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Select amodule to begin.

Module 1: Introduction

Module 2: Biologics Price Competition and
Innovation (BPCI) Act of 2009

Module 3: What Is a Biological Product?
Module 4. Complexity of Biological Product
Manufacturing

Module 5: What |s a Biosimilar Product?
Module 6: Abbreviated Approval Pathway for
Biosimilar Products

Module 7: Standards for Approval

Module 8: Conclusion

URL
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ZD(;TE US Sales Humira Enbrel Remicade | Lantus Neulasta Neupogen
($8B) $7.22 $5.51 $4.50 $4.47 $3.83 $0.84

Company AbbVie Amgen Sanofi Amgen Amgen
Treats Rheumatoid Rheumatoid Rheumatoid Diabetes Infections Infections
arthritis arthritis arthritis during during
chemo- chemo-
therapy therapy
Rivals Amgen, Baxter, Hospia, Eli Lilly, Apotex, Apotex,
Developing Boehringer  Novartis, Pfizer, Merck & Novartis, Novartis*
Biosimilars Ingelheim,  Samsung Samsung Co./Samsung, Hospira,
Novartis, Mylan Merck KGaA,
Pfizer, Mylan,
Samsung Teva
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BS
EMA
2012 BS
2015 BS
BS
BS
BS
real world
data
+ 15th Biosimilar Medicines Conference
BS London

+ 4th European Biosimilars Conference
Brussels
2016 11 9 10

2017 3 23 24
* Medicines for Europe, Biosimilar

Medicines Group Brussels

» Suzette Kox
(Senior Director International)

Julie Maréchal-Jamil

(Director Biosimilar Policy & Science)
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European Commission

(2015 )

2016

In view of the evolution of knowledge and
continuous data analysis on the efficacy and
safety of biosimilar drugs within the
European Union, it is clear that a position
formally excluding any interchangeability
during treatment no longer appears
justified.

However, to avoid uncontrolled exchange
between biological medicines (biosimilar
medicines or reference medicines),
interchangeability may be considered
provided the following conditions are
respected:

1. A patient being treated with a biological
medicine must be informed of, and agree to,
the possible interchangeability between two
biological medicines (reference medicine
and/or biosimilar medicine).

2. The patient must receive appropriate
clinical monitoring during treatment

3. Traceability of the products concerned
must be ensured.

For the group of stable patients in
treatment with infliximab, RADS
recommend that the winning medicine of an
infliximab tender should be preferred.
Exceptions are a few situations where a
change is directly contraindicated due to
individual patient considerations. It should
be discussed, if a decision not to change a
stable patient is chosen.

RADS have concluded that:

- the professional judgement among the
meeting’s participants is that there are no
reasons that speak against switching
patients in stable remission in the
infliximab

- patients in current stable treatment are
therefore recommended the winning
tendered product when there is nothing
that speaks against an active switch.

BS

2015

The exchange between biological medicines
(regardless of whether they are innovator
products or biosimilar medicinal products)
is permitted

but only if adequate clinical monitoring is
performed and the patient is properly
informed.

New patients can be treated with a
biosimilar right away; uncontrolled
exchange between biological medicines
(regardless of whether they are innovator
products or biosimilar medicines) must be
avoided. In other words

a patient must receive adequate clinical
monitoring and clear instructions; and if a
patient is treated with a biological medicine
detailed product and batch information
must be recorded in the patient file to
guarantee the traceability of the product in
the event of problems.




Paull-Ehrlich

(2015 )

- State of the debate in the EMA CHMP:
Biosimilars can be used for proven
equivalence and approval as the original
product - this includes both treating
treatment-naive patients, as well as
modifications of treatments of existing
patients.

- For infliximab, there have been no reports
or indications that switching patients from
a therapy with infliximab reference product
to a biosimilar infliximab would have led to
problems.

- There is an ever-increasing number of
publications, which points in the direction
that there is no safety concerns with
switching.

2016

If the prescriber decides to move from one
to the other (original/original;
original/biosimilar; biosimilar/original or
biosimilar/biosimilar, often also called
"switch" in this context), then this must be
done with the necessary follow-up and

the modification must be recorded
accurately. The exclusion of INN
prescription avoids switching without
follow-up by the prescriber. However, since
the biosimilar medicinal product can only
be authorised if it has the same safety and
efficacy profile as the reference medicinal
product, relevant changes in treatment are
not expected upon switching from the
reference product to a biosimilar medicinal
product (or vice versa).

Substitution (the passage of a specialty
subject to a prescription to another
specialty by the pharmacist,
withoutconsulting the doctor) is not allowed
in Belgium for biologicals (including
biosimilars).

Institute for Health and Care Excellence

National

NICE NICE
2010
2014 BS
2015 2016
BS
substitute BS
NICE
NHS NICE BS
2015
NHS 2015

There is growing practical NHS experience
that demonstrates the safety and efficacy of
biosimilars in clinical practice. The evidence
regarding interchangeability is still
developing. Guidance across some EU
Member States currently recommends that
switching between a reference product and
its biosimilar (and indeed amongst
biosimilar medicines) should be managed at
the discretion of the individual prescriber in
partnership with the patient, with
appropriate monitoring in place.29 Evolving
evidence and treatment guidance30 should
be made available to patients and
prescribers to support them in their




| decision making.

NICE (2015)

Similar biological medicinal products will
usually be considered in the context of a
Multiple Technology Appraisal in parallel
with their reference products in the
indication under consideration.

In other circumstances, where it is
considered a review of the evidence for
similar biological medicinal product is
necessary, NICE will consider producing an
‘Evidence summary new medicine’.

BS

The PBAC recently made a recommendation
to allow biologics to be substituted with
biosimilar drugs by clinicians and
pharmacists if the biosimilar is found to be a
safe and effective equivalent treatment
(case-by-case basis).

The difference between biosimilar drugs and
generic drugs is that generic drugs are
usually exactly the same as the original
patented medicine. Because of both the
complex nature of biologics and the way they
are made, even though biosimilar drugs act
in the same way as the original patented
biologic, they may not be exactly the same.
However we would not recommending them
as substitutable with each other unless the
PBAC is sure of their equal safety and
effectiveness.

In August 2015, the PBAC recommended to
list biosimilar infliximab (Inflectra) on the
PBD and to recommend the marking as
equivalent, also known as “a” flagging, of
Inflectra with the reference product,
Remicade (i.e. substitutable).

BS

European League
Against Rheumatism EULAR 2015
BS
British
Society for Rheumatology BSR) 2015

Deutsche Rheuma-Liga

2014 BS
(3)
BPCIA 12
BS
BS
Center for Drug Evaluation and
Research CDER
interchangeability Purple Book
2016 12
FDA
interchangeability and demonstrating
biosimilarity
2016 9 !

(Substitution)



National Conference of State Legislatures

4 36 BS
biosimilar
2015 12
2016 1
2
4)
Nor-Switch Study
BS
Nor-Switch
Study BS
CT-P13
23
BS

2

real world data

DANBIO Registry
BS

switch

switching study

personal communication

3. BS
(1)
BS
BS
Q&A
BS
BS
BS
BS
Quoten; Quotas
Quoten
BS
TNF 1
Defined daily dose; DDD 10
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40 (2) BS
20 BS
NICE

(Health Technology Assessment HTA)

NICE
BS BS
NICE
BS
4. BS
(1)
50
2005  16%
2011 34%
2009 2016 2 (1)
2011
71 9000
59 8000
BS
BS 2014
2024 442
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1 European Medicines Agency (EMA),
Biosimilars.
BS

http://www.ema.europa.eu/ema/index.jsp?cur

|=pages/regulation/general/general _content
000408.jsp




Biologics Price Competition and Innovation
Act:
https.//www.fda.gov/downloads/Drugs/Guid

anceComplianceRegul atorylnformation/UC
M 216146.pdf

Dorner T, Strand V, Cornes P, Gongalves J,
Gulacsi L, Kay J, Kvien TK, Smolen J,
Tanaka Y, Burmester GR: The Changing
Landscape of Biosimilars in Rheumatology.
http://ard.bmj.com/content/annrheumdis/earl
y/2016/03/08/annrheumdis-2016-

209166.full.pdf

European Commission: What you Need to
Know about Biosimilar Medicinal Products.

http://www.medi cinesforeurope.com/wp-

content/uploads/2016/03/biosimilars report
en.pdf

Council for the Use of Expensive Hospital
medicines (RADS) - RADS recommendation
regarding use of biosimilar
Danish

http://www.regioner.dk/~/media/M ediebiblio
tek_2011/SUNDHED/M edicin/R%C3%A 5d
€t%20f or%20A nvendel se%20af %20Dyr%20
Sygehusmedicin/N otat%200m%20biosi mil
%C3%A 6re%0201%6C3%A 6gemidler%20maj
%202015%20-%20193929.ashx

infliximab

ANSM - State of play on biosimilar
medicines (Etat des lieux sur les medicaments
Biosimilaires)
file:///C:/Users/sakamaki/Downl oads/Rappor
t-biosimilaires-2mai 2016.pdf

The Netherlands— MEB (2015)
Medicines Evaluation Board (MEB) - MEB

10

10

11

12

13

position on prescription of “biosimilar
medicinal products”

https://english.cbg-meb.nl/human/for-

healthcare-providers/contents/biosimilar-

medicines

Paull-Ehrlich Institut (PEI) - Position of Paul-

Ehrlich-Institut on interchangeability of
biosimilars

http://www.pei.de/DE/arzneimittel/immungl

obuline-monoklonale-

antikoerper/monoklonale-

antikoerper/zusatz/position-pei-

interchangebility-biosimilars-inhalt.html

Federal Agency for Medicines and Health
Products (FAMHP) — Biosimilars
https.//www.fagg-

afmps.be/en/human_use/medicines/medicine
sMA_procedures'types/Biosimilars

NICE Human growth hormone
(somatropin) for the treatment of growth
failurein children

https.//www.nice.org.uk/guidance/tal88

NICE Erythropoiesis-stimulating agents
(epoetin and darbepoetin) for treating
anaemiain people with cancer having
chemotherapy
https.//www.nice.org.uk/Guidance/TA 323

NICE ntroducing biosimilar versions of
infliximab: Inflectra and Remsima
http://www.bios milars-nederland.nl/wp-
content/uploads/2015/08/NI CE-Adoption-

Resource-Biosi milar-Inflixi mab-

2015 07 31.pdf

NICE Diabetes mellitus type 1 and type 2:



14

15

16

17

18

19

insulin glargine biosimilar (Abasaglar)
https.//www.nice.org.uk/advice/esnm64/chap

ter/key-points-from-the-evidence?unlid=

NHS — What is a biosimilar medicine
http://stati c.correof armaceuti co.com/docs/20
15/10/09/biosimil ar-quide.pdf

National Hedlth and Care
Excellence (NICE) - NICE’s biosimilars
position statement
https.//www.nice.org.uk/Media/Default/Abo
ut/what-we-do/NICE-guidance/NICE-
technol ogy-appraisal s/biosimilars-

statement. pdf

Institute for

Pharmaceutical Benefits Advisory
Committee (PBAC) — Safety of biosimilar
medicines

http://www.pbs.gov.au/news/2015/06/statem

ent-from-pbac-saf ety-of -biosimilars.pdf

European League Against Rheumatism
(EULAR) Congress 2016
Arthritis Stable After Switch to Biosimilar

https.//www.eular.org/myUploadData/files/B

Inflammatory

iosimilars 2015.pdf

British Society for Rheumatology (BSR) -
British Society for Rheumatology position
statement on biosimilar medicines

https:.//portal .bsrhosting.org.uk/about bsr/pre

ss releases/bsr supports the use of biols

milars but recommends measures to moni

tor_safety.aspx

German Society of Rheumatology (DGRh) -
Introduction and use of biosimilars in the
treatment of inflammatory rheumatic diseases
— Statement of DGRh  German

11

20

21

22

23

24

https://link.springer.com/article/10.1007%2F
s00393-014-1505-x#page-1

FDA: Purple Book: Lists of Licensed
Biological Products with Reference Product
Exclusivity and Biosimilarity or
Interchangeability Evaluations.
https.//www.fda.gov/Drugs/Devel opmentAp
proval ProcessHowDrugsareDevel opedandA
pproved/Approval Applications/Therapeutic
BiologicApplications/Biosimilars'ucm41141

8.htm

CDER: FDA on
demonstrating
16/09/2016).
http://www.gabionline.net/GuidelinesFDA -
on-interchangeability-and-demonstrating-

biosimilarity

interchangeability and

biosimilarity (Posted

National Conference of State Legislatures
State Laws and Legislation Related to
Biologic Medications and Substitution Of
Biosimilars.
http://www.ncsl.org/research/heal th/state-

|laws-and-legislation-rel ated-to-biol ogic-

medi cati ons-and-substitution-of -

biosimilars.aspx

Results from the NOR-SWITCH study

support switch from Remicade® to
Remsima® (biosimilar infliximab)
http://www.mundipharma com/docs/default-
source/default-document-library/161019-

ueg-press-rel ease-final .pdf ?sfvrsn=0

Braun J, Kudrin A.: Switching to Biosimilar
Infliximab (CT-P13): Evidence of Clinical

Safety, Effectiveness and Impact on Public
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28
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31

Health. Biologicals. 44(4):257-66. 2016.

Inflammatory Arthritis Stable After Switch to
Biosimilar PamHarrison June13, 2016
http://www.medscape.com/viewarticle/86473
3

European Commission: What you Need to
Know about Biosimilar Medicina
Products

file:///C:/Users/sakamaki/Downl oads/biosimi
lars report _en.pdf

IMS health: The Impact of Biosimilar
Competition
http://www.medi cinesforeurope.com/docs/I

M S-1mpact-of-Biosimilar-Competition-

2016.pdf

http://www.mizuhobank.co.jp/corporate/bizi

nfo/industry/sangyou/pdf/mif 156.pdf

Blackstone EA, Fuhr JP: The Economics of
Biosimilars. Am Health Drug Benefits.
2013;6(8):469-478

17) Mulcahy AW, Predmore, Mattke: The
Cost Savings Potential of Biosimilar Drugsin
the United States.
https://www.rand.org/content/dam/rand/pubs
[perspectives/PE100/PE127/RAND PE127.p
df

Psachoulia E,: Different approva process of
biosimilars with different timelines across
Europe. In IP7”How Should Biosimilars Be
Valued And Should They Undergo Hedlth

12

Technology Assessment?” ISPOR European
Conference 2016 Vienna






