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FDA Overhauls Its Purple Book
Searchable Biologics Database Is Welcomed By Biosimilars Industry

Executive Summary
The US FDA has overhauled its ‘Purple Book’ 
to make it a searchable database of biologics 
information. The agency is also seeking input on 
next steps.

 

The US Food and Drug Administration’s ‘Purple 
Book’ biologics counterpart to its ‘Orange Book’ 
for small-molecule drugs has been overhauled by 
the agency to turn it into a searchable database of 
biologics information.

Referring to the changes as the “first phase of 
the enhancement of the Purple Book database of 
FDA-licensed biological products”, the FDA said it 
was transitioning from the current table format – 
previously available only as a static PDF document 
– to a “searchable, public-facing online database.”

“The first phase of the new Purple Book database 
will provide the public with information about 
FDA-licensed biological products, including 
biosimilar and interchangeable products, through 
a dynamic, accessible, easy-to-use online search 
engine,” the agency summarized.

It said the new version of the database was 
“intended to improve transparency and 
functionality for stakeholders by providing a 
complete view of biological product options, 
including biosimilar and interchangeable 
products, and to advance public awareness about 
licensed biological products.”

A Boon For Biosimilars
Responding to the overhaul, the US Association 
for Accessible Medicines and its Biosimilars 
Council applauded the improvements.

“Today’s FDA action to enhance the Purple Book 
is a boon to those seeking to bring biosimilars 
to America’s patients,” said Christine Simmon, 
executive director of the Biosimilars Council. “This 
update creates a single searchable electronic 
database that identifies each biosimilar and 
interchangeable biologic with its reference 
product, increasing transparency for patients, 
providers, payers, manufacturers and other 
stakeholders.”

By increasing the utility of the Purple Book, 
Simmon said, the FDA was “helping to close both 
educational and regulatory gaps that will foster 
patient access to FDA-approved biosimilars and 
increase their utilization to lower prescription 
drug costs.”

However, Simmon emphasized that industry was 
continuing to call on policymakers to go even 
further by supporting legislation to require all 
patents for reference biologics to be listed in the 
Purple Book.

“For example,” Simmon pointed out, “the Biologic 
Patent Transparency Act S.659, a bipartisan bill 
sponsored by Senators Susan Collins and Tim 
Kaine, would increase market-based competition 
for biologics by helping biosimilar makers cut 
through patent thickets that delay biosimilars 
from coming to the market.”

The Orange Book for small-molecule drugs lists 
patents linked to original brands.

Docket Open On Next Steps
Acknowledging that the Purple Book as it stands 
“contains a limited data set that includes all 
approved biosimilar products and their related 
reference products, with simple search and 
advanced search functionality,” the FDA said it 
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would soon publish a Federal Register notice 
and open a docket to invite public comment on 
the Purple Book to “inform the next phases of 
development.”

“FDA intends to release additional phased 
enhancements to the database that take user 
testing and stakeholder input into consideration 
as additional functionality and improvements 
are developed and implemented,” the agency 
revealed.

“The enhanced Purple Book is expected ultimately 
to include all Center for Biologics Evaluation and 
Research and Center for Drug Evaluation and 
Research regulated products, including transition 
biological products, in addition to enhanced 

functionality.” 

The Biosimilars Council’s Simmon said “we look 
forward to providing formal public comments 
to the docket to inform the next phases of 
development.”

While the Purple Book is expanded and updated 
in transition from the current list format to a fully 
functional searchable online database, the FDA 
said the static PDF version would continue to 
house information on all FDA-licensed biologics. 
However, “once the Purple Book database is 
completed, it will offer information about all 
licensed biological products, and the list/PDF 
format of the Purple Book will not continue to be 
updated.”
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Medaxes Sets Out Hopes For Belgian Biosimilars Taskforce
INAMI Taskforce Met For The First Time In Late January

Executive Summary
Belgian off-patent industry association Medaxes 
has set out its aspirations for a new biosimilars 
taskforce that has been set up by local health 
insurance body INAMI. Data cited by the industry 
body shows that biosimilar penetration in 
Belgium is still lagging behind that of its European 
neighbors.

 

Medaxes, Belgium’s off-patent and self-
care industry association, has welcomed the 
establishment of a dedicated biosimilars taskforce 
to drive uptake in the country, setting out its 
recommendations for the group.

At the same time, the association has cited data 
that it said justified the initiative by showing the 
Belgian biosimilars market lagging significantly 
behind those of its European neighbors.

Noting that Belgian health insurance body INAMI 
had set up the taskforce with the goal of achieving 
a more “dynamic” market for biosimilars, Medaxes 
said the taskforce – which includes healthcare 
professionals as well as representatives from 
industry, hospitals and insurers – had met for the 
first time on 27 January 2020 and would prepare 
an initial report by 28 February.

“Medaxes has high hopes for this working group,” 
the association said, which will be responsible for 
researching and developing concrete proposals 
and incentives to create a more dynamic 
biosimilars market, as well as creating the 
budgetary space necessary to fund innovative 
treatments. (Also see “Belgian Law Seeks To Tackle 
Shortages” - Generics Bulletin, 31 Jan, 2020.)

Various measures that can be implemented in 
the short-term will be examined by the taskforce, 
including the possibility of legislation on public 
procurement, quotas, financial incentives, and 
gaps in existing information on biosimilars.

Recommendations Include Quotas And Gain-
Sharing
“Medaxes is delighted to work with all the 
actors in this sector to finally enable biosimilars 
to succeed in Belgium,” the association said. 
“This requires the introduction of quotas, more 
transparent INAMI procedures, well thought-out 
and appropriate incentives, and monitoring of 
hospital calls for tenders.”

Medaxes says “clearly-defined quotas” are 
“essential to achieve a dynamic market.” The 
association also believes that gain-sharing 
initiatives linked to biosimilar uptake should 
be systematically introduced, while Belgian 
authorities should promote the equivalence of 
biosimilars.

Hospital procurement policies should be closely 
monitored, Medaxes recommends, while 
for prescribing doctors it said that “rational 
prescribing” and an understanding of healthcare 
efficiency should form part of their training.

Data Show Belgium Lagging European 
Neighbors
Pointing to IQVIA data from the third quarter of 
2019, Medaxes observed that “the most recent 
international data show once again that it is high 
time that biosimilars achieved more significant 
and rapid access to the market.”

“Due to unfavorable policies implemented in 
Belgium, access to biosimilar medicines remains 
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too limited, which has led to an under-utilization,” 
the association said, noting that this had left 

biosimilars unable to fulfil their savings potential 
for patients and insurers.

“Unlike Belgium,” Medaxes pointed out as it 
presented the IQVIA data, “other European 
countries rely much more on biosimilar 
medicines.”

Last year, Belgium launched a pilot scheme to 
encourage the uptake of anti-TNF biosimilars 
adalimumab and etanercept outside of hospitals 
through financial incentives for prescribers. (Also 
see “Belgium Unveils Incentives For Biosimilar 
Adalimumab And Etanercept” - Generics Bulletin, 
17 Jan, 2019.)

While Medaxes had welcomed the move and 
pointed to its positive effects, the association said 
that more action was needed to unlock the full 
potential of biosimilars. (Also see “Extra Efforts 
Needed To Boost Belgian Biosimilars” - Generics 
Bulletin, 27 Aug, 2019.)

Meanwhile, the Belgian Competition Authority 
announced late last year that it was investigating 
suspected practices that have restricted or 
prevented biosimilars from entering the market.  
(Also see “Belgium Launches Probe On Biosimilar 
Restrictions” - Generics Bulletin, 9 Oct, 2019.)

REGULATION

Belgian Biosimilar Penetration Lags Others In Europe
According to IQVIA data cited by Medaxes, Belgian biosimilar penetration rates are significantly behind 
those of other European countries.

Biosimilar penetration rates in Belgium and elsewhere in Europe (Source - Medaxes/IQVIA Q3 2019 data) 
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Mylan Beats Sanofi On Lantus Patent
Company Ready To Launch Insulin Glargine Upon FDA Approval

Executive Summary
A US district court has ruled in favor of Mylan in a 
dispute with Sanofi over a Lantus SoloStar device 
patent, with the patent protecting the insulin 
glargine injector pen found to be invalid and 
not infringed. Mylan, along with partner Biocon, 
expects to launch its Semglee version mid-year, 
following FDA approval. 

 

A US district court in New Jersey has ruled in 
Mylan’s favor as part of a dispute with Sanofi 
over its Lantus SoloSTAR (insulin glargine) device. 
The court found that claims of US device patent 
9,526,844, asserted by Sanofi against Mylan’s 
Semglee insulin glargine product and Vystra 
device, were not infringed and were invalid for 
lack of written description. However, the court 
found that Mylan had failed to demonstrate that 
the patent was invalid for obviousness.

Specifically, the district court was not persuaded 
by Sanofi’s argument that Mylan’s Vystra device 
infringed a limitation contained in claim 21 of 
the ‘844 patent relating to the Lantus device’s 
“releasably connected” sleeve. “There is no 
evidence of record that the pen that will be sold 
and delivered to a purchaser at a pharmacy will 
contain within it a setback that is connected to 
a dose set knob,” the court said, calling Sanofi’s 
arguments “a mix of true, false, and irrelevant.”

And on invalidity, the court found that Mylan 
had successfully proven by clear and convincing 
evidence that the ‘844 patent was invalid for 
lack of written description. The court said Sanofi 
had “pointed to no evidence that the [claim 21] 
specification conveyed to a person of ordinary skill 
in the art that the inventors had possession of an 

injection pen with an internally threaded piston 
rod.”

“The ’844 patent specification does not describe 
such an invention so as to be understandable to a 
person of ordinary skill in the art, nor does it show 
that the inventor possessed that invention,” Judge 
Stanley Chesler concluded. “As of the [patent’s] 
priority date, a person of ordinary skill in the art 
reading the ’844 patent specification would not 
be convinced that the inventors possessed an 
injection pen with an internally threaded piston 
rod.”

Therefore, “claim 21 of the ’844 patent is invalid 
for failure to meet the written description 
requirement.”

One Step Closer To Launch
“We now are one step closer to being able to meet 
unmet patient needs through the launch of our 
Semglee insulin glargine, pending final approval 
from the US Food and Drug Administration,” said 
Mylan CEO Heather Bresch.

Encouraged by “the legal win on Mylan’s insulin 
glargine,” Mylan president Rajiv Malik added that 
“we look forward to serving patients in the US with 
the same Semglee that so many others have come 
to rely on around the world and adding to our 
existing offering of oral solid dose medications 
for those living with diabetes.” (Also see “Mylan 
Rolls Out Semglee Insulin In Australia” - Generics 
Bulletin, 4 Oct, 2019.)

Noting that its 505(b)(2) new drug application was 
“under active review” by the FDA, Mylan added 
that the product, which was co-developed with 
Biocon, had received regulatory approval in more 
than 45 countries around the world.
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Malik had recently acknowledged that an FDA 
inspection of Biocon’s manufacturing facility 
in Malaysia had resulted in three Form 483 
observations, with the Mylan president insisting 
that Biocon was “responding to the FDA and 
are confident in their ability to fully address the 
observations.” Further, he noted, “we do not 
believe that the inspection in any way impacts our 
commercialization plans of insulin glargine in US.” 
(Also see “Mylan’s ‘Durable’ Model Has Helped 
Weather Storms” - Generics Bulletin, 9 Mar, 2020.)

Biocon concurred that it “continues to be 
confident in its ability to achieve facility clearance.”

Science Backs Interchangeable Option
Commenting on the district court’s decision, 
Bresch said that the decision “represents a 
significant milestone for patient access and 
Mylan’s effort to bring a more affordable insulin 
glargine to those living with diabetes in the US.”

Meanwhile, Malik emphasized that Mylan 
remained “very confident in the strong science 

behind the product itself,” adding that “we believe 
that this scientific excellence will also be central 
to our work to bring an interchangeable product 
option.”

Citing IQVIA data for the 12 months ended 31 
January 2020, Mylan said Sanofi’s sales were 
around $1.73bn for Lantus in 100 units/ml vials 
and around $4.24bn for Lantus SoloStar.

Sanofi recently launched a fresh attack to frustrate 
Mylan’s Lantus rival by arguing that a decision 
by the US Court of Appeals for the Federal 
Circuit that Patent Trial and Appeal Board judges 
were unconstitutionally appointed should be 
applied to its appeal against a finding that Lantus 
formulation patents 7,476,652 and 7,713,930 
patents are unpatentable.  (Also see “Mylan Claims 
Victory On US Lantus Patents “ - Generics Bulletin, 
13 Dec, 2018.) It plans to file a certiorari petition 
for US Supreme Court review of its argument.  
(Also see “Mylan’s Lantus Rival Faces Fresh Attack” 
- Generics Bulletin, 2 Mar, 2020.)
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Amgen Cleared Again On Kanjinti As Trial Looms
Denial Of Preliminary Injunction Upheld On Appeal

Executive Summary
With an infringement trial set to begin next 
month, Amgen can continue to sell its Kanjinti 
trastuzumab biosimilar in the US after a Court of 
Appeals shot down originator Genentech’s latest 
bid to block sales of the rival to its Herceptin 
blockbuster.

 

Amgen can continue marketing for now the firm’s 
Kanjinti (trastuzumab-anns) biosimilar in the US 
following a Court of Appeals ruling, ahead of a 
district court jury trial on trastuzumab intellectual 
property scheduled for next month.

Genentech, which markets the Herceptin original, 
has seen an appeals court affirm without 
comment a prior district court ruling denying the 
firm’s bid for a preliminary injunction that would 
have enjoined sales of Kanjinti.

Amgen launched Kanjinti ‘at risk’ in July last year, 
after Genentech’s bid for a temporary restraining 
order and preliminary injunction was denied. 
(Also see “Amgen Debuts Oncology Biosimilars 
Bevacizumab And Trastuzumab In US” - Generics 
Bulletin, 19 Jul, 2019.)

The originator had sought to stay Amgen from 
market entry until a Delaware district court 
reached a decision on the merits of three of 
Genentech’s asserted US patents - 6,627,196; 

7,371,379; and 10,160,811 – following non-
infringement action that began in 2018.

Several weeks later, an appeals court denied 
Genentech’s motion for an injunction pending 
appeal.

The latest denial of Genentech’s motion followed 
briefing of the originator’s appeal and oral 
argument earlier this month.

In terms of the main infringement case, which 
originated in June 2018 as a complaint involving 
37 Herceptin patents, Genentech in early 
September last year filed its third amended 
complaint adding a demand for a jury trial and an 
award of damages for infringement.

Weeks later, the Delaware court ordered a 
stipulated dismissal with prejudice of all claims 
for infringement of certain patents asserted by 
Genentech, leaving four patents asserted in the 
litigation, according to Amgen.

Amgen has responded to Genentech’s latest 
complaint, denying infringement of any valid 
patent claim. A jury trial in the main action is 
scheduled to begin on 20 April 2020.

Sales of Kanjinti in the US were $118m in 2019 
after less than six months on the market, Amgen 
reported earlier this year.
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Celltrion And Pfizer Cement Victory On Infliximab
Janssen’s Cell-Culture Media Patent Not Infringed By Inflectra/Remsima

Executive Summary
Celltrion and Pfizer are now two for two in 
their legal battles with Janssen over US patents 
shielding the originator’s Remicade (infliximab), 
with a US Court of Appeals once again siding with 
the biosimilars developers.

 

Celltrion and Pfizer’s Hospira have cemented 
a legal victory for their Inflectra/Remsima 
(infliximab-dyyb) biosimilar in the US, with a Court 
of Appeals affirming that the cell-culture media 
they use to produce the biosimilar of Janssen’s 
Remicade (infliximab) does not infringe the 
originator’s intellectual property.

In a one-page ruling, Federal Circuit judges Evan 
Wallach, Richard Taranto and Kara Stoll affirmed 
per curiam a Massachusetts district court ruling 
from July 2018 that Janssen’s US cell-culture media 
patent 7,598,083 was not infringed by Celltrion 
and Hospira under the doctrine of equivalents.

“Celltrion believes that the patent appeal with 
Janssen has been terminated by the appeal 
decision, and expects Remsima...to gain stable 
market share without the risk of patent disputes,” 
the Korean firm said in response to the decision.

“In addition, as Celltrion has no problems with 
the production of Remsima in the US, it is 
expected that additional production of Remsima 
will be possible through contract manufacturing 
organizations,” which would strengthen the supply 
chain, Celltrion added. Moreover, it would have 
a “positive effect” on the production and sales of 
Celltrion’s subcutaneous formulation of biosimilar 
infliximab that has been approved throughout the 
EU.

At the district court level, Johnson & Johnson’s 
Janssen had argued unsuccessfully that cell 
culture sourced by Celltrion from HyClone 
Laboratories infringed its patent not literally, 
but under the doctrine of equivalents, because 
amounts of ingredients used by Celltrion were not 
substantially different from those described in 
claim 1 of the ‘083 patent.

However, district court judge Mark Wolf was 
unpersuaded, finding that “undisputed and strong 
evidence compels the conclusion that a person of 
ordinary skill in the art would have had the ability 
and motivation to combine familiar ingredients 
from prior-art cell-culture media compositions 
in predictable concentrations to create what 
Janssen claims as its hypothetical invention.” (Also 
see “Pfizer and Celltrion win cell-culture spat” - 
Generics Bulletin, 3 Aug, 2018.)

Follows Earlier Win
The appeals court’s decision comes a little 
over two years after Celltrion and Pfizer also 
overcame Janssen on the originator’s infliximab 
antibody patent, US patent 6,284,471. A 2016 
Massachusetts district court decision finding the 
patent invalid for obvious-type double patenting 
was upheld on appeal at the beginning of 2018.

On top of these two patent lawsuits, Janssen had 
historically brought action against Celltrion and 
Pfizer for claims in four other infliximab patents, 
although these were later dismissed by the 
originator.

Janssen has also filed suit against HyClone in a 
Utah district court over the ‘083 patent, “seeking 
monetary damages and other relief.” Litigation 
against HyClone in Utah was stayed pending 
the outcome of the Massachusetts actions, the 
originator notes.
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Responding to the unfavorable decision on the 
’083 patent, Janssen told Generics Bulletin, “We 
are disappointed with the court’s ruling of non-
infringement of our cell-culture-media patent.

“We believe the full scope of our 
biopharmaceutical intellectual property 
protections, such as patents, enable us to invest in 
the discovery and development of tomorrow’s life-
changing and life-saving new medicines.”

Having launched the biosimilar towards the end 
of 2016, Pfizer’s Inflectra sales last year rose by 
16% to $300m, with the US firm lamenting that 
“nearly half of all commercial patients are not able 

to access Inflectra due to exclusionary contracting 
practices by J&J.”

Last June, the US Federal Trade Commission 
issued civil subpoenas to both Pfizer and J&J 
as part of an antitrust investigation into the 
originator’s contracting practices for Remicade, 
pertaining to the antitrust suit filed by Pfizer 
against J&J in September 2017.

“Pfizer understands that the FTC’s investigation is 
focused on J&J’s alleged conduct at issue in Pfizer’s 
lawsuit against J&J,” Pfizer noted in its 2019 annual 
report.
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Amgen Sues Pfizer Over US Pegfilgrastim Biosimilar 
Meanwhile aBLA For Pegfilgrastim Is Being Reviewed By FDA

Executive Summary
Amgen has filed a US patent-infringement 
lawsuit against Pfizer’s Hospira over its biosimilar 
pegfilgrastim rival to Neulasta.

 

Amgen has sued Pfizer’s Hospira in the US for 
patent infringement based on the firm’s proposed 
pegfilgrastim biosimilar to Neulasta. 

In the complaint, Amgen alleges that Hospira’s 
abbreviated biologics license application infringes 
US patent 8,273,707, directed to a process for 
purifying proteins.

With Hospira having on 10 August 2019 
notified Amgen that its pegfilgrastim had been 
accepted for review by the US Food and Drug 
Administration, the parties began the information-
exchange or ‘patent dance’ process set out by the 
Biologics Price Competition and Innovation Act 
(BPCIA).

On 30 October, Hospira sent Amgen its notice 
of commercial marketing, along with a detailed 
statement describing why the listed Neulasta 
patents were invalid, unenforceable or not 
infringed. And on 27 December, Amgen replied 
with its statement detailing how it believed certain 
claims of the ’707 patent would be infringed by 
the commercial marketing of Hospira’s biosimilar. 
The parties ultimately agreed to litigate the 
patent.

According to Amgen’s filing in a Delaware district 
court, Hospira and Pfizer “practice a process for 
purifying a protein on a hydrophobic interaction 
chromatography column as defined in the ’707 
patent,” with the process using the same salts and 
concentrations set out in the patent.

“Amgen will be irreparably harmed if defendants 
are not enjoined from infringing or actively 
inducing or contributing to infringement of one or 
more claims of the ’707 patent,” the filing states, 
calling for “injunctive relief” preventing any further 
infringement.

Documents Provided By Hospira Impeded 
Amgen Review
As part of the litigation, Amgen also complains 
that the aBLA filing information provided by 
Hospira to Amgen was not sufficient to allow the 
originator to easily review the details.

“Defendants provided Amgen’s counsel with 
black-and-white tiff images of the Hospira aBLA 
submission without usable hyperlinks,” Amgen 
states, calling the tiff format “different than 
and less complete than the format provided to 
the FDA” in the electronic common technical 
document (eCTD) format, which has “fully working 
hyperlinks.”

Hospira’s failure to provide “a copy of the 
application submitted,” as required by the BPCIA, 
“materially prejudiced and impeded Amgen’s 
ability to review the Hospira aBLA,” the originator 
protested.

Three Pegfilgrastim Biosimilars Marketed In US
Three biosimilar versions of pegfilgrastim, which 
is indicated for decreasing the incidence of 
infection in patients receiving myelosuppressive 
chemotherapy, have already been launched in the 
US in the form of Mylan’s Fulphila (pegfilgrastim-
bmez), Coherus’ Udenyca (pegfilgrastim-cbqv) and 
Sandoz’ Ziextenzo (pegfilgrastim-bmez). 

All three biosimilars previously faced BPCIA 
litigation that was resolved in 2019. Coherus 
and Sandoz secured rulings on appeal that their 
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proposed biosimilars would not infringe Amgen’s 
patents, while Mylan received a stipulated 

judgement of non-infringement.
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Celltrion Healthcare Gears Up For Infliximab SC Launch
UK Commercial Head Reveals Strategy For Innovative Biosimilar Infliximab

Executive Summary
As Celltrion Healthcare prepares to roll out 
Remsima SC, its subcutaneous infliximab, in 
Europe – starting in the UK and Germany – 
Celltrion Healthcare’s UK commercial head, 
Matthew Eddleston, speaks to Generics Bulletin 
about how the innovative biosimilar will be 
positioned in the market.

 

Having late last year received a pan-European 
marketing authorization for the world’s first 
subcutaneous formulation of infliximab, Celltrion 
Healthcare is preparing to launch the Remsima SC 
product imminently in its first European markets, 
the UK and Germany. (Also see “Celltrion’s 
Remsima SC Ready For Early 2020 Launch” - 
Generics Bulletin, 26 Nov, 2019.)

Ahead of Remsima SC’s launch, Celltrion 
Healthcare’s UK commercial head and vice-chair 
of the British Biosimilars Association, Matthew 
Eddleston, spoke exclusively to Generics Bulletin 
about how the innovative biosimilar would be 
positioned in the market, as well as providing an 
update on how the firm’s business model was 
evolving.

“We have had our list price approved by the 
Department of Health and Social Care, and we 
have also entered various tenders or frameworks 
within the UK, and they start supply in March,” 
Eddleston revealed. “So we are going to have 
stock in the country for the end of February. And 
then we’re aligning the supply to the start of those 
tenders.”

With a list price that was the same as Remsima 
– £377.66 ($488.53) per 100mg, representing a 
10% discount to the Remicade original brand 

– Eddleston said that the price discounts being 
offered in tenders were not going to be similar to 
the low discounts seen for the likes of biosimilar 
adalimumab, but would be “mid-range compared 
to the original price of Remicade, for example.”

“We are taking the view that this is an innovative 
biosimilar,” Eddleston said. “We understand that it 
is in the biosimilars market and we’re competing 
against biosimilars, but we’re trying to build a 
brand and build value around this.”

Value Is Not Just About Price
“We don’t intend to apply a biosimilars pricing 
strategy,” Eddleston observed. The innovative 
aspects of Remsima SC are “what we are trying 
to draw out,” he said. “That is the whole strategy 
really, to position it as an innovative biosimilar,” 
more akin to another biologic brand than a 
biosimilar.

“This is the only SC formulation, it is patented, 
and there are certain elements we can develop to 
build the brand,” Eddleston insisted. “The National 
Health Service talks about the ‘best value biologic’, 
and we are positioning this as a product that 
does add a lot of value.” So, he suggested, the key 
question was “what is the price of that value?”

In terms of value, he argued, it was important 
to look at Remsima SC “not only from a pricing 
perspective but also everything else that comes 
with it,” including patient support aspects.

“With the advent of biosimilar adalimumab, we 
have seen that a lot of the added value in terms of 
patient services has been withdrawn because of 
the low price,” he observed. “Part of our strategy 
[with Remsima SC] is to get the clinical messaging 
correct and ensure the right outcomes for 
patients. But then beyond that, we need to look at 
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how we support the patient and clinicians.”

“We have a really good platform to be able to do 
that because of our homecare service,” Eddleston 
outlined. “A lot of programs now aligned to 
subcutaneous products are simply dispense 
and delivery services,” he noted. But Celltrion 
Healthcare was interested in “the wider support 
in terms of nursing interaction, collecting the right 
data on the patient and so on – not just showing 
them how to self-inject.”

“What we can do in that interaction to add value 
for the patient, and reassure clinicians that the 
product has the best wider value in terms of 
supporting the patient, is really a key part of it.”

Another aspect of the value and pricing 
discussion, Eddleston suggested, would be 
the savings that could be achieved through 
Remsima SC compared to the cumulative costs 
of intravenous infusion. These included the cost 
of infusion in hospital, the compounding cost of 
filling the infusion bag, nursing costs, and even 
the value added tax that was applied to hospital-
administered drugs, compared to the VAT-free 
community setting. “All of these add up to show 
that, at the pricing point we’re coming in at, there 
is a potential cost advantage to go to the SC 
version,” he maintained.

“This isn’t an attempt to create brand value 
where there isn’t any,” Eddleston emphasized. 
In conversations with the NHS pre-launch, 
“pricing comes into that discussion, and we have 
researched where we think is the optimal pricing 
point,” he stated. “We are going to be significantly 
less expensive than the originator product, but 
not as low as the other biosimilars currently 
marketed.”

Still Evaluating Launch Targets
Asked about what a successful launch would look 
like in terms of sales or market share, Eddleston 

acknowledged that Celltrion Healthcare was still 
evaluating these indicators. “We’re still building 
our targets in terms of market share, volume and 
anticipated patient numbers,” he acknowledged.

However, in terms of positioning the product, 
he said there was a significant opportunity not 
only in terms of the “significant cohort of patients 
currently treated with infliximab infusions” – for 
whom Remsima SC should be seen as a transition 
option – but also as an option against existing 
subcutaneous products in the same treatment 
area.

“The primary strategy is to make sure Remsima 
SC is positioned as an option where infliximab 
already is – and have the conversation about 
transitioning existing patients – and [then] also 
provide it as an option against adalimumab and 
etanercept,” he stated.

Meanwhile, he pointed out that there would 
still be a certain market for the intravenous 
version of Remsima even after the launch of the 
subcutaneous version.

“Remsima IV and SC can co-exist,” Eddleston 
explained. “There will always be some patients 
being treated by infusion for a particular reason, 
such as needle-phobia or the speed of infusion 
needed for very active disease.”

Also, he noted, “for naive patients, Remsima SC 
will require a loading dose of two infusions before 
you go to SC. So there will always be that aspect 
as well.”

Data Supports Uptake And New Indications
Turning to the importance of data, Eddleston 
said that Celltrion Healthcare would lean on the 
positive data seen for Remsima SC to help build 
the brand’s profile.

“The serum level [for Remsima SC] is comparable 
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to IV, but a steadier state,” he explained, noting 
that “with an SC product, you are getting the same 
bioavailability, but in a steadier state.”

Clinicians considering infliximab for a patient 
would appreciate the SC version’s pivotal data, he 
suggested.

Meanwhile, Celltrion Healthcare was also pursuing 
further indications for Remsima SC, which was 
originally authorized only for rheumatoid arthritis, 
while the intravenous version is authorized 
for psoriatic arthritis, ankylosing spondylitis, 
ulcerative colitis, psoriasis, Crohn’s disease and 
rheumatoid arthritis.

This was because there was no existing 
subcutaneous infliximab brand to use as a basis 
for extrapolation, meaning that the firm must 
submit studies to support each indication for 
the subcutaneous version. (Also see “Podcast: 
Celltrion’s Subcutaneous Infliximab And The 
Future Of Biosimilars” - Generics Bulletin, 11 Oct, 
2019.)

The firm recently reported positive one-year 
results for Remsima SC in patients with active 
Crohn’s disease and ulcerative colitis at The 
European Crohn’s and Colitis Organisation’s 
annual congress.

“All the other indications of Remicade will 
be submitted for approval for Remsima SC,” 
Eddleston outlined. “The submission is now with 
the European Medicines Agency and we expect a 
decision in summer 2020.”

These would all be assessed as a line extension 
to Remsima by the EMA, as with the initial 
Remsima SC approval for rheumatoid arthritis, he 
confirmed.

Advantages Offered By EMA Extension Route
However, in the US, Remsima SC is being looked 

at by the US Food and Drug Administration as a 
completely new product. This disparity has led 
Celltrion Healthcare to suggest that there should 
be tailored regulatory pathways worldwide for 
‘biobetters’. (Also see “Celltrion Pushes ‘Biobetters’ 
Concept With Remsima SC” - Generics Bulletin, 15 
Nov, 2019.)

“The whole biobetter idea has been suggested to 
us by clinicians,” Eddleston elaborated. However, 
he acknowledged, the firm could not officially 
class Remsima SC as a biobetter in promotional 
activities for the brand “because there is no 
regulatory pathway for biobetters.” Nevertheless, 
he suggested “we can create the debate around 
innovative biosimilars, and innovative infliximab.”

“The fact that the EMA looked at it as a line 
extension meant that we got it to market quicker, 
which was not a bad thing,” Eddleston noted. 
Moreover, “in terms of market access in the UK, 
it makes it quite a quick process in terms of the 
clinicians and the National Institute for Health and 
Care Excellence (NICE) saying the active molecule 
is already approved as a biosimilar.”

“So it has its pluses and minuses,” he concluded. 
“If we had a new regulatory pathway, there might 
be a big job to do in terms of convincing the 
market that it is a robust process.”

Looking to the future, Eddleston noted that 
Celltrion Healthcare had another seven 
biosimilars in various stages of development, with 
the firm recently having set out a global strategy 
that involves launching a new biosimilar every 
year to 2030. (Also see “Celltrion Sets Out Strategy 
For China” - Generics Bulletin, 21 Jan, 2020.)

Eddleston said the next launches planned for 
the company would be its double concentrated 
formulation version of adalimumab, as well 
as bevacizumab. Meanwhile, four innovative 
biologics were also in various stages of 
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development.

Ultimately, he summarized, the imminent launch 
of Remsima SC combined with the expanding 
sales and marketing arm of Celltrion Healthcare 
indicated the firm’s confidence in the UK market, 
despite recent upheaval and uncertainty caused 
by factors such as Brexit.

Having built up a wider back-office function with 
new UK employees, the local arm of the company 
“is only going to grow,” he concluded, with the 
firm’s move to a direct sales model representing 
“a stepping stone for Celltrion Healthcare to be 
fully end-to-end integrated, from research and 
development, manufacturing and now sales and 
marketing.”
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Shanghai Henlius CEO Wants To Capitalize On First-Mover 
Status
Scott Liu Sets Out Ambitions That Go Beyond China

Executive Summary
In an exclusive interview with Generics Bulletin, 
Dr. Scott Liu, co-founder, and CEO of Chinese 
biosimilars and biologics specialist Shanghai 
Henlius Biotech, has set out his vision for the 
firm’s future in China and around the globe.

 

Almost a year ago, China’s Shanghai Henlius 
Biotech achieved a major milestone for Chinese 
biosimilars by obtaining the first approval 
from the country’s National Medical Products 
Administration for its rituximab biosimilar, HLX01.

The biosimilar to Roche’s MabThera, for treating 
non-Hodgkin’s lymphoma, in February 2019 
became the first biosimilar to be approved under 
the NMPA’s dedicated regulatory pathway for 
biosimilars that was introduced in 2015. (Also see 
“Chinese Biosimilar Boom Is Heralded By First 
Approval “ - Generics Bulletin, 28 Feb, 2019.)

Since then, Shanghai Henlius has launched its 
rituximab biosimilar in China, and has been widely 
recognized for its achievement – including winning 
the Biosimilar Initiative of the Year Award at the 
Global Generics & Biosimilars Awards 2019. (Also 
see “Aurobindo Is Company Of The Year At GGB 
Awards” - Generics Bulletin, 5 Nov, 2019.)

In an exclusive interview, the firm’s co-founder 
and CEO, Scott Liu, told Generics Bulletin that the 
company’s ambitions include not only capitalizing 
on its first-mover advantage in Chinese biosimilars 
to bring further products from its pipeline to 
market, but also expanding its reach around the 
world through a series of partnerships.

A Milestone For Henlius And For China
“The approval of HLX01 is not only the very first 
step to the realization of our vision of bringing 
quality biologics to more patients in China and 
throughout the globe,” Liu told Generics Bulletin, 
“but also the recognition of our high quality, in line 
with the international standards.”

“As the first biosimilar locally developed 
and approved in China, HLX01 has filled a 
gap in China’s biosimilar market, which is a 
notable achievement on the part of China’s 
biopharmaceutical industry,” he observed.

Providing an update on the firm’s experiences 
since the launch of its rituximab biosimilar last 
year, Liu said “the first prescription of HLX01 was 
issued on 16 May 2019. It has also been included 
in the national essential drug list and the national 
reimbursement drug list.”

“Over 1,000 patients benefited in the first 
month after its commercial launch,” Liu 
highlighted, adding that “as of 30 June 2019, 
20,638 vials of HLX01 had been delivered to our 
commercialization partner.”

Since the milestone approval for Henlius’ 
rituximab biosimilar, the NMPA has approved 
further biosimilars, including Bio-Thera Solutions’ 
Qletli (adalimumab) version of Humira that in late 
2019 became the second Chinese biosimilar to 
be approved.  (Also see “Bio-Thera Solutions Has 
China’s First Adalimumab Biosimilar” - Generics 
Bulletin, 13 Nov, 2019.) It was launched early this 
year. (Also see “Bio-Thera Launches Adalimumab 
In China” - Generics Bulletin, 13 Jan, 2020.)

Asked how the onset of competition within the 

INTERVIEWS



19 / April 2020 © Informa UK Ltd 2020 (Unauthorized photocopying prohibited.)

Chinese biosimilars market would affect Henlius, 
Liu said that “given the complexity of quality 
management and manufacturing of biosimilars, 
the core competencies in quality management 
and manufacturing could help [Henlius] 
distinguish itself from the competitive market.”

“As one of the pioneers in the Chinese biosimilar 
market, we are well-positioned to keep the 
first-entrant advantage and provide biologics 
in line with international quality standards,” he 
maintained.

And on the HLX03 adalimumab candidate 
specifically, Liu said the project was “on track 
and progressing smoothly,” with the filing having 
been accepted by the NMPA in January 2019 and 
assigned priority review status in April 2019.

Distinguishing Itself With In-House Capabilities
In general, Liu said, Henlius would be able to 
compete effectively in the biosimilars arena by 
“distinguishing ourselves with our efficient and 
innovative in-house capabilities throughout the 
entire biologics value chain.”

These included:

•  an “integrated and productive” global research 
and development platform spanning facilities in 
Shanghai, Taipei and California, with around 260 
R&D staff “led by industry veterans”;

•  “global regulatory registration and clinical 
development capability, with more than 20 
clinical trials worldwide at various clinical trial 
stages in different countries and regions – 
including mainland China, Taiwan China, the 
Philippines, Ukraine, Poland and Australia etc.”

•  “robust quality management systems” that Liu 
said would “lay the foundation for regulatory 
approval and commercialization of our products 
worldwide”;

•  “large-scale and cost-efficient manufacturing 
facilities” in Shanghai with a 14,000L capacity, 
using “highly efficient single-use production 
technology”; and

•  “strong global commercialization capabilities”, 
including a “rapidly-growing marketing team, 
in-house sales team and close partnerships with 
reputable global pharmaceutical companies to 
access 96 countries and regions.”

“The global R&D platform, with extensive in-
house R&D resources and end-to-end capabilities, 
enables us to closely control the entire product 
development process,” Liu highlighted, “ranging 
from discovery and process development to 
manufacturing and post-marketing clinical follow-
up.”

Meanwhile, on quality he said that Henlius 
had “established a comprehensive quality 
management system that meets the quality 
standards of the US, EU and China. Our quality 
management system covers the entire product 
lifecycle, from R&D to material management, 
product manufacturing, quality control, product 
supply management and product post-marketing 
surveillance.”

And on manufacturing he observed that “our 
Xuhui Manufacturing Facility has passed 
inspections by EU Qualified Person” and was in 
compliance with current good manufacturing 
practice standards. “Our Songjiang manufacturing 
facility, which is still under construction, will also 
strictly follow international GMP standards,” he 
added.

Moreover, he observed, “we are also a pioneer 
in adopting single-use technologies to reduce 
capital expenditure, spare the efforts for clean-up 
and disinfection after each production cycle, and 
ultimately decrease the risk of contamination and 
improve the quality.”
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IPO Was A Key Event For Henlius
In September last year, Henlius made its trading 
debut on the Hong Kong stock exchange after 
raising $410m in an initial public offering. (Also 
see “Henlius Biotech IPO Raises Below-Target 
$410m” - Generics Bulletin, 24 Sep, 2019.)

“Being listed on the main board of the stock 
exchange of Hong Kong was a significant 
milestone on our journey to the realization of our 
vision,” Liu said.

“Developing biologics entails high cost and risk,” 
he acknowledged. “A sustainable and robust cash 
flow enables future growth opportunities, helping 
us deliver on our commitment to providing high 
quality and affordable biologics for patients 
worldwide.”

Asked about filing and commercialization plans 
around the globe, Liu observed that Henlius had 
seen filings accepted and clinical trials authorized 
“in mainland China, Taiwan China, the US, Poland, 
Ukraine, the Philippines and Australia.”

“Given the affordability of biosimilars, the 
emerging markets provide more opportunities 
and we are proactively expanding our 
global footprint through continued strategic 
collaboration with global leading pharmaceutical 
companies,” he said, “especially in emerging 
markets.”

Such partnerships include Henlius giving 
Argentina’s Biosidus exclusive rights to its HLX01 
rituximab in Argentina, Paraguay, Uruguay and 
Bolivia, as well as giving Colombia’s Farma De 
Colombia exclusive rights to HLX01 in Colombia, 
Peru, Ecuador and Venezuela.

Meanwhile, for its HLX02 trastuzumab proposed 
rival to Herceptin, Henlius has a partnership with 
Accord Healthcare that was granted exclusive 
commercial rights “in over 70 jurisdictions and 

regions in Europe, the Middle East and North 
Africa, and the Commonwealth of Independent 
States.” Cipla has exclusive rights to HLX02 in 
Australia, New Zealand, Colombia and Malaysia, 
while Hong Kong’s Jacobson has rights to the 
trastuzumab candidate in Hong Kong and Macau.

China’s NMPA accepted Henlius’ filing for HLX02 
trastuzumab in April 2019 and has assigned it 
to priority review status, while the European 
Medicines Agency also accepted the biosimilar 
filing for review in June 2019. (Also see “Henlius 
Has First ‘China-Developed’ Biosimilar Accepted 
For EMA Review” - Generics Bulletin, 25 Jun, 2019.)

Asked whether Henlius was seeking further 
commercialization partners in any of its target 
territories, Liu indicated that “we will implement 
our strategy of ‘In China for Global’ and continue 
to pursue strategic collaborations to expand our 
global presence.”

This included for Henlius’ innovative biologics as 
well as biosimilars, he noted.

For the firm’s HLX10 innovative anti-PD-1 
monoclonal antibody – which is currently 
undergoing trials around the world – Liu said 
Henlius was “trying to secure more partnerships 
with leading global pharmaceutical companies 
around the world,” having already struck a 
deal with the Kalbe Genexine Biologics joint 
venture between Indonesia’s Kalbe Farma and 
Korea’s Genexine that offers exclusive rights in 
10 countries in south-east Asia, including the 
Philippines, Indonesia, Malaysia, Singapore, 
Thailand, Laos, Myanmar, Cambodia, Brunei and 
Vietnam.

Combination Collaboration With Ascentage
Another significant collaboration was Henlius’ 
recent deal with Ascentage Pharma, Liu said, 
describing the partnership as a “combination 
therapy strategic collaboration” that would see 

INTERVIEWS



21 / April 2020 © Informa UK Ltd 2020 (Unauthorized photocopying prohibited.)

the two firms work together to conduct clinical 
trials of combination therapy with HLX01 and 
APG-2575, a novel, orally administered Bcl-2 
selective inhibitor developed by Ascentage for 
the treatment of chronic lymphocytic leukemia 
in China. “Potentially this combination could also 
be extended to other B cell malignancies,” he 
suggested.

“As the first approved and marketed product of 
Henlius, HLX01 is approved for all the indications 
of the originator rituximab in China, thus 
providing alternative options for lymphoma 
patients,” Liu noted. And “APG-2575 is indicated 
for multiple hematologic malignancies as mono-
therapy and shows great potential in combination 
therapy.”

“We expect the two products to join hand in hand 
in the treatment of CLL,” he stated. “In future, 
Henlius and Ascentage Pharma will press forward 
with the combination therapy, and provide more 
treatment options for patients in China.”

Bevacizumab And Ramucirumab Are In Trials
Henlius’ pipeline also includes its proposed HLX04 
bevacizumab biosimilar version of Avastin, for 
which a Phase III trial in metastatic colorectal 
cancer patients is ongoing in China.

The firm’s HLX12 ramucirumab biosimilar is at 
the Phase I stage, while the company’s HLX11 
pertuzumab biosimilar is also in development.

Still at the pre-clinical stage are the firm’s HLX-13 
(ipilimumab), HLX-14 (denosumab) and HLX-15 
(daratumumab) projects.

Asked about how Henlius would balance 
biosimilars and innovative biologics, Liu said “our 
product development strategy is ‘from biosimilar 
to bio-innovative’,” noting that the firm had 
“started from biosimilars to build up experience, 
technology and a fully-integrated platform in 

preparation for more innovative drugs in the days 
to come.”

“We started from biosimilars to lower the risk and 
capture first-entrant advantages,” he explained. 
“We can then seize future growth opportunities 
through bio-innovative and novel combination 
therapy with diversified in-house products,” while 
also benefiting from economies of scale due to 
the large portfolio.

“As a pioneer in the Chinese monoclonal antibody 
market, we will be committed to capturing the 
first-entrant advantage,” Liu maintained. And 
“looking forward, we will continue to implement 
the strategy of ‘In China for Global’ to benefit 
more patients all over the world.”

R&D, Manufacturing, Quality And Commercial 
Are Key Elements
“We think the following elements are essential 
to the development of a successful Chinese 
biosimilars market,” Liu outlined. Firstly, “strong 
R&D capability to ensure a head-to-head 
comparison of safety, efficacy and immunogenicity 
between biosimilar and originator.” Secondly, 
he said, a strong manufacturing capability was 
essential “to satisfy the exacting demands of 
complex biosimilar manufacturing.”

The third key element, he said, was “strict quality 
management covering the whole product lifecycle 
from R&D to post-marketing surveillance.” And 
finally, firms needed “commercialization capability 
to ensure quick access to the market and 
patients.”

“By product innovation and advancement of 
technology,” Liu insisted, “we will continue with 
the discovery, development and manufacture of 
high-quality and affordable bio-innovative drugs, 
with a view to benefitting more patients across 
the globe and establishing Henlius as one of the 
most trusted and admired biopharmaceutical 
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companies.”

And by “most admired,” Liu concluded, “we 

mean we want to become the biopharmaceutical 
company to serve as many patients around the 
world as possible.”
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