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ABSTRACT

Psoriasis is a chronic, inflammatory, lifelong dis-
ease with a high prevalence (afflicting approxi-
mately 1-5% of the population worldwide) and is
associated with significant morbidity. The intro-
duction of biologic therapies has improved the
management of this disease. Multiple biologic
medicines that block cytokine signaling, includ-
ing tumor necrosis factor (TNF) antagonists
(adalimumab, etanercept, and infliximab) and
inhibitors of interleukin (IL)-17 (brodalumab,
ixekizumab, and secukinumab), IL-23 (guselk-
umab), or IL-12/23 (ustekinumab), are approved
for the treatment of psoriasis. Despite the clinical
benefits associated with use of biologics in psori-
asis, many patients are not treated with biologic
therapy, and access to treatment may be limited
for various reasons, such as high treatment costs.

Enhanced content To view enhanced content for this
article go to https://doi.org/10.6084/m9.figshare.
5886511.

J.-M. Carrascosa

Hospital Universitari Germans Trias I Pujol,
Universitat Autonoma de Barcelona, Badalona,
Barcelona, Spain

I. Jacobs (IX) - D. Petersel
Pfizer Inc, New York, NY, USA
e-mail: ira.jacobs@pfizer.com

R. Strohal
Federal Academic Teaching Hospital of Feldkirch,
Feldkirch, Austria

Patents for many biologics have expired or will
soon expire, and biosimilar versions of these
agents are available or in development. A
biosimilar is a biological product that is highly
similar to an approved biologic (i.e., originator or
reference) product, and has no clinically mean-
ingful differences in safety, purity, or potency
when compared with the reference product.
Biosimilars may offer less expensive treatment
options for patients with psoriasis; they also may
increase access to and address problems with
underutilization of biologic therapy. Biosimilar
development and approval follows a well-regu-
lated process in many countries, with guidelines
developed by the European Medicines Agency, US
Food and Drug Administration, and World Health
Organization. Currently, several anti-TNF
biosimilars are available for use in patients with
psoriasis, and other monoclonal antibodies are in
development. This review provides dermatolo-
gists and those who treat and/or manage psoriasis
with a working knowledge of the scientific prin-
ciples of biosimilar development and approval. It
also examines real-world experience with
biosimilars available for or used in dermatology
that will enable physicians to make informed
treatment decisions for their patients with
psoriasis.
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INTRODUCTION

Psoriasis is a chronic, inflammatory disease that
affects between 1% and 5% of the population
worldwide [1]. Psoriasis is associated with sig-
nificant morbidity and imparts a negative
impact on health-related quality of life similar
to the impact of depression, diabetes mellitus,
and congestive heart failure [1, 2]. Indeed,
patients with psoriasis often experience social
stigmatization, pain, discomfort, physical dis-
ability, psychological distress, and financial
hardship [3]. Psoriasis is also associated with an
increased prevalence of comorbid diseases and
risk factors, such as obesity, metabolic syn-
drome, cardiovascular disease, psoriatic arthritis
(PsA), and autoimmune disease [4]. Further-
more, severe psoriasis is associated with an
increased risk of mortality, most commonly due
to cardiovascular death [5].

Psoriasis is a lifelong disease, and long-term
treatment is necessary to manage the debilitat-
ing and serious consequences of this condition.
Biologic therapies have changed the way psori-
asis is managed, offering systemic treatments
that target key mechanisms of disease patho-
genesis. Biologics approved for the treatment of
psoriasis include tumor necrosis factor (TNF)
antagonists (adalimumab, etanercept, and
infliximab), interleukin (IL)-17 antagonists
(brodalumab, ixekizumab, and secukinumab),
and inhibitors of IL-23 (guselkumab) or IL-12/
23 (ustekinumab) [6-19].

Patents for many biologics are expiring [20],
thus granting others besides the patentees the
ability to make or sell the off-patented products.
This has led to the development and approval of
biosimilars. A biosimilar is a biologic product
that is highly similar to an approved biologic
(i.e., originator or reference) product,
“notwithstanding minor differences in clini-
cally inactive components,” and has no clini-
cally meaningful differences in safety, purity,
and potency from the reference product [21].
This review provides dermatologists and those
who treat and/or manage psoriasis with a
working knowledge of the scientific principles
for biosimilar development. It also examines
real-world experience with biosimilars that may

enable physicians to make informed decisions
for treatment of patients with psoriasis.

Compliance with Ethics Guidelines

This article does not involve any new studies of
human or animal subjects performed by any of
the authors.

CHALLENGES WITH BIOLOGIC
THERAPY FOR PSORIASIS: THE ROLE
OF BIOSIMILARS

Despite the benefits associated with clinical use
of biologics in patients with psoriasis or PsA
[18, 22-32], not all patients with these diseases
receive biologic therapy [33-37]. In a 2011
National Psoriasis Foundation survey of patients
with psoriasis or PsA in the USA, fewer than
30% reported receiving biologic therapies [33].
Similarly, in the 2012 Multinational Assessment
of Psoriasis and Psoriatic Arthritis survey of
patients, dermatologists, and rheumatologists
in North America and Europe, 5-25.9% of
patients with moderate-to-severe psoriasis or
PsA reported receiving biologic therapies
[34-36]. Physician-reported estimates of pre-
scribing biologic therapies were higher (derma-
tologists, 19.6-46.9%; rheumatologists,
33.4-52.7%), but also indicated underutiliza-
tion [36, 37].

Concerns regarding safety and/or tolerability
and lack or loss of effectiveness were the most
common reasons that patients discontinued
treatment or why physicians did not initiate or
continue patients’ treatment with biologic
therapies [33-37]. However, patients, derma-
tologists, and rheumatologists also reported
inadequate insurance coverage and/or cost as a
contributing factor [33-37]. The extent or
absence of insurance coverage impacts treat-
ment costs, and such factors can create financial
barriers that limit or contribute to inequalities
in access to biologic therapies. This is particu-
larly true in regions such as Latin America
where biologics used to treat moderate-to-severe
psoriasis are reimbursed in some (e.g.,
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Argentina, Colombia, Mexico, Venezuela) but
not other (e.g., Brazil, Chile) countries [38, 39].
The percentage of patients with moderate-to-
severe psoriasis worldwide who could benefit
from biological therapy may increase if finan-
cial constraints were improved. Patents for
adalimumab, etanercept, and infliximab have
expired or will soon expire in Europe and in the
USA [20]. As a result, anti-TNF biosimilars are
available or in development. The European
Medicines Agency (EMA) and the US Food and
Drug Administration (FDA) have approved
biosimilars of adalimumab [Amgevita/Solymbic
and Imraldi (EMA); Amjevita (FDA) and Cyltezo
(EMA and FDA)], etanercept [Benepali (EMA)
and Erelzi (EMA and FDA)], and infliximab
[Remsima/Inflectra and Flixabi (EMA); Inflectra,
Ixifi, and Renflexis (FDA)] (Table 1) [40-59].
Additional biosimilars are under review by these
regulatory agencies, and more are in research
and development (Table 2) [60-63]. As a treat-
ment option for patients with psoriasis,
biosimilars may provide savings and efficiencies
to healthcare systems and increase patient
access to therapy, improving the problem of
underutilization of biologic therapy [64-66].

REGULATORY FRAMEWORK

FOR BIOSIMILAR DEVELOPMENT
AND APPROVAL: A GLOBAL
PERSPECTIVE

Biologic medicines include a range of products
that are isolated from natural sources or man-
ufactured using living systems. Biologics are
typically 100- to 1000-fold larger than chemi-
cally synthesized drugs and have molecular
structures that are not as easily characterized
[67]. Many biologics are proteins developed
through recombinant DNA technology. This
multistep process is technically challenging,
and knowledge about the development of a
biologic is proprietary and confidential to the
manufacturer [68]. Consequently, a biosimilar
developer must use reverse-engineering manu-
facture to independently establish a new pro-
duction process capable of delivering a drug
that is highly similar to the originator [68, 69].

Variability in or changes to any step of the
manufacturing process for a biologic or differ-
ences between the manufacturing processes for
an originator and biosimilar can substantially
impact the physicochemical and functional
properties of a biologic product (Fig. 1) [68, 69].
For this reason, and because of the size and
complexity of biologics, it is not possible to
create an exact copy of an originator drug.
Therefore, developers must demonstrate
biosimilarity between the proposed biosimilar
and the licensed product [21, 70-72], which
means “the biological product is highly similar
to the reference product notwithstanding
minor differences in clinically inactive compo-
nents” and that “there are no clinically mean-
ingful differences between the biological
product and the reference product in terms of
safety, purity, and potency of the product” [21].
This is in contrast to regulatory approval of
small-molecule generics, which only requires a
demonstration of pharmaceutical equivalence
and bioequivalence.

The process of biosimilar development and
approval is well regulated in many countries,
with guidelines developed by the EMA, FDA,
Health Canada, and World Health Organiza-
tion (WHO), among others [21, 70-74]. Reg-
ulatory agencies recommend using a stepwise
approach to generate data that support a
demonstration of biosimilarity [21, 70-72].
As a first step, guidelines recommend exten-
sive analytical (structural and functional)
assessments, beginning with a detailed anal-
ysis of the primary amino acid sequence and
secondary and tertiary structure for the
potential biosimilar and the originator
(21, 71-74].

Additional relevant characterization studies
are usually conducted to confirm similarity
between the potential biosimilar and originator
and may include higher-order structural analyses
of dimers or other complexes, post-translational
modifications, and other potential variations
(e.g., deamidation and oxidation) that could
impact the biologic activity of the protein
[21, 72, 74]. For example, immunoglobulin (Ig)
class G (IgG) therapeutic proteins are typically
glycosylated, and the degree of glycosylation at
the Fc (crystallizable fragment) domain affects
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Table 1 Anti-TNF biosimilars approved in Europe and the USA for the treatment of patients with moderate-to-severe

plaque psoriasis

Reference Biosimilar Brand name (INN); year of Indication(s) tested” PASI (%), PASI (%),
product, brand authorization® biosimilar reference
name (INN) Europe USA product product
Humira ABP 501 Amgevita/Solymbic  Amjevita Moderate-to-severe plaque Week 16 Week 16
(adalimumab) (adalimumab); (adalimumab- psoriasis; moderate-to- )
2017 [52] atto); 2016 severe RA [58, 59] PASL75: 744 827
[49] PASI90: 47.1 474
BI 695501 Cyltezo Cyltezo Moderate-to-severe active RA  NA NA
(adalimumab); (adalimumab- [53]
2017 [52] adbm); 2017
[51]
SB5 Imraldi - Moderate-to-severe RA [57] NA NA
(adalimumab);
2017 [52]
Enbrel SB4 Benepali - RA [41] NA NA
(etanercept) (etanercept);
2016 [52]
GP2015 Erelzi (etanercept);  Erelzi Moderate-to-severe plaque Week 12 Week 12
2017 [52] (etanercept- psoriasis [42] PASI75: 734 75.7
szzs); 2016
(43] PASI 90: Nk NR
Remicade SB2 Flixabi (infliximab); ~ Renflexis Moderate-to-severe RA [40)] NA NA
(infliximab) 2016 [52] (infliximab-
abda); 2017
[50]
CT-P13 Inflectra/Remsima Inflectra AS; RA [44, 45, 47, 48, 54] NA NA
(infliximab); (infliximab-
2013 [52] dyyb); 2016
[46]
PF-06438179/GP1111  -© Ixifi (infliximab- RA [55] NA NA
gbex); 2017
[56]

AS ankylosing spondylitis, EMA European Medicines Agency, FDA US Food and Drug Administration, /NN International Nonproprietary Name, NA not
applicable, NR not reported, PASI Psoriasis Area and Severity Index, R4 rheumatoid arthritis, 7NF tumour necrosis factor

* Authorization by EMA or FDA

Refers to comparative efficacy and safety trials of biosimilar to reference product(s)
¢ Marketing authorization application was submitted for review by EMA, May 2017 [62]

their interaction with target cells and subsequent
effector functions [67, 75, 76]. IgGs lacking ter-
minal galactose demonstrate reduced binding to
complement protein Clq, resulting in reduced
complement-dependent cytotoxicity [76]. By
contrast, 1gGs lacking the core fucose residue
demonstrate enhanced binding to the Fc receptor
FcyRlIlla and, therefore, show increased antibody-
dependent cellular cytotoxicity [76]. The presence
of high mannose or sialylated glycans can also
affect IgG binding and, as a consequence, increase
or decrease antibody-dependent cellular cytotox-
icity and complement-dependent cytotoxicity
[77]. In addition, high-mannose glycans can
influence protein half-life by increasing serum
clearance of IgG [75]. Furthermore, deamidation,

oxidation, and other chemical modifications that
promote degradation could lead to the formation
of protein aggregates that exhibit little or no drug
activity and increase the potential for immuno-
genicity [78].

Next, in vitro studies of biologic activity, and
any other relevant characteristics, are con-
ducted to confirm that the biosimilar acts on
the same target or physiologic process and with
similar potency as the originator [21, 71-74].
The potential impact of (even subtle) differ-
ences in structure or function between the
biosimilar and originator on efficacy and safety
may not be clear on the basis of analytical data
alone and, therefore, must be further evaluated
in nonclinical and clinical studies. Nonclinical
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Table 2 Proposed anti-TNF biosimilar products in development

Reference Proposed biosimilar (Pharma)

product

Stage of development

Adalimumab BCD-057 (Biocad)

CHS-1420 (Coherus BioSciences Inc)

FKB327 (Fujifilm Kyowa Kirin Biologics
Co, Ltd)

GP2017 (Sandoz)

LBAL (LG Life Sciences Ltd/Mochida
Pharmaceutical Co, Ltd)

M923 (Momenta Pharmaceuticals Inc)

MSB11022 (EMD Serono Research &
Development Institute, Inc/Merck
KGaA)

Myl-1401A (Mylan)

ONS-3010 (Oncobiologics Ltd)

PF-06410293 (Pfizer Inc)

Etanercept  CHS-0214 (Coherus BioSciences Inc/
Daiichi Sankyo Co, Ltd/Shire)
LBECO0101 (LG Life Sciences Ltd/
Mochida Pharmaceutical Co, Ltd)
Infliximab ABP 710 (Amgen)

BCD-055 (Biocad)

NI-071 (Nichi-Iko Pharmaceutical Co,
Ltd)

Clinical trials (phase III in moderate-to-severe plaque

psoriasis)*

Clinical trials (phase III in moderate-to-severe plaque
psoriasis)*

Clinical trials (phase III in active RA)% submitted for review by

EMA, May 2017 [61]

Clinical trials (phase III in moderate-to-severe active RA and

moderate-to-severe plaque psoriasis)®; submitted for review

by EMA, May 2017 [62]
Clinical trials (phase III in active RA)*

Clinical trials (phase III in moderate-to-severe plaque

i a
psoriasis)

Clinical trials (phase III in moderate-to-severe plaque psoriasis,
and moderate-to-severe active RA)*; submitted for review by

EMA, December 2017 [63]

Clinical trials (phase III in moderate-to-severe chronic plaque

. ya
psoriasis)

Clinical trials (phase III in moderate-to-severe plaque

psoriasis)*
Clinical trials (phase III in moderate-to-severe active RA)*

Clinical trials (phase III in active RA and plaque psoriasis)®

Clinical trials (phase III in active RA)% submitted for review by
Japanese Medicines Regulatory Agency, Jan 2017 [60]

Clinical trials (phase III in moderate-to-severe active RA)*

Clinical trials (phase III in AS, and active RA)*
Clinical trials (phase III in active RA)*

AS ankylosing spondylitis, Pharma pharmaceutical company, R4 rheumatoid arthritis, 7NF tumour necrosis factor

* Registered on ClinicalsTrials.gov, the International Clinical Trials Registry Platform, or the European Union Clinical

Trials Register

in vivo studies include assessment of toxicoki-
netics and/or toxicity [21, 72, 73]. The need for
and extent of in vivo animal studies will depend
on “the extent of known similarities or differ-
ences” between the proposed biosimilar and

originator, as determined through analytical
assessments [21]. However, regulatory agencies
may be moving away from requiring in vivo
nonclinical evaluation because extensive
physicochemical and in vitro biological
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v

May produce alterations in primary, secondary or higher-order structures;
glycosylation profile, overall molecular charge heterogeneity; degree of aggregation

Fig. 1 Overview of biologic manufacturing process [69].
Most biologics are recombinant proteins produced through
a multistep process. First, a vector containing complemen-
tary DNA for the protein of interest and a
selectable marker is transferred into a suitable host cell
(e.g., bacterium, mammalian cell). Next, a master cell bank
is established through positive selection of transformed
cells expressing the selectable marker in the presence of an
antibiotic or inducing agent. A starter culture of cells is
then transferred from the master cell bank to a bioreactor
where, under optimal growth conditions, it can undergo
large-scale expansion and recombinant protein production.
Cell cultures are recovered through centrifugation, and the
recombinant protein is purified from culture media
through a series of chromatographic steps. The physico-
chemical and biological properties of the recombinant
protein are extensively characterized, after which it
undergoes formulation and packaging. Changes to any
steps in the manufacturing process (arrows and text) can
alter the safety and effectiveness of the biologic product.

characterization establishes the core of biosim-
ilarity [79].

On the basis of the totality of the evidence
from analytical and nonclinical studies, a tai-
lored clinical trial program for the potential
biosimilar is designed as a final comparative
evaluation to confirm that the product has
similar efficacy, safety, and immunogenicity to
the originator. Requirements include compara-
tive clinical pharmacokinetics and clinical
studies [21, 71-73]. The most suitable design for
biosimilarity studies is an equivalence trial
because its primary objective is to show that
differences between treatment groups are not
clinically meaningful [80]. Furthermore, guide-
lines recommend wusing a population of
patients, treatment setting, and clinical end-
points that are adequately sensitive to identify
any potential differences versus the originator
[21, 72, 73]. Finally, biosimilarity studies are not

For example, changing the cell-expression system in which
a recombinant protein is produced could alter its glyco-
sylation patterns and, in turn, the protein’s immunogenic
potential [69]. Differences in a licensed originator biologic
may arise over time as a result of planned changes to its
manufacturing process made by the same manufacturer
[68]. Accordingly, pre-change and post-change products
are compared to demonstrate that any changes to the
manufacturing processes have no adverse impact on the
quality of the product [68]. This comparability assessment
is based on extensive knowledge about the product and
existing manufacturing process as well as the nature of the
manufacturing change, and is typically addressed with
analytical studies [68]. The comparability assessment is
distinct from the biosimilarity assessment, which requires a
demonstration of no clinically meaningful differences
between the potential biosimilar and originator product
based on extensive comparative analytical, nonclinical, and
clinical assessments [68]

required to demonstrate the mechanism of
action, dose-finding, or clinical benefit over the
current standard treatment because these were
established by clinical studies conducted for the
originator [72, 81].

BIOSIMILARS IN DERMATOLOGY:
KEY ISSUES AND CLINICAL
EXPERIENCE

Postapproval Safety Monitoring

As for most biological products, data from
preapproval clinical studies of a biosimilar are
usually too limited to identify all potential
adverse events (AEs) [72]. In addition, preap-
proval clinical testing is usually insufficient to
detect rare but potentially serious safety risks
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because of the small or limited study popula-
tions in which the biosimilar is evaluated
[21, 72, 73]. Therefore, the WHO and regulatory
agencies such as the EMA and FDA recommend
postapproval monitoring to evaluate the long-
term safety of biosimilar products [21, 72, 73].
In general, the WHO and regulatory agencies
recommend that pharmacovigilance plans con-
sider any known or potential safety issues asso-
ciated with use of the reference product and its
class, correspond with plans used for the origi-
nator, and include ongoing assessment of
immunogenicity [21, 72, 73]. However, regula-
tory agencies vary in their requirements for
postapproval monitoring. For example, the EMA
requires that pharmacovigilance and risk man-
agement plans are included as part of biosimilars
regulatory submissions [73]. By contrast, the FDA
has not yet defined a requirement for pharma-
covigilance plans [21]. Rather, the agency
encourages sponsors to discuss their pharma-
covigilance plans with appropriate regulatory
divisions as some aspects of postapproval safety
monitoring are product-specific [21].

Extrapolation

Biosimilar guidelines permit extrapolation of
data, allowing the approval of a biosimilar for
use in an indication that was not directly stud-
ied in a comparative clinical trial with the
biosimilar, but for which the originator biologic
is approved [21, 70-73]. For example, biosimi-
lars of infliximab [CT-P13 (Inflectra/Remsima),
PF-06438179/GP1111 (Ixifi) and SB2 (Flixabi;
Renflexis)] were studied in patients with
rheumatoid arthritis (RA) and/or ankylosing
spondylitis (AS) in the initial development
programs [40, 44, 45, 47, 48, 54, 53], but
through extrapolation have been approved by
the EMA or FDA for all licensed indications of
the originator, excluding those protected by
data exclusivity [56, 82-86]. The comparative
clinical study to assess efficacy and safety of the
etanercept biosimilar GP2015 (Erelzi) was con-
ducted in patients with chronic plaque psoriasis
[42]. With the application of extrapolation, the
EMA and FDA approved GP2015 for all licensed
indications of the originator [43, 87]. After

being evaluated in a comparative clinical study
in patients with RA [41], another etanercept
biosimilar, SB4 (Benepali), also was granted
marketing authorization by the EMA for the full
range of indications of the originator [88, 89].

Similarly, two comparative clinical studies
were conducted for the adalimumab biosimilar
ABP 501 (Amgevita/Solymbic; Amjevita): one in
patients with moderate-to-severe psoriasis and
one in patients with moderate-to-severe RA
[58, 59]. Both were submitted for regulatory
review, and through extrapolation, ABP 501 was
approved by the EMA for all licensed indica-
tions of the originator and by the FDA for the
treatment of RA, juvenile idiopathic arthritis,
PsA, AS, psoriasis, adult Crohn’s disease (CD),
and ulcerative colitis (UC) [49, 90, 91]. Finally,
the adalimumab biosimilars SB5 (Imraldi) and
BI 695501 (Cyltezo) were studied in patients
with moderate-to-severe RA [53, 57], but
through extrapolation SBS was approved by the
EMA for all and BI 695501 was approved by the
EMA and FDA for multiple indications of the
originator product [51, 92, 93].

Extrapolation reduces the need for clinical
studies with the biosimilar in all licensed indi-
cations of the originator product [94]. However,
there must be sufficient scientific justification
for extrapolation that addresses the molecular
mechanism(s) of action (e.g., target receptors,
binding, dose-response and pattern of molecu-
lar signalling upon target binding, and location
and expression of the target/receptors) in each
indication for which approval is sought; the
pharmacokinetics, biodistribution, and
immunogenicity of the product in different
patient populations; and differences in expec-
ted toxicities in each indication and patient
population [21, 71-73]. Furthermore, to be
considered for extrapolation, biosimilarity to
the originator product must be demonstrated
using a clinical model that is sensitive to detect
potential differences between the originator
and the potential biosimilar [21, 71-73]. Safety
and immunogenicity of the biosimilar should
be sufficiently characterized, and no unique or
additional safety issues should be expected for
the non-studied indications [72].

Different indications have been seen as
the most sensitive clinical model for

I\ Adis



180

Dermatol Ther (Heidelb) (2018) 8:173-194

extrapolation [95]. For example, in the case of
infliximab, psoriasis may be more sensitive than
RA to detecting potential differences between
an originator and the potential biosimilar
because of its greater discriminatory ability in
terms of response [e.g., placebo-adjusted differ-
ence in response is 74-82% for Psoriasis Area
and Severity Index (PASI) 75 vs. 8-25% for
American College of Rheumatology 20] [95]. In
addition, use of concomitant methotrexate for
treatment of RA could confound conclusions
about potential differences in immunogenicity
[95]. While these considerations are important,
regulatory decisions about extrapolation are
based on the totality of the evidence, including
structural, physicochemical, functional, non-
clinical, and clinical data, all of which must
support similarity of the biosimilar to the orig-
inator [21, 72, 73].

As described, all infliximab and some adali-
mumab and etanercept biosimilars were
approved for psoriasis on the basis of extrapo-
lation of clinical data from studies conducted in
patients with rheumatic disease. The lack of
clinical data for psoriasis and other extrapolated
indications could impact the use of biosimilars
in clinical practice. In a survey of US speciality
physicians, including dermatologists, gastroen-
terologists, hematologist-oncologists, medical
oncologists, nephrologists, and rheumatolo-
gists, only 12.3% of respondents cited they were
comfortable with the concept of extrapolation
and would use a biosimilar for all approved
indications [96]. However, education of physi-
cians about biosimilars could increase their
acceptance of indication extrapolation. A cross-
sectional survey of dermatologists worldwide
reported that physicians who were “fairly to
very familiar” with biosimilars were also more
comfortable in prescribing biosimilars for pso-
riasis if studied in a non-psoriasis indication
versus physicians who were “very unfamiliar”
with biosimilars [97].

Transitioning or Switching

With the availability of biosimilars, clinicians
may need to consider switching between an
originator product and a biosimilar. Clinical

decisions about switching should take into
account the possible effects of changing therapy
on drug efficacy and patient safety [98].
Accordingly, physicians may rely on data from
biosimilar studies in which patients transition
from one treatment to another (e.g., from A to
B, but not vice versa), switch once from each
treatment to the other (e.g., single-switch from
A to B and from B to A), or switch treatments
multiple times (e.g., from A to B to A and from B
to A to B) [98].

Infliximab

Three randomized controlled trials (RCTs) have
compared originator infliximab (Remicade®)
and the infliximab biosimilar CT-P13 (Inflectra/
Remsima) in patients with rheumatic disease:
the PLANETRA trial in patients with RA, the
PLANETAS trial in patients with AS, and a phase
I/1I trial in Japanese patients with RA (Takeuchi
et al.) [44, 45, 47, 48, 54]. In each trial, patients
who completed the 54-week double-blind
treatment phase received CT-P13 in an open-
label extension (OLE) study and, therefore,
provided data on single transition from origi-
nator infliximab to CT-P13 (transition group)
versus continued treatment with CT-P13
(maintenance group) [99-101].

All studies demonstrated similar efficacy
between transition and maintenance groups
after 48 (PLANETRA and PLANETAS) or 72
(Tanaka et al.) weeks [99-101]. Furthermore, in
each trial the proportion of patients with anti-
drug antibodies (ADAs) was similar between
transition and maintenance groups, suggesting
that there is no detrimental effect of transi-
tioning on immunogenicity: PLANETRA: 44.8%
(64/143) versus 40.3% (64/159); PLANETAS:
27.4% (23/84) versus 23.3% (21/90); Tanaka
et al.. 17.4% (4/23) versus 15.6% (5/32)
[99-101]. The incidence of treatment-emergent
AEs (TEAEs) was comparable between transition
and maintenance groups in the PLANETRA
[53.8% (77/143) vs. 53.5% (85/159)] and Tanaka
et al. [87.9% (29/33) vs. 89.5% (34/38) at week
1035] studies, but numerically higher for transi-
tion versus maintenance groups in the PLANE-
TAS study [71.4% (60/84) vs. 48.9% (44/90)]
[99-101]. However, incidence of TEAEs in both
groups of the PLANETAS study was within the
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range reported in historical studies of originator
infliximab, and the majority of TEAEs were mild
to moderate in severity [99].

A limitation of these OLE studies is that they
were not designed or powered to evaluate
noninferiority or equivalence of transitioning
from originator infliximab to CT-P13 versus
continued treatment with CT-P13 [99-101].
However, their results are complemented by
data from the NOR-SWITCH study that was
designed to evaluate noninferiority of transi-
tioning from originator infliximab to CT-P13
versus continued treatment with originator
infliximab. In the NOR-SWITCH trial, adult
patients with psoriasis, PsA, RA, spondy-
loarthritis, CD, and UC on stable infliximab
treatment for at least 6 months were random-
ized in a blinded manner to either continued
treatment with originator infliximab (mainte-
nance group, n = 241) or a transition to CT-P13
(transition group, n=241) [102]. The inci-
dences of TEAEs (70% vs. 68%) and ADAs (7%
vs. 8%) were similar between maintenance and
transition groups, respectively [102]. Among all
patients, 26.2% of those in the maintenance
group and 29.6% in the transition group expe-
rienced disease worsening after 52 weeks [102].
The 95% confidence interval (CI; — 12.7% to
3.9%) of the adjusted treatment difference
(— 4.4%) was within the prespecified non-infe-
riority margin (15%) and confirmed noninferi-
ority in efficacy between groups [102]. However,
sample sizes were small (psoriasis, n = 35; PsA,
n=30; RA, n=77; spondyloarthritis, n=91;
CD, n=1355; and UC, n = 93) and the study was
not powered to demonstrate noninferiority
within each indication [102]. In addition, the
noninferiority margin of 15% might have been
too wide to exclude all clinically important
differences between treatments [102].

One RCT evaluated the safety and efficacy of
switching (at week 30) from CT-P13 to origina-
tor infliximab (CT-P13 switch) and from origi-
nator infliximab to CT-P13 (INX switch;
n = 55/group) versus continued treatment with
CT-P13 (CT-P13 maintenance, n = 56) or origi-
nator infliximab (INX maintenance, n = 54) in
patients with CD [103]. At week 54, Crohn’s
Disease Activity Index-70 response rate (CT-P13
maintenance, 78.6%; CT-P13 switch, 70.9%;

INX maintenance, 70.4%; and INX switch,
76.4%) and other measures of efficacy were
comparable among the treatment groups [103].
Likewise, after week 30, incidence of adverse
drug reactions (CT-P13 maintenance, 5.4%; CT-
P13 switch, 7.3%; INX maintenance, 11.1%j;
and INX switch, 9.1%) and other safety out-
comes were comparable across groups [103].
The study was not powered to compare groups
after switching [103]; however, the data build
on other evidence that support switching
patients from originator infliximab to CT-P13.

Observational studies of real-world experi-
ence with CT-P13 also provide transition data.
One of the largest transition cohorts comprised
802 patients in Denmark with RA, PsA, or axial
spondyloarthritis treated with originator inflix-
imab for a median of more than 6 years [104].
All patients transitioned to CT-P13 for eco-
nomic (non-medical) reasons and were moni-
tored prospectively in the nationwide DANBIO
registry for 413 (339-442) days. Disease activity
and flare rates were similar in the 3 months
before and after transition to CT-P13 [104].
Furthermore, preliminary data in a subgroup of
patients (n=231) demonstrated comparable
rates of ADA-positivity before and after transi-
tioning (56% vs. 51%) [105].

Real-world data on transitioning from origi-
nator infliximab to CT-P13 in patients with
psoriasis are available from a small, single-cen-
ter observational study [106]. The authors
reported no changes of PASI and visual analog
pain scale scores (p>0.05) and no additional
AEs in patients (n = 30) who transitioned to CT-
P13 [106]. However, clinical response data after
transition were not reported, and follow-up was
limited [median of 23 (range 13-33) weeks]
[106]. One additional study of patients in Den-
mark with moderate-to-severe psoriasis treated
with biologics and monitored prospectively in
the DERMBIO registry reported no significant
difference in risk of discontinuation between
patients who transitioned from originator
infliximab to CT-P13 (Remsima) and those who
continued originator infliximab over a 2-year
period (hazard ratio 1.64, 95% CI 0.69-3.89,
p=0.264) [107].

Published data from other small (n = 31-56)
or single-center studies of transition from
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originator infliximab to CT-P13 in patients with
rheumatic disease are generally consistent,
demonstrating no apparent negative impact of
transitioning on efficacy or safety [108-112].
However, varying discontinuation rates
(3-28.2%) have been reported across observa-
tional studies [104, 108-112]. In addition, some
studies reported patients who discontinued CT-
P13 and switched back to originator infliximab
[108, 110, 111]. However, in at least some cases,
these patients discontinued for subjective rea-
sons without objective deterioration of disease
[108, 110, 111].

Finally, one RCT evaluated the safety and
efficacy of transitioning from originator inflix-
imab to the infliximab biosimilar SB2 (Flixabi;
Renflexis) [113]. In this study, patients with
moderate-to-severe RA were randomized to
receive originator infliximab or SB2 during a
46-week, double-blind treatment phase. Then,
patients who received originator infliximab
were re-randomized at week 54 to receive either
SB2 (transition group, n=94) or originator
infliximab (maintenance group, n = 101) up to
week 70. Disease activity was comparable
between transition and maintenance groups, as
was the incidence of TEAEs (36.2% vs. 35.6%)
and ADA-positivity rates (45.7% vs. 50.5%).

Etanercept

One RCT has compared originator etanercept
(Enbrel®) and the etanercept biosimilar SB4
(Benepali) in patients with RA [41]. In this trial,
patients who completed a 52-week, double-
blind treatment period were enrolled into an
OLE study, during which they received SB4 for
an additional 48 weeks and, therefore, provided
data on single transition from etanercept to SB4
(transition group, n=119) versus continued
treatment with SB4 (maintenance group,
n=126) [114]. Efficacy was comparable
between transition and maintenance groups, as
was the incidence of TEAEs (48.7% vs. 47.6%)
and ADA-positivity rates (0.9% vs. 0.8%) [114].
Real-world data on transitioning from etaner-
cept to SB4 are available from one observational
study of patients in Denmark with moderate-to-
severe psoriasis treated with biologics and
monitored prospectively in the DERMBIO reg-
istry [107]. The authors reported no significant

difference in risk of discontinuation between
patients who transitioned from originator
etanercept to SB4 and those who continued
originator etanercept over a 6-month period
(hazard ratio 0.46, 95% CI1 0.11-1.98, p = 0.297)
[107].

Another RCT (EGALITY) comparing origina-
tor etanercept to the etanercept biosimilar
GP2015 (Erelzi) in patients with psoriasis
incorporated a multiple-switch design to eval-
uate the safety and efficacy of alternating
between treatments [42, 115]. In this study,
patients were randomized to receive originator
etanercept or GP2015 during a 12-week, double-
blind treatment period [treatment period 1
(TP1)], after which patients were re-randomized
either to continue the same treatment (contin-
ued etanercept and continued GP2015) or to
undergo a sequence of three treatment switches
(switch etanercept and switch GP2015) every
6 weeks until week 30 (TP2). Thereafter, patients
were maintained on the last treatment received,
up until week 52. An analysis of pooled con-
tinued and pooled switch groups demonstrated
that repeated switching between the two treat-
ments did not have any negative effect on drug
efficacy [42, 115]. The incidence of TEAEs dur-
ing TP2 was similar between pooled continued
(34.9%) and pooled switch (36.7%) treatment
groups [115]. Furthermore, no patients from
either the pooled continued or pooled switch
groups tested positive for ADAs during TP2
[115].

Adalimumab

Two RCTs have evaluated single transition from
originator adalimumab (Humira®) to the adali-
mumab biosimilar ABP 501 (Amgevita/Solym-
bic; Amjevita), one each in patients with RA or
psoriasis [116, 117]. In the RA study, patients
who completed a 26-week, double-blind treat-
ment period were enrolled into an OLE study,
during which patients transitioned from origi-
nator adalimumab to ABP 501 (transition group)
or continued treatment with ABP 501 (mainte-
nance group) for an additional 68 weeks [116].
The authors reported similar safety and efficacy
profiles between the transition and mainte-
nance groups; however, clinical outcomes for
individual groups were not presented [116].
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In the psoriasis study, patients were randomized
to receive originator adalimumab or ABP 501
during a 16-week, double-blind treatment
phase, after which patients on originator adali-
mumab were re-randomized to either continued
treatment with originator adalimumab (main-
tenance group) or a transition to ABP 501
(transition group) [117]. Safety and efficacy were
not reported. However, incidence of ADAs in the
transition group (72.7%) was noninferior to that
in the maintenance group (74.7%); the upper
bound of the 95% CI (— 13.3% to 13.0%) for the
treatment difference was within the noninferi-
ority margin of 21.7% [117].

Transition data for the adalimumab biosim-
ilars BI 695501 (Cyltezo) and SBS (Imraldi) are
available from RCTs conducted in patients with
RA [118, 119]. In the study of BI 695501,
patients receiving originator adalimumab dur-
ing the initial 24-week treatment period were
re-randomized to transition to BI 695501 (full
analysis set, n=147; safety analysis set,
n = 146) or continue on originator adalimumab
(n = 148) until week 48 [118]. Response rates
and changes from baseline in disease activity
were similar between transition and continua-
tion groups up to week 48, as was the incidence
of TEAEs from weeks 24 to 58 (42.5% vs. 34.5%)
[118]. Likewise, immunogenicity was similar
between groups up to week 48; ADA-positivity
rates at weeks 24 and 48, respectively, were
44.5% and 36.2% for patients who transitioned
to BI 695501 and 50.3% and 49.6% for patients
who continued originator adalimumab [118]. In
the study of SBS5, patients on originator adali-
mumab during the initial 24-week treatment
period were re-randomized to transition to SBS
(n=125) or continue on originator adali-
mumab (n = 129) up to week 50 [119]. Efficacy
was comparable between transition and con-
tinuation groups up to week 52, as was the
incidence of TEAEs (37.6% vs. 33.1%) and ADA-
positivity rates (16.8% vs. 18.3%) [119].

Summary and Considerations Regarding
Transitioning or Switching

Currently available studies of infliximab, etan-
ercept, and adalimumab biosimilars are
encouraging, and suggest that transitioning
from an originator biologic to its biosimilar has

no adverse effects on efficacy, safety, or
immunogenicity. However, the level of evi-
dence varies across products, with most pub-
lished data for infliximab and most transition
studies conducted in patients with rheumatic
disease. No published studies of infliximab or
adalimumab biosimilars and only one pub-
lished study (EGALITY) of etanercept biosimi-
lars investigated the safety and efficacy of
alternating between an originator biologic and
its biosimilar. Few studies were conducted in
patients with psoriasis; however, switch data
from EGALITY as well as transition data from
one RCT of ABP 501 and one observational
study of CT-P13 (Remsima) and SB4 are
encouraging.

When considering a change in therapy,
results obtained with one biosimilar should not
be generalized to other biosimilars of the same
biologic or to biosimilars of other biologic drugs
[98]. For example, the effect of repeated
switching between etanercept and GP2015 on
immunogenicity should not be generalized to
other etanercept biosimilars or to biosimilars of
other anti-TNF biologics with higher immuno-
genic potential. Finally, not all studies were
formally designed to evaluate non-inferiority
or equivalence of transitioning, or switching
between originator and biosimilar products.
Accordingly, further studies with adequate
power to evaluate statistical significance of dif-
ferences between transition or switch and
maintenance groups will be welcome and con-
tribute clinically meaningful information about
the safety and efficacy of transitioning, switch-
ing, or alternating between an originator bio-
logic and its biosimilar drug.

Interchangeability

In the USA, an approved biosimilar may also be
granted interchangeability status by the FDA
[120]. To receive this regulatory designation,
draft guidance issued by the FDA requires that
an application for an interchangeable biosimilar
product include sufficient evidence to show
that the biosimilar product “can be expected to
produce the same clinical result as the reference
product in any given patient” [120].
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Furthermore, for interchangeability designa-
tion, information in the application must be
sufficient to show that “for a biological product
[biosimilar] that is administered more than
once to an individual, the risk in terms of safety
or diminished efficacy of alternating or switch-
ing between use of the biological product
[biosimilar] and the reference product is not
greater than the risk of using the reference
product without such alternation or switch”
[120].

To support a demonstration of interchange-
ability, draft guidance requires data from a
switching study(ies) that incorporates two or
more alternating exposures (switch intervals) to
the potential interchangeable product and the
originator product [120]. VOLTAIRE-X is the
first study in the USA to investigate inter-
changeability designation for an adalimumab
biosimilar [121]. This study is recruiting
patients with moderate-to-severe chronic pla-
que psoriasis and will compare the pharma-
cokinetics, efficacy, safety, and immunogenicity
of repeated switching between originator adali-
mumab and the adalimumab biosimilar BI
695501 versus continued treatment with adali-
mumab [121]. The aforementioned EGALITY
study also incorporated a multiple-switch
design that is in agreement with draft inter-
changeability guidance; however, as noted
above, the study was not powered to demon-
strate equivalence of repeated switching
between originator etanercept and the etaner-
cept biosimilar GP2015 versus continued treat-
ment with either drug [42].

Interchangeable designation may allow for
automatic substitution [120]; however, sub-
stitution policies are determined by individ-
ual state laws, not by the FDA. By contrast,
European regulations do not define inter-
changeability, and such regulatory designa-
tion is not granted by the EMA [70, 122].
Rather, decisions about interchangeability
and substitution are made by individual
member states. Several national organizations
and societies have issued papers or state-
ments on interchangeability, substitution,
and other considerations for the use of
biosimilars in psoriasis with recommenda-
tions that support improving access to

biologic therapies and ensuring patient safety
(Table 3) [123-127].

NON-COMPARABLE
BIOTHERAPEUTIC PRODUCTS

Clinicians should also be aware of “non-compa-
rable biotherapeutic products”, also known as
“intended copies” [128]. Intended copies have
not been approved following a regulatory path-
way that is in alignment with requirements for
establishing biosimilarity, as defined by leading
regulatory authorities (e.g., EMA, FDA, and
Health Canada) or the WHO [21, 70-72, 128]. As
such, these products cannot be considered
biosimilars [128]. Intended copies have not been
identified in the USA or European Union [129],
but were introduced in some countries without
stringent regulatory frameworks or before the
implementation of pathways for biosimilar
approval [128]. Intended copies are marketed in
several Latin American countries; however, some
countries have issued regulation mandating re-
evaluation of these products in accordance with
current regulation for biosimilars [129, 130].

ECONOMIC IMPACT OF
BIOSIMILARS ON THE
BURDEN OF PSORIASIS

Costs associated with psoriasis can place con-
siderable economic burden on patients and
healthcare systems. Recent estimates of the
annual total and direct healthcare costs of
moderate-to-severe psoriasis were $22,713 per
patient and $13,731 (mean), respectively, in the
USA (adjusted to 2012 US dollars) and
€1617-13,343 and €1314-8966 per patient-year,
respectively, across France, Germany, Italy, and
Spain (adjusted to 2015 euros) [131, 132]. Fur-
thermore, healthcare expenditure is substan-
tially greater with biologic drugs versus
conventional systemic therapies [39, 133]. In a
2014 meeting on economic crisis and health-
care, the Council of the European Union con-
cluded “the prices of many new innovative
medicines are very high in relation to the public
health expenditure capacities of most Member
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States, and that this pricing situation could
destabilize health systems in Member States
already weakened by the financial crisis” [134].
Biosimilars may provide a lower-cost alterna-
tive to biologic therapies. For example, an anal-
ysis of commercial databases providing data on
biosimilar market share and price discounts (vs.
originator biologics) in Europe estimated the
average biosimilar price discount around 15%
(range 0-32%) across Belgium, France, Germany,
Greece, Hungary, Italy, Poland, Spain, Sweden,
and the UK [135]. Likewise, a survey of biosimilar
pricing and reimbursement in Central and East-
ern European countries reported biosimilar price
discounts ranging from 5% to 30% over the
originator biologic across Bulgaria, Croatia,
Czech Republic, Estonia, Hungary, Latvia,
Lithuania, Poland, Romania, and Slovakia [136].
As a lower-cost alternative to originator bio-
logics, biosimilars have the potential to reduce
economic burden among patients with psoriasis.
For example, a budget impact analysis estimated
that switching patients with RA in France, Ger-
many, Italy, and the UK from originator inflix-
imab to biosimilar infliximab (30% price
discount) could generate a potential cost saving
of €433,520,000 over a 5-year period [66]. Fur-
thermore, cost savings from the use of a biosim-
ilar could be reinvested to treat additional
patients with the same agent or may allow for
expanded access to other biologic therapies
[64, 65], potentially improving overall health
outcomes. For example, the potential annual
cost savings generated from Remsima (30% price
discount) could support Remsima treatment for
an additional 7561 patients in Belgium, Ger-
many, Italy, the Netherlands, and the UK [65].

CONCLUSIONS

Although biologic therapies have greatly
improved treatment of psoriasis, patient access
to these therapies is often limited. Biosimilars
have the potential to impact patient care by
improving access to biologics and by reducing
the economic burden on healthcare. As a lower-
cost alternative to originator biologic products,
biosimilars also may generate cost savings that
can be reinvested into the development of

innovative treatment options for patients with
psoriasis.

In recent years, adalimumab, etanercept, and
infliximab biosimilars have become available to
patients with psoriasis (Table 1). Some anti-TNF
biosimilars were studied in patients with psori-
asis in the initial development programs and,
consistent with the biosimilar concept, more
were approved for treatment of psoriasis on the
basis of extrapolation of clinical data from
studies in patients with rheumatic disease. The
currently available data for anti-TNF biosimilars
are reassuring in terms of safety and efficacy and
provide evidence to support transitioning
patients from an originator product to a
biosimilar. Further studies incorporating multi-
ple-switch designs, such as VOLTAIRE-X [121],
will contribute additional clinical data about
the safety and efficacy of alternating between
originator and biosimilar therapies.

An approved biosimilar is expected to have
the same clinical efficacy and safety as the origi-
nator. Therefore, all patients who are eligible for
treatment with anti-TNF agents are potential
candidates for using a biosimilar. Differences
exist between countries in biosimilar prescribing
policies, and some regulations may favor the
selection of biosimilars as first-line treatment or
require the use of biosimilars over originator
products unless a medical reason is specified
[137]. Education of physicians about the scien-
tific principles underlying biosimilar develop-
ment and approval as well as key issues (e.g.,
interchangeability, switching, substitution, and
intended copies) and clinical experience with
biosimilar use may help them to make informed
treatment decisions in clinical practice. With the
availability of biosimilars, we can expect to see
wider use of biologics in clinical practice, which
may lead to better health outcomes for patients
with psoriasis as well as potentially improved
adherence to treatment.
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