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Biosimilars are highly similar versions of reference biological products, some with the potential to be deemed ‘interchangeable’ by 
regulatory bodies, such as the US Food and Drug Administration. Biosimilar patent litigation continues to evolve as biosimilars enter 
new global markets. This manuscript takes a look at patent litigation strategies in a more developed biosimilars market, the European 
Union (EU) and compares them to a developing biosimilars market, the US, where the litigation strategies are still unfolding. This 
manuscript is a fi rst in a two-part series, which will later include patent litigation strategies in Canada and Japan, as well as updates in 
the EU and the US.

Introduction
The European Union (EU) was the one of the fi rst highly reg-
ulated areas to develop a legal and regulatory framework for 
the approval for highly similar versions of innovator biologi-
cal  products, called ‘biosimilars’ or ‘follow-on biologicals’. While 
formal consideration of a biosimilar approval pathway began 
in the EU as early as 2001 [1], the European Commission fi rst 
amended its market authorization provisions to include ‘similar 
biological medicinal products’ in 2003 [2], and issued its fi rst 
general biosimilar guidance in 2005 [3]. The European Medicines 
Agency’s (EMA) fi rst approval under the new similar biologi-
cal medicinal product pathway was Sandoz’s somatropin called 
Omnitrope® in 2006 [4]. The EU currently has 19 biosimilars ref-
erencing fi ve innovator biological products [ 4]. The US biosimilar 
pathway began in 2010 with the enactment of the  Biosimilars 
Patent Cooperation and Innovation Act (BPCIA) [5] and has one 
approved biosimilar, Sandoz’s fi lgrastim-sndz [6] called Zarxio® 
in 2015 [7]. While the EU’s legal system is complicated by the 
lack of a unifi ed patent litigation system that requires a multi- 
country patent litigation approach, the US’s biosimilar patent liti-
gation has been complicated thus far by biosimilar applicants and 
the reference biological product (RBP) applicants picking and 
choosing what portion of the default patent litigation exchange 
system to utilize. Despite the differences between the prevalent 
litigation tactics in the EU and the US, as biosimilar approvals 
become more globalized, it will be increasingly important to 
appreciate these differences and consider how biosimilars  patent 
litigation arguments and outcomes in one venue can benefi t and 
be utilized in other venues, even if in different countries or legal 
systems.

Biosimilar regulatory overview
The EU and the US have similar regulatory standards for bio-
similars that would enable a manufacturer to make a biosimilar 
product that could in theory satisfy both regulatory standards, 
assuming that the RBP is the same. In the EU, a biosimilar must 
demonstrate similar quality and biological activity and demon-
strate no meaningful differences in terms of safety or effi cacy 
between the biosimilar and the RBP. EMA develops product- 
specifi c guidances through a consultative process that establishes 
common comprehensive comparability and  immunogenicity 

studies required for biosimilar  applicants to demonstrate bio-
similarity for approval. As part of these requirements, biosimi-
lar applicants are expected to conduct a  product-by-product 
analysis using state-of-the-art bioanalytics and manufactur-
ing along with clinical and regulatory experiences to support 
biosimilarity.

In the US, biosimilars must be highly similar to the RBP notwith-
standing minor differences in clinically-inactive components. To 
demonstrate biosimilarity, there must be no clinically meaning-
ful differences in terms of safety, purity, or potency—essentially 
safety and effi cacy. So far, US Food and Drug Administration (FDA) 
has not developed product-specifi c guidances, preferring to issue 
more general guidances related to a product-specifi c development 
approach. Instead, each biosimilar product has its own approval 
requirements, developed in a stepwise approach, following  multiple 
comparisons of the proposed biosimilar product to the RBP using 
state-of-the-art bioanalytics, where the required clinical studies and 
other study requirements are determined by how similar the 
 products are as well as the observed bioanalytical differences.

Unique to the US, FDA may determine a biosimilar product 
is ‘interchangeable’ with the RBP. An interchangeable prod-
uct may be substituted for the RBP without the intervention 
of the healthcare provider who prescribed the RBP. FDA may 
determine that a biosimilar product is interchangeable with the 
RBP if the biological product meets that highly biosimilar stan-
dard above plus: (1) the biosimilar product will produce the 
same clinical result as the RBP in any given patient; and (2) 
if administered more than once to an individual, the risk in 
terms of safety or diminished effi cacy or alternating or switching 
between using the biosimilar and RBP is no greater than the risk 
of using the RBP without such alternation or switch. But FDA 
has said that while by law it could accept for fi ling and review 
an interchangeable biosimilar application, in practice it would 
not approve a biosimilar as interchangeable without some con-
fi rmatory market evidence. In this context, FDA suggested that 
perhaps fi ve years of post-approval safety data would be suf-
fi cient for an applicant to submit a supplement to its previously 
approved biosimilar application, requesting a fi nding of inter-
changeability. So in the near future, most biosimilar litigation 
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in the US will likely not involve an interchangeable biosimilar 
product.

EU biosimilar patent strategies
European patent opposition
In Europe, the opposition process to a patent granted by the 
European Patent Offi ce (EPO) is the most common approach 
for challenging the RBP’s patents. In part, this appears to be 
because it enables a biosimilar manufacturer to challenge a 
RBP’s key patents in a single forum rather than multiple nation 
state patent courts. For example, oppositions were fi led for 
epoetin (RBP Epogen® [Amgen]), fi lgrastim (RBP Neupogen® 
[Amgen]), infl iximab (RBP Remicade® [Johnson and Johnson/
Janssen]), insulin glargine (RBP Lantus® [Sanofi ]), and somatro-
pin (RBP Gentropin® [Pfi zer]). EPO has 38 contracting states and 
provides unifi ed patent prosecution and opposition with the 
option for national patents by applicant choice after prosecu-
tion. Oppositions may be fi led by any public member(s) except 
the proprietor within nine months after the patent is granted, 
which has public notice.

But an opposition has limited grounds to revoke a patent, 
including: (1) the subject matter is not patentable; (2) the inven-
tion was not disclosed clearly or completely enough for one 
skilled in the art to perform the invention; or (3) the subject 
matter extends beyond the content of the application fi led. 
From an opposition, there are a number of possible outcomes: 
(1) the opposition is rejected and the patent is maintained as 
granted; (2) the patent is maintained in amended form with a 
new published specifi cation; or (3) the patent is revoked.  Initial 
opposition decisions may be appealed within two months, and 
countries may have confl icting rules whether they stay, i.e. 
halt further legal process, national patent infringement actions 
while an opposition and any associated appeal is pending. The 
median time for an appeal is close to three years, which is the 
same approximate median time for an opposition for patents 
concerning pharmaceutical/biotechnology products.

National patent litigation
Concurrently or following an opposition, biosimilars patent 
litigation may begin in member countries; however, litigation 
in each county requires detailed knowledge of that country’s 
national patent litigation procedures. A RBP manufacturer may 
choose to bring an infringement action or a biosimilar appli-
cant may bring a declaratory judgement action for one or more 
patent(s) that may be at issue. Given the differences in  patent 
litigation rules and biosimilars regulatory applications, there 
may be advantages to bring an initial biosimilars patent litiga-
tion in the anticipated primary biosimilar markets, the place of 
business or manufacture of the RBP or biosimilar, or based on a 
perceived jurisdictional favouritism for the action. For example, 
Amgen brought its fi lgrastim patent infringement litigation in 
Germany, which is the only EU country with separate courts for 
infringement and invalidity and is preferred for patent enforce-
ment. Teva, on the other hand, brought its declaratory judge-
ment action against Amgen’s patents for the same  product in 
the UK, which has specialized patent courts and a high rate 
of patent invalidity judgements. Because each country has 
its own court system where patent holders may enforce their 
patents, there is the possibility for confl icting patent enforce-
ment decisions in different countries, where RBP and biosimilar 

manufacturers may pursue national patent litigations in member 
countries simultaneously or successively.

In this context, biosimilar manufacturers have employed a 
variety of tactics, depending on a particular member country’s 
perceived market and the strength of the patents at issue. One 
option is to wait out key patents to expire in each member coun-
try, as Hospira suggested it would do for Remicade® (infl iximab) 
[8]. Another is to launch at risk, which is often considered in The 
Netherlands and the UK given their higher rate of invalidity deci-
sions and accelerated proceedings with no or lower punitive/ 
treble damages, i.e. damages higher than calculated or treble 
(triple damages), which is punitive to make up for intentional 
infringement. In other situations, to avoid a preliminary injunc-
tion, i.e. an injunction entered by a court prior to a fi nal deter-
mination of the merits of a legal case, to restrain a party from 
going ahead with a course of conduct or compelling a party 
to continue with a course of conduct until the case has been 
decided, issued by the judge ex parte, i.e. without hearing the 
other side, a biosimilar manufacturer may fi le a ‘protective letter’ 
to inform the court beforehand in detail of its non-infringement 
and invalidity arguments. Such letter may request the court to 
take account of its arguments and may also request to be heard 
to prevent the ex parte measure. But it is at the court’s discretion 
to what extent the court will take account of this protective  letter. 
Biosimilar manufacturers are more likely to consider  protective 
letters in countries where patent proceedings take longer or tend 
to favour the patent holder, e.g. Belgium and Germany.

Yet other measures seek to avoid disruptive patent litigation 
prior to product approval or before product launch. For exam-
ple, Hospira sought to invalidate certain patents for trastuzumab 
(RBP Herceptin® [Genentech/Roche]) in the UK even before 
product approval. The primary patent for Heceptin® with a 
supplementary protection certifi cate (SPC, a type of extension 
of the term or expiration date of a patent based on a product 
approval) expired on 28 July 2014, and two additional dosage 
and composition patents had been held invalid in an oppo-
sition with appeals pending. Hospira challenged those two 
patents and won a lower court decision in April 2014 [9] and 
an appeal on February 2015 [10], fi nding both patents invalid, 
where it further obtained a declaration of non-infringement for 
certain trastuzumab formulations. In some instances, a biosimi-
lar manufacturer may also begin its national merit invalidity or 
non-infringement proceedings early to help prevent preliminary 
injunctions.

Unitary patent/Unifi ed Patent Court
One option that may be possible for biosimilars litigation in 
the EU in the future is patent litigation in a proposed Unifi ed 
Patent Court (UPC). The concept is that a unitary patent (UP) 
will be a single patent with a unitary effect for all contracting 
states and a unifi ed court system for all patent litigations. Many 
EU countries have joined the UP/UPC with notable exceptions 
being  Croatia, Poland and Spain. The European Parliament and 
European Council approved the EU UP package in December 
2012, with participating Member States signing the Agreement 
for a UPC in February 2013. The UPC needs to be ratifi ed by 
at least 13 signatory states to come into force including France, 
Germany, and the UK, and has so far been ratifi ed by Austria, 
Belgium, Denmark, France, Luxembourg, Malta and Sweden. 
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A potential fl y in the ointment was an action brought by Spain 
before the EU Court of Justice, challenging the UP and appli-
cable translation arrangements, which was dismissed on 5 May 
2015 [11]. While the UPC is waiting for a fi nal ratifi cation by 
suffi cient Member States, the infrastructure for a UPC is building 
within the EU.

A UPC has the advantages of one application leading to one  patent, 
with one patent litigation action leading to one decision for all 
participating 25 states in a streamlined procedure. The streamlined 
litigation procedure has a series of steps: (1) Written Procedure 
(two writs per party normally on infringement and two on validity, 
if included); (2) Interim Procedure (includes all steps to compre-
hensively prepare the case for an oral hearing including confer-
ences); (3) Preparation for Oral Hearing (all steps to prepare an 
oral hearing for the panel); (4) Oral Hearing (managed by three 
judges – two multinational and one non-state national – including 
witnesses, evidence, pleadings and cross-examination); (5) Deci-
sion on the Merits (includes decisions on injunctions, damages, 
accounting, validity and costs of proceedings); and (6) Appeals 
(based on points of law and matters of fact brought within two 
months of decision of the Court of First Instance or within 15 days 
of an order, where rehearings appear to be exceptional). 

At this point, there is no UPC, but when ratifi ed and effective, 
there will likely be a parallel system structure, i.e. a UPC and a 
national patent system, which has led to the question whether 
these will lead to an inadmissible double patent protection. 
While the new UPC system at this point has no case law, there is 
already contradictory case law in the participating  Member States, 
leading to some initial uncertainty on how the UPC  system will 
work. Some initial thoughts are that RBP holders will use the UPC 
system to protect their intellectual  property in all participating 
states and continue to protect EPO and national patents in key 
markets either for a fi rst litigation or as part of a fall-back plan.

US biosimilar patent strategies
Patent dance
The US biosimilar pathway includes new patent litigation provi-
sions (aka ‘the patent dance’) that provide for a default exchange 
of information leading to at least two distinct phases of patent liti-
gation with possible ramifi cations for failure to  follow this default 
exchange. The proposed exchange mechanism differs in many 
ways from Hatch-Waxman patent litigation for small molecule 
drugs including: (1) there is no book like the ‘Orange Book’ that 
lists patents including claims to the active ingredient, product, 
or approved use(s) of the product [12]; (2) there are no  patent 
certifi cations to FDA indicating potential patent challenges or a 
30-month stay options for patent challenges by the RBP holder; 
(3) it relies on a voluntary exchange of information including 
the biosimilars application and information that describes the 
process(es) used to manufacture the biological product in the 
application and relevant patents as determined by the RBP 
holder and biosimilar applicant; (4) there are ramifi cations for 
not participating in the voluntary exchanges including limited 
litigation rights; (5) there are relatively short timeframes for the 
patent exchanges that, when followed, would yield a lengthy 
cycle before any infringement action after FDA accepts the bio-
similar application for fi ling; (6) it envisions multiple  patent liti-
gation cycles following the initial exchange of patent lists, 180 
days prior to commercial product launch, and post launch.

When everything is followed as provided in the default pre-
approval patent litigation process, the following steps are indicated:

Notifi cations
– Within 20 days of FDA notifi cation of the biosimilar’s 

application acceptance, the applicant sends notice of fi ling 
and a copy of its application to the RBP holder and such other 
information that describes the process or processes used to 
manufacture the biological product that is the subject of such 
application and may provide to the RBP holder additional 
information requested by or on behalf of the RBP holder 
(under statutory or otherwise-agreed-to confi dentiality terms).

– Within 60 days, the RBP holder provides biosimilar applicant 
with a list of all patents for which it could bring a claim 
of patent infringement and a list of patents it is willing to 
license to the applicant.

– Within 60 days, the biosimilar applicant provides: (1) its own 
list of patents that it believes the RBP holder could bring a claim 
of patent infringement; (2) detailed statements (like in Hatch-
Waxman Act) why, claim-by-claim, each patent is invalid, 
unenforceable, or not infringed by the applicant; (3) may include 
a statement when the applicant intends to launch, e.g. after 
expiration of one or more patents; and (4) whether it would 
consider a license to one or more patents listed by the RBP holder.

– Within 60 days, the RBP holder provides: its own detailed 
statements why, claim-by-claim, it believes each listed patent 
is valid, enforceable and infringed by the biosimilar applicant.

Litigation suits
– For 15 days of good-faith negotiations, the biosimilar applicant 

and RBP holder attempt to agree on a list of patents to litigate 
prior to product launch as an ‘artifi cial’ act of infringement, i.e. 
‘artifi cial’ because there is no infringement until a product is 
marketed, but the litigation proceeds based on the biosimilar 
applicant’s assertion that it intends to market its biosimilar 
product, if approved, prior to expiration of one or more patents.

– If they fail to agree, the biosimilar applicant and RBP holder 
each compile their own list, with the biosimilar applicant 
responding fi rst, and the RBP holder must reply within fi ve 
days of provision of the biosimilar applicant’s list.

– The RBP holder’s list may not exceed the number of 
patents in the biosimilar applicant’s list, and if the biosimilar 
applicant’s list contains no patents, then the RBP holder may 
include one patent in the patent litigation list.

– Within 30 days, the RBP holder must bring suit against the 
biosimilar applicant with respect to the patents included in 
the lists (a ‘timely infringement suit’ and phase one).

– The RBP holder may only recoup a royalty if:
   The RBP holder fails to bring a timely infringement suit; or
   Following a timely infringement suit, the action is dismissed 

with out prejudice or not prosecuted to judgement in good faith.
– Newly issued or licensed patents must be added to the patent 

lists within 30 days of issuance or licensing.
– The biosimilar applicant must provide 180 days advance notice 

prior to commercial launch, upon which (as to the patents to 
the lists as modifi ed by newly issued or licensed patents):

   The RBP holder or biosimilar applicant can seek a declaratory 
judgement; and

   The RBP holder can sue for a preliminary injunction 
before the date of fi rst marketing (phase two).
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Like generic drug patent litigation following the Hatch-Waxman 
Act, which established a generic drug approval process in the US, 
US biosimilars patent litigation has been off to a bumpy start. The 
initial US biosimilars patent litigation actions were fi led before the 
related biosimilars applications were fi led, e.g. Sandoz’s version 
of Enbrel® (etanercept) and Celltrion/ Hospira’s version of Remi-
cade® (infl iximab). However, both of these actions were denied 
by the courts because they were premature, so a similar strategy 
is unlikely to be followed by subsequent biosimilar applicants.

Two other biosimilar patent litigation actions appear to have 
included some but not all elements of the patent dance [13]. Rea-
sons to avoid the patent dance include: (1) the maximum allot-
ted times for each party in the patent dance may mean 250 days 
before a lawsuit after FDA has accepted the biosimilar application 
for fi ling, but FDA has a 10-month review cycle (~300 days), which 
could lead to an FDA approval prior to any substantive  patent 
 ruling; (2) the proposed confi dentiality provisions and need for 
patent certainty before launch may not be viewed as insuffi cient 
for the biosimilar applicant to provide the RBP holder its propri-
etary application; (3) FDA’s review process appears to be  separate 
from the patent dance; (4) the default patent information and list 
exchange leading to pre-launch patent litigation is expensive and 
unproven; (5) following market approval, there still exists the risk 
of another lawsuit for the marketed product; and (6) the EU model 
suggests alternative patent challenges via the Inter Partes Review 
(IPR) mechanism (a post-grant patent challenge at the United States 
Patent and Trademark Offi ce (USPTO) versus the federal court 
 system) and possibly the International Trade Commission (another 
type of patent challenge that may provide for an injunction for 
imported, infringing goods) or wait for relevant patents to expire, 
i.e. 12-year exclusivity means core patents may have limited life left.

One of the two actions is moving forward on the fi rst FDA-
approved biosimilar application, Sandoz’s version of Amgen’s 
Neupogen® (fi lgrastim), called Zarxio® (fi lgrastim-sndz). Amgen 
fi led in a California District Court a lawsuit under California’s 
Unfair Competition Law and for conversion for failure to follow 
the default patent information exchange mechanism that would 
lead to pre-market patent litigation. In the same court, Amgen 
also moved for a preliminary injunction to prevent Sandoz’s 
 market entry of Zarxio® pending a disposition on the merits. Here, 
 Sandoz failed to provide its biosimilar license application within 
20 days of FDA’s notice of fi ling or other elements of the patent 
dance, yet ultimately provided Amgen with its biosimilars license 
application, resulting in the present lawsuit and a separate patent 
infringement suit for one patent, which has been stayed pending 
resolution of the procedural patent exchange suit. Sandoz dis-
agreed with the Unfair Competition Law charge, arguing that the 
provisions of the default patent exchange and pre- market litiga-
tion are optional. The  California Court denied Amgen’s motion 
for a preliminary injunction and motion for a judgement on the 
pleadings. In conjunction with this action, Amgen fi led a citizen 
petition with FDA to request that FDA not fi le any biosimilar 
application in its discretion, unless the applicant agreed to follow 
all procedures under the patent dance. FDA denied this petition 
on 25 March 2015, pending any contrary outcome in the litiga-
tion [14]. Amgen has appealed the lower court’s decision, and 
the matter is pending in the Federal Circuit, which heard oral 
arguments on the pleadings on 3 June 2015. The main issues in 

the case are whether a biosimilar applicant needs to engage in 
all steps of the patent dance to take advantage of the biosimi-
lars approval pathway, or whether some or all of the steps are 
optional, and whether a biosimilar applicant can only provide 
180-day notice of commercial launch after approval of the bio-
similars license application or if notice of an intent to market 
following application approval is suffi cient.

While Celltrion/Hospira failed to meet the standard for a declar-
atory judgement for several Janssen patents related to Remi-
cade® (infl iximab) prior to fi ling its application, it appears that 
Janssen has fi led a patent litigation suit along with allegations 
that Celltion/Hospira failed to follow mandatory patent dispute 
procedures under the BPCIA, demanding that such procedures 
be followed. In this instance, Janssen has asserted that while 
Celltrion/Hospira timely provided its biosimilar license applica-
tion to Janssen and followed some patent dispute procedures, 
Celltrion/Hospira failed to disclose required manufacturing 
process information requested by Janssen to develop its list 
of potential patents to litigate. Janssen has also asserted that 
Celltrion/Hospira failed to follow procedures under the BPCIA 
by illegally shortening the patent litigation negotiation process 
from the list of patents exchanged by Janssen and that Celltion/
Hospira failed to provide an effective 180-day notice of com-
mercial launch, because such notice may only be provided after 
application approval, which has not yet occurred. The issues 
are therefore similar as with the Amgen v. Sandoz case, namely 
whether all or some patent dance steps need to be followed 
according to the BPCIA and what constitutes notice of 180-day 
advance notice of commercial launch. No dispositive motions 
have been decided in this case related to these pending issues. 
And at this point, it is uncertain what information has been 
exchanged for the two other publicly noticed and pending bio-
similar license applications fi led by Apotex referencing Amgen’s 
Neupogen® (fi lgrastim) and Neulasta® (pegfi lgrastim).

Additional considerations
At this point, there appears to be limited patent litigation chal-
lenges in the EU with a preference to patent issuance challenges 
and some limited country patent challenges. There are many unre-
solved issues. As more biosimilar product applications are fi led in 
the US, will there be greater incentives for testing patents in certain 
country markets before the US, especially if there is a UP/UPC, 
or will all major patent litigation continue to be in the US? Once 
FDA approves interchangeable biosimilars, how will that affect 
 European patent challenges, especially for  bridging  products, i.e. 
similar or same biological products marketed in both the EU and 
the US? Will the Federal Circuit require  biosimilar applicants to 
 follow all steps of the patent dance, some of them, or none of 
them, at the discretion of the parties?  Depending on the Federal 
Circuit’s  decision in the Amgen v. Sandoz case, will Congress 
amend the US biosimilars approval or litigation pathway? Will 
other tactics that challenge patents outside the US Federal courts 
such as IPRs in the USPTO or  litigation in the International Trade 
 Commission become more frequent strategies similar to how 
oppositions are used in the EU, because biosimilar patent litiga-
tion is too unwieldy? We are just at the tip of the iceberg when it 
comes to biosimilar patent challenges.

The subsequent manuscript will look at patent challenges in 
Canada and Japan, along with updates for the EU and the US.
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Index of abbreviations/acronyms
IPR – Inter Partes Review
A trial proceeding conducted by the Patent Trial and Appeal 
Board (PTAB) at the United States Patent and Trademark 
Offi ce (USPTO) to review the patentability of one or more 
claims in a patent only on a ground that could be raised 
under 35 U.S.C. §§ 102 or 103, and only on the basis of 
prior art consisting of patents or printed publications. The 
PTAB is created by statute and includes statutory members 
and Administrative Patent Judges. The PTAB is charged with 
rendering decisions on appeals from adverse examiner deci-
sions, post-issuance challenges to patents, and interferences.

UP – Unitary Patent
A proposed new type of European patent that would be 
valid in participating Member States of the EU with such uni-
tary effect registered upon grant, replacing validation of the 
European patent in the individual countries concerned. The 
unitary effect means a single renewal fee, a single owner-
ship, a single object of property, a single court (the Unifi ed 
Patent Court), and uniform protection, meaning that revoca-
tion as well as infringement proceedings are to be decided 
for the unitary patent as a whole rather than for each country 
individually.

UPC – Unifi ed Patent Court
A proposed common patent court for participation of all 
Member States of the European Union that would hear cases 
regarding infringement and revocation proceedings of Euro-
pean patents (including unitary patents) valid in the territo-
ries of the participating states, with a single court ruling being 
directly applicable throughout those territories. Requesting 
unitary patents upon the grant of certain  European patents 
will be possible from the establishment of the UPC.

Author’s notes
Patent litigation for this manuscript is used broadly to mean to 
bring or defend a legal patent action, which may be in a court or 
before another judicial body, e.g. a patent review board, such as 
the European Patent Offi ce or the United States Patent and Trade-
mark Offi ce, or another offi cial governmental or quasi-judicial 
body, where a patent may be enforced or a patent challenged in 
terms of validity, infringement, or enforceability.
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