranibizumab. Eylea, 
approved in late 2011, also delivers long-lasting anti-VEGF activity in the eye, according 
to Bayer, and suppresses so called aqueous humor VEGF for 71 days compared with 
ranibizumab at 37 days. 

Eylea is marketed by Regeneron in the US. 

For FY 2018, US sales for Eylea were USD 4.1bn and non-US sales were USD 2.7bn. 
Total sales of USD 6.7bn in FY 2018 increased 14% y/y compared with USD 5.9bn in 
2017. 

Regeneron plans to strengthen Eylea’s US market leadership in 2019 with a potential 
approval in diabetic retinopathy. 

Lucentis competitor Eylea 
approved in late 2011 

US sales by Regeneron and 
non-US sales by Bayer; USD 
6.7bn in total in 2018 
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Chart: Regeneron’s US Eylea franchise 

 
Source: Regeneron corporate presentation, March 2019 

Eylea is indicated for adults for the treatment of neovascular (wet) age related macular 
degeneration (AMD), visual impairment due to macular edema secondary to retinal vein 
occlusion, visual impairment due to diabetic macular edema (DME) and visual 
impairment due to myopic choroidal neovascularisation (mCNV). 

The recommended dose for Eyela is 2 mg, and treatment is initiated with one injection 
per month for three consecutive doses. 

The treatment interval is then extended to two months. The treatment interval may be 
maintained at two months, or further extended, based on the physician’s judgement. If 
visual outcomes deteriorate, the treatment interval should be shortened to a minimum 
of two months during the first 12 months of treatment. 

According to efficacy outcomes compared with Lucentis, combined data from two 
studies (VIEW1 and VIEW2) demonstrated that the two products were equal at weeks 
52 (primary analysis) as well as at week 96. Around a third of the patients experienced 
a visual gain of at least 15 letters compared with baseline, and the proportion of patients 
with a visual loss of less than 15 letters were more than 90% in both treatment groups. 

The mean number of injections with Eylea was eight at week 52 and 11 at week 96, 
compared with 12 at week 52 with Lucentis and 17 at week 96. At week 52, patients 
treated with Eylea received on average close to 5 fewer injections, and on average 0.5 
fewer injections from week 52 to 96. 

 

 

 

 

 

 

 

Similar efficacy, but with 
fewer injections, with Eylea 
compared with Lucentis 
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Chart: Regeneron’s development plans for Eylea 

 
Source: Regeneron corporate presentation, May 2019 

Treatment intervals greater than four months have not been studied with Eylea, 
according to the US prescribing information. 

The safety information overall with Eylea is based on a total of 3,102 patients that 
constituted the safety population in eight phase 3 studies. Among these, 2,501 patients 
were treated with the recommended dose of 2 mg. 
 
In terms of potential new branded competition from Novartis, Regeneron said it 
believed there are no near-term potential agents that can provide substantially different 
dosing flexibility, duration, or visual gains than are already achievable with Eylea. 
 
Regeneron continue to see significant growth opportunities for Eylea in diabetic eye 
disease including diabetic macular edema (DME) and diabetic retinopathy without DME, 
and refers to around one million individuals in the US who have moderately to severe 
diabetic retinopathy and are at greatest risk for vision impairment.  

Moreover, Bayer and Regeneron plans to initiate a study of a high dose formulation of 
Eylea, potentially extending the proposed treatment intervals with Eylea injections. 

 

Apart from Xbrane and Stada, there are two other investigational biosimilar products 
to Lucentis in clinical stage development, one developed by Formycon and the other 
by Samsung Bioepis. 

In Formycon’s COLUMBUS-AMD phase 3 trial with its Lucentis biosimilar called FYB201, 
patients with neovascular age-related macular degeneration (nAMD) were treated for a 
total of 48 weeks. The primary efficacy endpoint was reported to have been achieved 
in May 2018, and safety and immunogenicity have since been reported to be equivalent 
between FYB201 and Lucentis. 

Bayer and Regeneron plans 
for a study with a new high 
dose formulation 

Three biosimilar Lucentis in 
clinical development 
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The pivotal COLUMBUS-AMD trial was launched in October 2015, so it took around 
two and a half years from study start to report final data. 

Formycon’s commercial partner is Bioeq IP AG, a joint venture formed in 2014 between 
private investment firm Santo Holding AG and Polpharma, Poland. 

The filing of the BLA (biologics license application) under the 351(k) pathway to the FDA 
is planned for the beginning of Q4 2019, with a targeted submission for EU approval in 
Q1 2020. 

Formycon and Bioeq IP AG also have a biosimilar version of Bayer’s Eylea (aflibercept) 
in development, targeting a launch in 2023. The announced target is to initiate the 
pivotal phase 3 trial in mid-2020. 

According to Formycon, in Germany alone, some two million people suffer from age-
related macular degeneration (AMD). Formycon adds that around 10-15% of all AMD 
patients suffer from the more dangerous form of neovascular, age-related, wet macular 
degeneration (nAMD) so it sees a domestic market volume of around 200,000-300,000 
patients. 

The other company developing a biosimilar Lucentis in clinical trials is Samsung Bioepis. 
In September 2017, the company said it had initiated phase 3 development with its 
Lucentis biosimilar called SB11. 

According to www.clinicaltrials.gov, the 705-patient study called “A Phase III 
Randomised, Double-masked, Parallel Group, Multicentre Study to Compare the 
Efficacy, Safety, Pharmacokinetics and Immunogenicity Between SB11 and Lucentis in 
Subjects With Neovascular Age-related Macular Degeneration” had a primary 
completion date in late January 2019 and a final study completion date in late 
November 2019. 

Chart: Samsung Bioepis’ SB11 Lucentus biosimilar phase 3 trial 

 
Source: www.clinicaltrials.gov 

Similar to Xbrane’s “XPLORE” study, the primary outcome measure is change from 
baseline in Best Corrected Visual Acuity (BCVA) after eight weeks compared with 
baseline. The SB11 trial also has a second primary outcome measure, the change from 
baseline to central subfield thickness (CST) after four weeks’ treatment. 

Formycon targets biosimilars 
to both Lucentis and Eylea 

Samsung Bioepis Lucentis 
biosimilar SB11: final study 
completion in late November 
2019 

Formycon US filing plan is Q4 
2019 

Sees 200,000-300,000 
patients in Germany alone 

http://www.clinicaltrials.gov/
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Samsung Bioepis was established in 2012 and is focusing on the development of 
biosimilars. The company is a joint venture between Samsung BioLogics and Biogen and 
currently has four biosimilars approved in Europe and one product approved in the US, 
with several biosimilars under regulatory review. 

In February 2019, Samsung Bioepis announced a collaboration with C-Bridge Capital to 
develop SB11 and other biosimilars where C-Bridge will establish a new 
biopharmaceutical company, AffaMed Therapeutics, which will collaborate with 
Samsung Bioepis in terms of clinical development, regulatory registration and 
commersialisation in China. 

The US company Coherus has CHS-3351 ranibizumab in pre-clinical development, as 
well as CHS-2020 aflibercept (Eylea), but has not announced any timelines to initiate 
clinical development.  

In terms of other potential competitors, in August 2016, Pfizer abandoned a Lucentis 
biosimilar program. 

There are also several biosimilar product developments ongoing to Eylea (aflibercept), 
marketed by Bayer and Regeneron, which may be launched following patent expiration 
in the years following Lucentis’ patent loss. One such product is MYL-1701P, jointly 
developed by Mylan and Momenta, which is in 320-patient phase 3 trial comparing the 
investigational biosimilar product to Eyela. 

 

In Mid-April 2019, FDA granted priority review for Novartis’ brolucizumab (RT258) for 
wet age-related macular degeneration (AMD) treatment, also known as nAMD 
(neovascular). If approved, Novartis anticipates launching the product by the end of 
2019. 

Since Novartis seems to target Eylea in its clinical development program, we believe 
Novartis’ ambition with brolucizumab is not primarily to switch patients from Lucentis 
to brolucizumab but rather to continue to expand the market, increase its market share 
among new patient starts and possible to strengthen its market position relative Bayer. 

Novartis highlights brolucizumab as one of its planned near term blockbuster launches, 
i.e. products with expected peak sales exceeding USD 1bn. 

 

 

 

 

 

 

Novartis anticipates year-end 
2019 launch for its Lucentis 
follow-up brolucizumab 
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Chart: Novartis near-term launch plans 

 
Source: Novartis Q1 2019 presentation 

In connection to the FDA filing acceptance and priority review, Novartis said that by 
2050, 1.5 to 1.75 million people in the US will be living with wet AMD. 

The regulatory application was primarily based on the phase 3 data from the HAWK and 
HARRIER trials where the primary endpoint was non-inferiority to Eylea (aflibercept) in 
mean change in best-corrected visual acuity (BCVA) from baseline to week 48. The mean 
change in BCVA was 6.6 letters for brolucizumab versus 6.8 letters for Eylea in HAWK 
and 6.9 letters versus 7.6 letters, respectively, in HARRIER. 

Apart from reaching the non-inferiority primary endpoint, the two trials were the first 
head-to-head trials in patients with wet AMD that prospectively demonstrated efficacy 
at week 48 starting with a 12-week dosing regimen. 

Secondary endpoints showed significantly fewer brolucizumab patients with disease 
activity, central subfield retinal thickness and retinal fluid. 

The two trials enrolled more than 1,800 patients across nearly 400 sites worldwide. 
Immediately following the 3-month loading phase, patients in the brolucizumab arms 
received a 12-week dosing interval with an option to adjust to 8-week dosing intervals 
based on disease activity assessments, while Eylea was dosed bi-montly according to its 
label. 

Brolucizumab is the most clinically advanced humanised single-chain antibody fragment 
(scFv) with the small molecule size aiming at characteristics such as enhanced tissue 
penetration and rapid clearance. 

When communicating brolucizumab, Novartis highlights the size of the market and 
reminds that nAMD is the leading cause of severe vision loss and blindness in people 
over the age of 65 in North America, Europe, Australia and Asia, impacting an estimated 
20 to 25 million people worldwide 

Brolucizumab compared with 
Eylea in 1,800-patient phase 3 
trials 
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Also Roche has a Lucentis follow-up in clinical development for AMD, faricimab, which 
is currently in phase 3 trials. 

According to Roche’s FY 2018 presentation, faricimab is a bi-specific antibody that 
binds to VEGF-A as well as Ang-2 (angiopoietin-2; a vascular growth factor thought to 
disrupt vascularisation but in conjunction with vascular endothelial growth factors to 
promote neovascularisation). 

Two large phase 3 trials with 900 patients in each, called “YOSEMITE” and “RHINE” 
compares bi-monthly faricimab with bi-monthly aflibercept in so called CI-DME, or 
Center-involving diabetic macular edema. 

The first patients were enrolled in Q3 2018 (YOSEMITE) and October 2018 (RHINE) with 
the primary endpoint being change from baseline in BCVA (best corrected visual acuity) 
after one year’s treatment, so assuming patient enrollment will be completed during 
2019, initial results should be available towards late 2020 or 2021. 

Roche includes faricimab among the medicines that have a filing target of “2021 and 
beyond”. 

Roche includes faricimab to the group of medicines that will replace or expand current 
franchises. 

It has conducted phase 2 trials in nAMD and DME comparing the product to Lucentis. 

 

Since the world’s best selling medicine Humira is in the early phase of meeting biosimilar 
competition, we believe Humira’s sales development will be important for the broader 
perception about the potential for biosimilar products to be competitive and achieve 
significant sales, and cost savings. 

With USD 19.9bn sales in 2018, Humira is the world’s best-selling medicine. US sales 
were USD 13.7bn (11% y/y growth) in 2018. Non-US sales were flat y/y at USD 6.3bn, 
however sales in Q4 2018 decreased by 15% y/y to USD 1.3bn due to recently launched 
biosimilar competitor products, and the non-US y/y sales decrease accelerated for 
Humira in Q1 2019. 

For US market sales, AbbVie has entered into a total of seven settlement agreements 
with manufacturers related to the licensing of proposed biosimilar adalimumab 
products, including an agreement with Momenta and Pfizer where AbbVie grants 
Momenta and Pfizer a license period to Abbvie’s intellectual properties that will begin 
20 November 2023. Momenta and Pfizer will pay royalties to AbbVie and AbbVie will 
make no payments to Momenta or Pfizer. 

 

AbbVie has entered seven 
settlement agreements with 
biosimilars for the US market 

Faricimab being compared to 
Eylea in two large head-to-
head trials 
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Chart: Abbvie’s quarterly non-US Humira sales (USDm) 

 
Source: Abbvie quarterly reports 

Leading pharma companies are also referring to strong biosimilar competition in the US 
market. Johnson & Johnson recently reported that it is holding on to a market share of 
more than 90% for its significant rheumatoid arthritis medicine Remicade, but that 
biosimilar competition is increasingly competitive. 

Chart: Quarterly US sales (USDm) for Johnson & Johnson’s Remicade (infliximab) 

 
Source: Johnson & Johnson’s quarterly results 

 

A regulatory framework to ensure high-quality biosimilars has been established in 
Europe since 2005, with the guiding principle to establish similarity between the 
biosimilar and the reference medicine by the best possible means. Also, the previously 
proven safety and efficacy of the reference medicinal product should also apply to the 
biosimilar. However, the regulatory environment for biosimilars continues to evolve, 
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developing a regulatory 
framework for biosimilars 
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both due to advances in technology and analytical methods, and the availability of new 
targets for biosimilar product development. 

Within biopharmaceuticals, manufacturing processes are often changed for a variety of 
reasons, including scaling up of processes, improved efficiencies, or modernisation 
when equipment needs to be updated or replaced. 

To allow for such manufacturing changes to occur without the need for biosimilar 
companies to conduct a new clinical development program, regulators have developed 
the comparability concept to establish whether products should be viewed as 
sufficiently similar to permit ongoing marketing approval under the same product label. 

If a biosimilar manufacturer can provide assurance of comparability through analytical 
studies alone when the manufacturing of a reference product has been changed, non-
clinical and clinical studies are not warranted.  

Chart: The biosimilar development process 

 

 
Source: Drug Des Devel Ther. 2017; 11: 1509–1515 

 

Continued advances in analytical techniques may result in that the combination of 
analytical characterisation, comparative pharmacokinetic and postmarketing monitoring 
may provide improved evidence of therapeutic equivalence than large pre-approval 
clinical studies. 

The development of regulatory guidelines for biosimilars was largely informed by the 
development with biosimilar growth hormone. On the basis of a complete package of 
analytical, non-clinical and clinical data, the European regulator issued a positive opinion 
to Sandoz’ biosimilar growth hormone, however no marketing authorization was 
granted at that time since the biosimilar legislation had not been finalised.  

Sandoz resubmitted its application two years later, and a biosimilar growth hormone 
was approved in 2006 in Europe. 

First biosimilar approved in 
Europe in 2006 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5440034/
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In the US, the Patient Protection and Affordable Care Act was signed into law in 2010, 
which created an abbreviated license pathway for biosimilars known as the 351(k) 
pathway. Although enacted in 2010, final guidance on the implementation of the 351(k) 
pathway was not issued until 2015. 

Since growth hormone was approved as a drug and not as a biologic in the US, FDA 
approved Sandoz growth hormone as a new drug application, not as a biosimilar, and 
it was not until 2015 when the first biosimilar, Sandoz Zarxio (filgrastim) was approved 
by the FDA under the 351(k) pathway. 

In contrast to Europe, the FDA pathway includes a regulatory designation on 
interchangeability, which in the US is the regulatory prerequisite for automatic 
substitution at the pharmacy level. The interchangeability is based on that the biosimilar 
is expected to have the same clinical result as the reference medicine in any given 
patient, and that the risks in terms of safety or diminished efficacy when switching 
between the biosimilar and the reference medicine is not greater than the risk of using 
the reference medicine alone. 

Another difference between European and US biosimilar legislation is that the FDA has 
a requirement for a transition study to grant approval of a biosimilar, i.e. patients who 
are on the reference medicine are switched to the biosimilar product to demonstrate 
that there are no increases in safety events. 

Chart: Regulatory requirements clearer, 44 biosimilars now approved in Europe 

 
Source: Xbrane KOL presentation February 2019 

FDA is still in the process of developing guidelines regarding biosimilar products and 
has issued several guidance documents on the subject. All approved biosimilars in the 
US so far have been approved as biosimilars, not as interchangeable products, the latter 
which is a prerequisite for a product being substituted for the reference product without 
the intervention of the healthcare provider who prescribed the reference product. 

In mid-May 2019, the FDA published a statement on policy advancement to help bring 
interchangeable biosimilars to the market, and an updated guidance for the industry. 
Under the so called Public Health Service Act, an interchangeable biosimilar should 
demonstrate the same clinical result as the comparator in any given patient, which has 
led to that innovator companies have argued that switching data should be required for 
each approved indication. 

Approved biosimilars in the 
US are not interchangeable to 
the reference medicine 

First biosimilar approved in 
the US in 2015 
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Against this background, FDA now recommends that biosimilar developers should seek 
approvals in all of a reference product’s indications, however that data and information 
required will not likely involve additional clinical studies other than those necessary to 
support other elements of demonstrating interchangeability. 

The primary endpoints of switching studies should be pharmacokinetic and/or 
pharmacodynamic markers according to the FDA, rather than clinical efficacy, since 
efficacy endpoints are less sensitive to detect changes caused by switching. 

Biosimilar drug development begins with the characterisation of the reference biologic 
drug by analysing and identifying its immunochemical and physiochemical properties, 
biological activity and existing impurities. The data collected defines the so called CQA 
(critical quality attributes) of a biosimilar.  

The next step is then to generate a cell line, where the DNA sequence that encodes the 
target product is incorporated into an expression vector, which in turn is incorporated 
into a host cell for expression of the biosimilar product. Typically, more than 15,000 
single clones are screened for the generation of the lead cell line that ultimately will 
become the production source of the biosimilar drug. 

The cell line is then subject to manufacturing process development at lab scale, and the 
cell culture is refined to improve yield and reduce impurities at this stage. The scale-up 
process follows, with pilot scale studies involving quality assessments, real-time 
monitoring and product quality control. Cell cultures often have different characteristics 
at large scale compared to lab scale, so at the mass production scale, numerous control 
strategies are implemented to maintain the quality of the biosimilar product. 

The final step is the formulation of the finished substance, a step that may also affect 
the quality. Final drug products are manufactured under cGMP (current good 
manufacturing process) regulations, following a manufacturing process that has been 
validated to meet the requirements of various regulatory agencies. 

Stada and Xbrane announced its co-development agreement for Xlucane in mid-July 
2018. The companies will equally contribute to development expenses and share profits 
from commersialisation in a 50/50 split. Stada’s up-front payment to Xbrane upon 
entering the deal was EUR 7.5m. 

Since Stada has an existing EBITDA base of around EUR 500m, Xlucane may become a 
very significant source of sales and earnings growth for Stada from 2022 and beyond.  

Xbrane will, in close consultation and agreement with Stada, be responsible for the 
development of the product until completion of the marketing authorisations 
applications in Europe and the US, as well supply of the finished pharmaceutical 
product. 

 

With an EBITDA base around 
EUR 500m, Xlucane could 
become a very important 
source of earnings growth for 
Stada 
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Chart: Stada experience and ambitions in biosimilars 

 
Source: Xbrane company presentation 2019 

Stada will hold the marketing authorisations and will be responsible for sales and 
marketing of the product across all territories included in the agreement, which covers 
Europe, the US, and a variety of MENA and APAC markets. 

Regarding the ownership of Stada, in February 2017, Stada confirmed market rumours 
that it had received two legally non-binding expression of interest regarding a bid for 
the acquisition of up to 100% of the shares in the company, one of which was from 
Cinven Partners LLP at an indicative takeover price of EUR 56 per Stada share.  

The day after the first announcement, Stada decided to start talks with both potential 
bidders, the other being Advent International Corporation. A few days later, Stada 
confirmed it had received another legally non-binding conditional expression of interest 
regarding a bid of up to 100% of the shares in the company at a price of EUR 58 per 
Stada share. 

In March 2017, Stada reported EUR 2.16bn sales for FY 2016, 2% y/y growth, adjusted 
EBITDA at EUR 406m and adjusted net income at EUR 184m. 

With EUR 1.1bn net debt at the end of 2016, the proposed enterprise value of the 
company at EUR 58 per share was EUR 4.7bn. 

Since Stada’s guidance for 2017 was sales at EUR 2.28bn to EUR 2.35bn and adjusted 
EBITDA between EUR 430m and EUR 450m (20% EBITDA margin), the offer price valued 
Stada at 10.7x projected 2017 EV/EBITDA.  

In late March 2017, Stada raised its growth targets for 2019, highlighting its ambitions 
to further strengthening its generic business “in addition to the growth plans in the field 
of biosimilars that have been validated once again”. 

 

 

 

 

 

 

February 2017: bid on Stada, 
initially at EUR 56 per share 

Initial bid was 10.7x 
EV/EBITDA on 2017 guidance 
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Chart: Average biosimilar penetration versus originator medicine 

 
Source: Xbrane KOL presentation, February 2019 

In terms of adjusted EBITDA, Stada set a target of EUR 570m to EUR 590m for 2019, so 
the bid valued three-year forward EBITDA at an EV multiple of 8.1x.  

In mid-April 2017, Stada announced an increased bid at EUR 66 per share (EUR 4.1bn 
equity valuation) from Bain Capital and Cinven. In June 2017, Stada announced that the 
acceptance ratio for the public takeover was 65.5% compared with the minimum 
threshold of 67.5%, which ended the takeover process.     

In July 2017, Stada announced a renewed takeover offer from Bain Capital and Cinven 
at EUR 66.25 per Stada share. In August 2017, a lowered minimum acceptance 
threshold had been achieved, so the merger between Stada and Nidda Healthcare, the 
controlling company established by Bain Capital and Cinven, could start. 

In December 2017, Nidda Healthcare offered to acquire the outstanding shares in return 
for cash compensation in the amount of EUR 74.4 per Stada share, i.e. valuing the equity 
of Stada at EUR 4.6bn. At that time, Nidda Healthcare owned 65% of the shares in 
Stada. 

In March 2018, Stada announced the ambition to invest more than EUR 100m in the 
next three years in its biosimilar segment. Non-prescription OTC products, generics, 
and specialty pharmaceuticals including biosimilars were highlighted as priority areas, 
with a biosimilar focus in oncology, CNS, diabetes and ophthalmology. 

Stada also added that successful branded products are to become more 
internationalised in the future. 

In March 2019, Stada reported 5% y/y sales growth adjusted for currency and portfolio 
effects to EUR 2.33bn, and adjusted EBITDA at EUR 503m (22% margin). Year-end 2018 
net debt was EUR 1.1bn, unchanged from one year earlier.            

Since 2008, Stada has been selling a biosimilar with the active ingredient epoetin zeta 
in Germany with the brand name Silapo under a sales license issued by Bioceuticals 
Arzneimittel AG. In August 2018, Stada increased its ownership in Bioceuticals.  

Increased bid valued Stada’s 
equity and debt at EUR 
5.2bn, 9.1x Stada’s new 2019 
EBITDA guidance 

Stada announced EUR 100m 
biosimilar investment already 
prior to the Xlucane deal 
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The world’s leading biosimilar product today is Basaglar, Lilly’s long-acting insulin 
biosimilar to Sanofi’s branded Lantus product. 

In FY 2018, Basaglar biosimilar sales were USD 801m, with the US market accounting 
for USD 623m. Lilly’s mainstay diabetes products Humulin and Humalog had USD 4.3bn 
sales in FY 2018 so Basaglar has become a very significant new product for Lilly. 

Q1 2019 sales for Basaglar increased 53% y/y to USD 251m, so Basaglar is now the first 
biosimilar product with sales annualising more than USD 1bn. From its US market launch 
in early 2017, Lilly now claims a 20% volume share of the US market for long-acting 
insulins. 

Chart: Multiple innovative biosimilar developers 

 
Source: Xbrane KOL presentation, February 2019 

 

One leading biosimilar company is Novartis through its generics company Sandoz. 
Sandoz had USD 9.9bn FY 2018 sales. 

Biosimilars, biopharmaceutical contract manufacturing and a royalty revenue stream, 
combined called biopharmaceuticals, account for around 15% of divisional sales. 

Sandoz’ biosimilar brands include Rixathon (rituximab), Erelzi (etanercept), Hyrimoz 
(adalimumab), Zessly (infliximab), Xiextenzo (pegfilgramstim) and Zarxio (filgrastim). 

In Q1 2019, Sandoz reported USD 351m biopharmaceutical sales, +11% y/y, driven by 
continued growth for Rixathon, Hyrimoz and Erelzi in Europe. 

Novartis referred to growth for biosimilar rituximab and etanercept for growth in 
Europe as well as the recent launch of adalimumab, its biosimilar to Abbvie’s Humira. 

Recent launches for Sandoz include Zessly (infliximab) and Xiextenzo (pegfilgrastim). 

Biosimilar Basaglar sales now 
exceeding USD 1bn 
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Sandoz EBIT margin was 20.3% in 2018, similar to 2017, compared with its innovative 
drug division with 32.0% EBIT margin. 

Sandoz manufacturing costs accounted for 50% of divisional sales while selling, general 
and administration accounted for 23% of divisional sales. Sandoz’ gross margin reflects 
its significant exposure to commodity generics, we believe, and they are in the process 
of trying to change its exposure towards more higher margin generic businesses, 
including biosimilars.  

Sandoz has been a pioneer in the market for biosimilar medicines. It was the first 
company to receive approval for a biosimilar in Europe, Japan and the US. Sandoz 
started the world’s first biosimilar drug development program in 1996, and received the 
world’s first approval of a biosimilar, Omnitrope (biosimilar to the growth hormone 
somatropin), in Europe more than a decade ago. 

The first biosimilar approval in the US was the 2015 approval of Zarxio (filgrastim).  

Sandoz has three sites that develop and manufacture biosimilars; two in Austria and one 
in Slovenia, with plans to expand to other worldwide locations. 

Chart: Sandoz transformation to compete in a more challenging environment 

 
Source: Novartis Q4 2018 presentation 

Apart from in-house development, Sandoz is also actively collaborating with other 
biosimilar companies. An example of a significant collaboration was the December 2018 
covering insulin biosimilars and the top three selling branded insulins by sales (glargine, 
lispro and aspart) with Gan & Lee, a leading insulin supplier in China with more than 20 
years’ experience in insulin production. 

Another collaboration was announced in April 2019, when Sandoz entered into an 
agreement for a biosimilar trastuzumab (brand name: Herceptin, marketed by Roche, 
with USD 6.9bn FY 2018 sales) currently in phase 3 development. 

The agreement was Sandoz’ third within biosimilars during the last 18 months, and it 
now has more than 10 biosimilars in clinical development. 

Sandoz has eight biosimilar medicines approved, whereof three in the US. One of the 
eight approved medicines is rituximab (biosimilar to Roche’s Rituxan) which following 
approvals in the EU, Japan and Australia however not will be launched in the US, 
following FDA’s request in November 2018 for additional information to complement 
the filing for approval. 

Biopharmaceutical sales 
around 15% (USD 1.5bn) of 
Sandoz 

First company to receive 
approval for a biosimilar in 
Europe, Japan and the US 

Sandoz: eight biosimilars 
approved and more than ten 
in clinical development 
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Sandoz decided not to pursue regulatory submission since it believed that the patient 
and marketplace needs in the US would have been satisfied before they could have 
generated the required data that FDA asked for. 

Chart: Example of a biosimilar phase 3 program: Sandoz’ Hyrimoz, biosimilar to adalimumab 

 
Source: Novartis Q4 2018 presentation 

For LA-EP2006 (pegfilgrastim), Sandoz received EU approval in November 2018, but a 
US launch will also be delayed for this product, again highlighting the different 
regulatory and market characteristics for biosimilars in Europe and the US. 

Sandoz is planning for a resubmission in the US during 2019 following the requests in a 
complete response letter issued by the FDA. 

Another biosimilar leader is Biogen, US, with USD 545m sales (4% of Biogen’s total 
sales) and 44% y/y increase in FY 2018. Biogen has a joint venture with Samsung 
BioLogics called Samsung Bioepis. 

Chart: Biogen’s quarterly non-US sales of Benepali, biosimilar to Enbrel 

 
Source: Biogen’s quarterly reports 
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For Q1 2019, Biogen reported 37% y/y biosimilar sales growth to USD 175m driven by 
the launch of Imraldi, Biogen’s biosimilar to Abbvie’s Humira (adalimumab). Biogen 
reported USD 17m sales for Imraldi during the first quarter on the market and USD 36m 
during the second quarter. 

Biogen sells biosimilars to all major three injectable anti-TNF medications for 
rheumatoid arthritis, with the majority of its sales related to Benepali, with the reference 
substance being etanercept (Enbrel), originally developed by Immunex and launched in 
the US in 1998 by Amgen and by Pfizer in most other regions. 

Chart: Biogen’s biosimilar business 

 
Source: Biogen’s Q1 2019 presentation 

Biogen’s joint venture partner Samsung has announced significant expansion 
investments to enable a broader biosimilar manufacturing platform. 

During the next decade, Samsung plans to invest around USD 30bn in production 
capacity. 

 

Samsung’s South Korean peer Celltrion has similar manufacturing expansion plans, 
however Celltrion also plans to establish a direct sales presence in Europe by 2019, in 
Asia and Latin America by 2020 and in the US and Canada by 2021, so there are fairly 
strong signals from the industry players that they expect strong development in 
biosimilar markets. 

Celltrion’s ambition is to become the world’s leading biopharmaceutical contract 
manufacturing company and to offer a total manufacturing capacity of 1 million liters of 
biopharma ingredients and 100 million vials. 

As a very general illustration, if we would assume that 400,000 patients are treated with 
Lucentis each year with 12 injections (the actual number is more patients and fewer 
injections per patient), the global production volume would be around 2,000-2,500 
grams, or around 1,000-1,200 liters of production for a product with USD 4bn sales, 
which puts Celltrion’s plans of a million liter capacity into perspective. 

Biogen’s Imraldi biosimilar to 
Humira reached USD 36m 
non-US sales during the 
second quarter after launch 

Aiming to become the 
world’s leading 
biopharmaceutical contract 
manufacturing company 
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Celltrion is exposed to other sectors than biopharmaceuticals however, but the capacity 
expansion and the industry’s expectations on biosimilar market growth seems clear.  

Also Pfizer is active within biosimilars. Pfizer has recently incorporated its biosimilar 
portfolio into its oncology and inflammation & immunology business units, instead of 
including it in Upjohn, its generics business units, in a recent reorganisation. 

Pfizer had USD 211m biosimilar sales in FY 2018 compared with USD 165m a year 
earlier. 

The majority of Pfizer’s biosimilar revenues relate to Inflectra, which is a biosimilar to 
Johnson & Johnson’s injectable anti-TNF Remicade for the treatment of several 
inflammatory disorders including rheumatoid arthritis. 

In December 2018, it announced that its biosimilar to rituximab met its primary endpoint 
of overall response rate in a comparative safety and efficacy study to the branded 
Rituxan/MabThera, marketed by Roche. The study was conducted in first-line treatment 
of 394 patients with CD20-positive, low tumour burden, follicular lymphoma. 

In December 2018, the European regulator recommended marketing authorisation for 
Zirabev, Pfizer’s biosimilar to Avastin, marketed by Roche. 

In February 2019, Zirabev received European approval for the same indications as the 
brand product, which are for the treatment of metastatic carcinoma of the colon or 
rectum, metastatic breast cancer, unresectable advanced, metastatic or recurrent non-
small cell lung cancer, advanced and/or metastatic renal cell carcinoma and persistent, 
recurrent or metastatic carcinoma of the cervix.  

Regarding Pfizer’s biosimilar developments in the US, in January 2019, it announced 
FDA’s acceptance for review of Pfizer’s proposed biosimilar to AbbVie’s Humira with a 
biosimilar user fee act goal date being Q4 2019.  

In March 2019, Pfizer announced that the FDA approved Trazimera, a biosimilar to 
Roche’s Herceptin, for the treatment of HER-2 overexpressing breast cancer and HER-
2 overexpressing metastatic gastric or gastroesophageal junction adenocarcinoma. 

Trazimera is Pfizer’s first US approved oncology monoclonal antibody biosimilar, and its 
fifth biosimilar to be approved by the FDA. In Europe, Trazimera was approved in July 
2018 for the same indications.  

Pfizer: USD 211m FY 2018 
biosimilar sales 

February 2019: Pfizer’s 
Zirabev, biosimilar to Roche’s 
Avastin, approved in Europe 
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We would summarise the main development and commercial risks in Xbrane as follows: 
  

• Xbrane is in an advanced stage of product development of its lead product 
Xlucane, however the outcome of research and development activities are 
always uncertain, including the ability to meet anticipated pre-clinical and 
clinical endpoints and completion dates for pre-clinical and clinical trials 

 
• There is a risk that Xbrane may not be able to successfully address all of the 

comments that will be received from regulatory authorities such as the FDA and 
the EMA (European Medicines Agency), or obtain approval from regulators 
 

• Regulatory decisions are also dependent on manufacturing processes, pre-
clinical and clinical safety, and other matters which Xbrane may not be able to 
fulfill 
 

• Pricing approvals may take longer than anticipated, and pricing competition 
between similar products in the marketplace may become fiercer than 
anticipated 
 

• Xlucane’s commercial success overall is dependent on Stada’s commercial 
capabilities within biosimilars, which may result in sales performance not 
meeting the companies’ expectations 
 

• Xlucane’s commercial success in the US market in particular may be dependent 
on specific regulatory hurdles, based on the experience since many years within 
biosimilar product development, and also that Stada and Xbrane may choose 
to out-license US marketing rights to another commercial partner, a partner 
which may be unable to meet expected sales performance 
 

• Other biosimilar companies may choose to launch competing products “at 
risk”, i.e. before the final resolution of litigation including any appeals, and 
hence could gain a timing advantage ahead of Xbrane and Stada 
 

• Xbrane and its partners may experience difficulties or delays in manufacturing 
and supplies, due to regulatory actions, legal actions, warning letters, 
suspension of manufacturing, injunctions, voluntary product recalls, or failure to 
secure manufacturing approvals 
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Martin Åmark, CEO. Martin Åmark holds a M Sc. in industrial engineering and 
management from Linköping Institute of Technology and an MBA from INSEAD. He has 
8 years of experience from Bain & Co as a management consultant. At Bain, Martin 
worked mainly with M&A, strategy and organisation with Nordic clients across multiple 
industries, including life science and pharmaceuticals. 
 
Siavash Bashiri, COO and Head of Biosimilars. Siavash Bashiri holds a M Sc. in Molecular 
Biotechnology from Uppsala University. His latest position was with Agilent 
Technologies where he was head of sales in EMEA for one of Agilent Technologies’ 
products within the Genomics department. He also has substantial knowledge of the 
commercialization of biotech start-ups from previous experiences. 
 
David Vikström, CTO. David has a Ph.D. in expression and targeting of proteins in E. 
coli. He joined Xbrane in 2010 and successfully developed new technologies and strains 
for vaccine candidates. He is currently heading the development of Xbrane’s new E. coli 
based expression systems. 
 
Paolo Sarmientos, Head of Long-acting injectables. Paolo has a Ph.D in bio-organic 
chemistry from the University of Naples. He has more than 25 years of experience from 
leading positions in biopharmaceuticals for Pfizer, Genetica and Menarini. During the 
last 15 years, Paolo has served as CEO of Primm and successfully built up a service 
business focused on pharmaceutical industries as well as pioneering technology for 
production of biopharmaceuticals with slow release formulation based on microspheres. 
 
Susanna Helgesen, CFO. Susanna Helgesen holds a M Sc. in Business Administration 
and Finance from Stockholm University. She has a background in the finance industry 
and worked four years as equity research analyst at Remium Nordic. She has also many 
years’ experience from the energy and raw materials sector and her latest position was 
as CFO at Dome Energy. 
 
Dina Jurman, Head of Clinical Affairs. Dina holds a M.Sc. in Biomedicine from Uppsala 
University and has previously worked as Director Clinical Operations at IRW Consulting 
AB as well as Clinical Operations Manager consultant at Amgen Sweden. 
 

 
Anders Tullgren, Chairman of the Board. Anders has over 30 years of global experience 
in the pharmaceutical industry and has had senior leadership roles in the US, Germany, 
France, the United Kingdom and the Nordic region. His latest role, until 2017, was 
President of the Intercontinental region of Bristol Myers Squibb with responsibility for 
over 30 countries, 5,000 employees and a turnover of over SEK 20bn. He is board 
member of Trialbee AB, Sweden and BrandingScience Ltd, UK. He holds a MSc in 
Pharmacy from Uppsala University. Anders is chairman of the board since 2018. 
 
Eva Nilsagård, board member. Eva holds a Executive MBA in Economics and a Bsc in 
accounting and finance from the School of Business, Economics and Law in Gothenburg. 
Eva is currently interim CFO at OptiGroup AB and founder and CEO of Nilsagård 
Consulting AB which offers assignments as CEO and CFO. Previously, Eva has, among 
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other things, served as CFO of Plastal Industry and Vitrolife, Senior Vice President 
Strategy & Business Development at Volvo Group and held senior positions in finance 
and business development in, for example, Volvo, AstraZeneca and SKF. Eva is a board 
member and chairman of the audit committee of Addlife, Bufab and Irras and board 
member of SEK (Swedish Export Credit Company). Eva has more than ten years of 
experience as a mentor for young female managers with high potential. Eva is a board 
member since 2019. 
 
Maris Hartmanis, Board Member. Maris is a seasoned industrial executive and leader, 
with almost 30 years of CEO, senior R&D management and Board of Director 
experience from the international Life Science area. His experience stems from large 
organizations, as well as entrepreneurial start-ups. Most recently he was the CEO of two 
Swedish public pharmaceutical companies. Maris has a Ph.D. degree in Biochemistry 
from the Royal Institute of Technology in Stockholm, where he also is an Associate 
Professor. Maris is a board member since 2015. 
 
Karin Wingstrand, Board Member. Karin has a broad experience of the international 
pharmaceutical industry from senior positions within regulatory, pharmaceutical and 
analytical R&D, project leadership as well as clinical. Most recently Karin held the 
position of Global Head and Vice President of Clinical Development at AstraZeneca. 
Karin is a board member since 2015. 
 
Peder Edman, Board Member. Peter has an extensive experience in drug development 
from the pharmaceutical industry and has held a number of senior research leadership 
positions within Orexo, Sobi, Biovitrum, AstraZeneca, Astra and Pharmacia. He has also 
held a position as Associate Professor at the Swedish Medical Product Agency. In 
addition, Peter has been Professor in Pharmaceutical Formulation and Adjunct Professor 
in Drug Delivery at the Faculty of Pharmacy, University of Uppsala. Peter is a board 
member since 2015. 
 
Georgio Chirivi, Board Member. Giorgio is educated in finance and business 
administration at the University Luigi Bocconi in Italy and operates as Head of Mergers 
& Acquisitions at UBI Banca SpA. Giorgio also has a board assignment for Axxam SpA. 
Georgio is a board member since 2016. 
 
Ivan Cohen-Tanugi, Board Member. Ivan Cohen-Tanugi holds an M.D. from Grenoble 
School of Medicine and MBA from H.E.C Business School. Ivan led the development of 
the Global Biosimilar platform & portfolio at Teva from R&D to business development 
and commercialization, then led the US commercial division (Teva Biologics & Specialty 
Products) focusing on biosimilars, branded generics and niche specialty products. More 
recently Ivan, amongst other things, was interim CEO and board member of Kuros 
Biosciences AG, CEO president of the board of Evevensys Biotechnology. Ivan has also 
held positions as Head Europe/International Business Unit Nephrology at Amgen 
International. Ivan is a board member since 2019.  
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ANALYST CERTIFICATION 
I, Lars Hevreng, the author of this report, certify that notwithstanding the existence of any such 
potential conflicts of interests referred to below, the views expressed in this report accurately 
reflect my personal view about the companies and securities covered in this report. 
 
Meaning of Vator Securities Research Ratings 
Vator Securities (“Vator”) publishes investment recommendations, which reflect the analyst’s 
assessment of a stock’s potential relative return. Our research offers 4 recommendations or 
‘ratings’: 
 

OUTPERFORM - Describes stocks that we expect to provide a relative return (price appreciation 
plus yield) of 15% or more within a 12-month period. 
 

NEUTRAL - Describes stocks that we expect to provide a relative return (price appreciation plus 
yield) of plus 15% or minus 10% within a 12-month period. 
 

UNDERPERFORM - Describes stocks that we expect to provide a relative negative return (price 
appreciation plus yield) of 10% or more within a 12-month period. 
 

NON-RATED – Describes stocks on which we provide general discussion and analysis of both up 
and downside risks but on which we do not give an investment recommendation. 

 
IMPORTANT INFORMATION ABOUT CONFLICTS OF INTERESTS  
This report is marketing material and has been commissioned and paid for by Xbrane Biopharma 
AB. It is deemed to constitute an acceptable minor non-monetary benefit (i.e. not investment 
research) as defined by MiFID II. 
 

This report has been prepared by Vator Securities AB’s research department (“Vator Securities”) 
on behalf of Xbrane Biopharma AB. Vator Securities has received compensation from Xbrane 
Biopharma AB to prepare this report.  
 

This report has not been prepared in accordance with legal requirements designed to promote 
the independence of investment research. The compensation is fixed and agreed upon on 
beforehand and is in no way connected to the content, the conclusions or judgements expressed 
in the report. The content of the report is based on generally known information available to the 
public and has been compiled based on sources deemed reliable. 
 

Xbrane Biopharma AB may have had the opportunity to go through and review the material 
before publishing, however only to ensure that the factual information contained in the research 
report is correct. Xbrane Biopharma AB’s review may have resulted in changes in the factual 
information, however not in conclusions or judgements made by Vator Securities.  
 
Vator Securities has adopted internal rules that, inter alia, prohibits its employees from trading 
securities in companies that Vator Securities produces marketing material for, such as this report.  
 
Vator Securities, its owners, staff or affiliates, may also perform services for, solicit business from, 
hold long or short positions or have other interests in any company mentioned.  
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Vator Securities acted as a Sole Bookrunner in connection with Xbrane Biopharma AB’s IPO on 
Nasdaq First North on 3 February 2016, as financial adviser in a rights issue in Q1 2019, as financial 
adviser in a rights issue in Q2 2019 and as Sole bookrunner in a directed issue in Q2 2019. 
However, both the rights issue and the directed issue in Q2 2019 are subject to approval by the 
general meeting in Xbrane Biopharma AB on 18 May 2019. 
 
DISTRIBUTION RESTRICTIONS 
This report is for distribution only under such circumstances as may be permitted by applicable 
law. 
 
This report does not address U.S persons (as defined in Regulation S in the United States 
Securities Act and interpreted in United States Investment Companies Act 1940) and may not be 
distributed to those persons. Nor does this report address any natural or legal persons in 
jurisdictions where the distribution of this report may be restricted by law. Persons into whose 
possession this document comes should inform themselves about and observe any such 
restrictions.  
 

NO INVESTMENT ADVICE 
This report has been prepared by Vator Securities only as general information. The information 
contained in this report has no regard to the specific investment objectives, the financial situation 
or needs of any recipient.  It is not intended to be a personal recommendation to buy or sell any 
financial instrument or to adopt any investment strategy. The investments referred to in this report 
may not be suitable for all investors, and if in doubt, an investor should seek advice from a 
qualified investment adviser. 
 
Opinions or suggestions from Vator Securities’ research department may deviate from one 
another or from opinions from other departments in Vator Securities. Different opinions are a 
result from different time horizons, contexts or other factors.  
 

Regardless of source, all opinions and estimates in this report are given in good faith and may 
only be valid as of the stated date of this report and are subject to change without notice. This 
report is based on generally known and published information and is compiled from sources that 
is evaluated as reliable.  
 

Limitation of liability 

Vator Securities assumes no liability as regards to any investment, divestment or retention 
decision taken by the investor on the basis of this report. In no event will Vator Securities be liable 
for direct, indirect or incidental, special or consequential damages (regardless of being 
considered as foreseeable or not) resulting from the information in this report.  
 

Risk information  

The risk of investing in certain financial instruments, including those mentioned in this report, is 
generally high, as their market value is exposed to a lot of different factors, such as the operational 
and financial conditions of the relevant company, growth prospects, change in interest rates, the 
economic and political environment, foreign exchanges rates, shifts in markets sentiments etc.   
 

Where an investment or security is denominated in a different currency to the investor’s currency 
of reference, changes in rates of exchange may have an adverse effect on the value, price or 
income of or from that investment to the investor. Past performance is not a guide to future 
performance. Estimates of future performance are based on assumptions that may not be 
realized. When investing in individual shares, the investor may lose all or part of the investments.  


