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OUTLINE

The panel will discuss:

> The place of low-dose methotrexate in therapy

> Choice of biologic for first and second-line biological therapy

> The use of biologics in combination with other immunomodulators
> Fundamentals of biosimilars and their role in therapy

> Immunisation for patients with plaque psoriasis
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BACKGROUND

> Evidence summaries developed on behalf of the
Targeted Therapies Alliance.

> These underpin the design and delivery of services and resources for
dermatologists and patients with plague psoriasis.
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LOW-DOSE METHOTREXATE
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ROLE OF SUBCUTANEOUS METHOTREXATE

> Benefits

B> Higher bioavailability
P> less Gl adverse effects than oral MTX
B> acceptable for self-administration by patients
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SAFETY

> MTXn the treatment of psoriasis does not pose an additional risk of
developing cancer for people with psoriasis

> There may be a small additional increase in the risk of developing
non-melanoma skin cancer
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SPECIAL CONSIDERATIONS

> Pregnancy
- Post-conception methotrexate is contraindicated

- Pre-conception - 2020 ‘American College of Rheumatology Guideline for the
Management of Reproductive Health in Rheumatic and Musculoskeletal Diseases’

* no evidence for mutagenesis or teratogenicity in men planning to father a
pregnancy.
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IMMUNISATIONS

> All vaccinations are administered and completed at least two weeks
before starting treatment

> National Immunisation Handbook

- Inactivated vaccines can be administered without treatment discontinuation of MTX.

- Live attenuated zoster vaccine in patients taking <0.4mg/kg/week MTX and no other
immunocompromising medication

- Varicella vaccine
> COVID vaccine
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LINE OF THERAPY = BIOLOGICS

> Where to start and move on to
- Evidence for first-line choices of biologics in plague psoriasis
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LINE OF THERAPY = BIOLOGICS

> Loss of response
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CHOICE OF THERAPY WITH COMORBIDITIES

> First and second line biologic choices
> Comorbidity considerations

Comments

Comorbidity

Psoriatic arthritis Depends on focus either PsO or PsA
Possibly combine biologics with MTX in case of peripheral active joint involvement.

Crohn disease Avoid IL-17 inhibitors

Ulcerative colitis Avoid IL-17 inhibitors

Multiple sclerosis Avoid TNF inhibitors

Heart failure Avoid TNF inhibitors
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BIOSIMILARS

R A ;&W Australian Government

g £ Department of Health
Therapeutic Goods Administration

[Biosimilar product name] is a biosimilar
medicine to [Reference medicine name].
The evidence for comparability supports
vesen Aot 201E the use of [Biosimilar product name]
for the listed indication|[s]

Biosimilar medicines regulation

Health Safety
Regulation
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BIOSIMILAR DEVELOPMENT AND APPROVAL

demonstrating demonstrating
safety & efficacy directly in comparable safety & efficacy
patients for the first time by establishing biosimilarity

Risk management plan

Real world experience

Risk management plan

Clinical studies Comparative clinical studies '
2 » Safety and efficacy » Safety and efficacy
» PK/PD » PK/PD

» Immunogenicity » Immunogenicity

Comparative
non-clinical studies

Comparative quality studies

Non-clinical studies

quality studies

Reference medicine Biosimilar medicine

Pharmaceutical 7 54384 ) 12
quality studies e AL 7 | [oe——

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/general/general_content_001832.jsp&mid=W COb01ac0580bb8fda
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SWITCHING AND SUBSTITUTION

REference pl"Od uct safety & efficacy directly in  comparable safety & efficacy

patients for the first time by establishing biosimilarity

Risk management plan Risk management plan

Real world experience
—— Clinical studies
H H H Safety and effi
Biosimilar [

» Immunogenicity

Comparative clinical studies
» Safety and efficacy
» PK/PD
» Immunogenicity

Comparative
non-clinical studies

Comparative quality studies

OR

Non-clinical studies

Reference product memecers Frarmraceatc
quality studies quality studies

Reference medicine  Biosimilar medicine

Biosimilar

Reference product

— A —A

Biosimilar
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BIOSIMILAR INFLIXIMAB -
REAL WORLD EXPERIENCE

Multi-centre reports with larger patient numbers

Conclusion
“In 802 arthritis patients treated with INX for median >6 years, a nationwide non-
medical switch to CT-P13 had no negative impact on disease activity. Adjusted
1-year CT-P13 retention rate was slightly lower than for INX in a historic cohort.”

Conclusion
“In summary, in our study with the largest cohort of patients with IBD treated with CT-P13
described so far, we have demonstrated in the evaluated time frame that the safety profile and
efficacy of CT-P13 biosimilar is in line with the existing literature of infliximab. No alarming
signals of immunization have been detected in patients switched from the infliximab.”

Conclusion
“The principal finding of this study is that patients with chronic plaque psoriasis who respond to the infliximab
originator can be switched to the biosimilar CT-P13 without experiencing a significant change in
clinical response or additional adverse events including infusion reactions. Moreover, CT-P13 is effective
also in naive patients with a PASI reduction being in line with that reported for the originator. In terms of
safety, a limited number of adverse events including infusion reactions like those expected with the
originator and without any significant difference between the switch and naive group was observed.”
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BIOSIMILAR INFLIXIMAB

Studies that describe a challenging journey of implementation

Journal of Neurols

e = ‘During the study period, a steering committee was
convened consisting of rheumatologists, pharmacists,

flimab biosimilar for treati dosisttol ) . . : :

and efficacy In s retrospective study Indhuding st | and internal medicine practitioners who decided to switch

from the originator and initiation of treatment to the infliximab originatorin individual cases ifthey had
g’ sk My ot o304 Ao i Con A concerns about safety or efficacy.”

Received: 8 December 2018 / Revised: 27 January 2019/ Accepted: 5 Fe
© Springer-Verlag GmbH Germany, part of Springer | Table 1 Clinical c eristics of patients who received the infliximab biosimilar
Patient  Sex. ag sta- Follow-up /M Outcomes® Relapses”  Side effects Prior treatment Concomitant
tions treatment®
#1 F, 41 T,J(M,C,R) 27 CR o Pulmonary infec- MTX, GC MTX, GC (5)
tion
73

1
# F.37 T.E. S (M. Med) 24 S PR 0 0 MTX, CYC. AZA. MTX.GC (10)
GC
#3 M, 31 T,E,(C.Med, E) 2% S 8 1(5) :jr nnnnnn GC MTX, GC (7) @ . . .
W owm treuen e om0 e mxecs Among the six patients who relapsed, five subsequently
# F,52  T.E/(M.CMed) 28 8 8 1(5) Larva migrans CYC, GC MTX. GC(10) . . . . A . .
#6 M, 41 T (M, Med, C; 28 S CR 0 0 CYC, GC MTX, GC(5;
T N N receivedthe infliximab originator. Four patients did not
R.C) € a 0 . . o__q
s mmm @ sm W o v msocs improve or relapsed with this switchto the originator,
#10 F. 47 T, (M. CN, ICH) 24 1 PR 0 0 AZA. GC GC (5 . . - . ”
mowe Temw om0 e e oo thus they were switched backto the biosimilar.
#13 M. 42 T.S.(C.E.M) 23 1 PR 0 Pulmonary infec- GC.MTX MTX. GC (5)
i
#14 M, 32 T. H., (C, M, Med) 24 1 PR 0 0 o GC, MTX. CYC, AZA, GC (5)
AZA, MMF
#15 F. 50 T. (M) 22 1 PR 0 ‘Whitlow GC GC (10) @ » » @ »
#16 F, 47 Hep, (M, C,Med, 22 1 PR 1(3) 0 GC MTX, GC (10)
h(
#17 M. 43 T, EH!; (CN.M.C) 19 1 PR 0 0 GC. MTX MTX (0)
E M B.(C.E) g § P7R @ Urticaria GC.CYC AZA.GC(5)
#19 M,42  T,B,J,0,(M) 19 I PR 1(15) Diarrhea, urticaria  GC, MTX, HCQ ~ MTX, HC (0)
#20 M, 50 T.0.(CN) 25 1 CR 0 0 GC GC (5 9 » » 9
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BARRIERS TO THE UPTAKE OF BIOSIMILARS
PERCEPTIONS ARE IMPORTANT

I'd like to talk to you about changing to a biosimilar, which is as effective and safe as your
current medicine, but more affordable for the health care system.
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ADDRESSING NOCEBO

THROUGH EDUCATION

Australian Government
5 Department o Heakth

Biosimilar medicines:

the basics

for health care professionals

What are biological and
biosimilar medicines?

How are biosimilar
medicines developed?

Who chooses whether
the biosimilar medicine
s used?

Is there a difference in
health outcomes between

8 the biosimiar medicine

and the reference

What are biological and biosimilar
medicines?

How s the safety
g of biosimilar
=) medicines monitored

(pharmacovigilance)?

[ Where can ind more
information?
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Biosimilar medicines that are approved for marksting have
been assessed to have no clinically meaningful differences
and to be therapeutically squivalent to the rforence

deliver sigr
whic Can b i info ofher aras of 16 Australan noatn
and expand access to biological medicines as they
become more affordable.

How are biosimilar medicines developed?

The development process varies betwesn reference biological and biosimilar medicines:

* Inreference bioogical medicine dovelopment, the majority of time and effort is spentin ciical studies
that establish the ciinical beneft of the medicine.

+ In blosimilar medicine development, the majority of time and efiortis spent in comprehensive analytical
Comparison studies that estadiish the Similarty of the MaGicing to 18 réfarance biological Mmedicing,
because the clinical benefits have already been estabiished

a rasult of hese stuckes, it that there are no in the
critca qualty attributes tha affect safey, eflctiveness or quay.

of the pathway of biological vs biosimilar medicines
Pre-clinical assessments Clinical assessments
+ Aeslytest craractenzston+ Parmacokinenc/

ehamacogmamc sniml)

Who chooses whether the biosimilar medicine is used?

n with thei pationts
dents. The Biosimilar
sumers and wil help

“The medicine used for treatment is a choice tat is Made by doctors in consult
16 professionals ard 8NCOuragad 0 tak HrougN 1858 CNOICSS with 1y
mation for concumers Drochurs is aimed
jons.

medicines: the b
10 answer common qu

one brar can be exchanged for anot Narmacist, hey ard ‘Substitutabie’, which

Means pharMacists Can SubStitute Detwean Drands in CONSultation with & ¢ without nesding

10 refer Dack 0 the GOCtor. Subsitution Detween brands of biclogical MEJiCINGS is CONSidersd by the
and

Even if a mecicine i SubStitutable, 016 GOCIOr Can fick he “Drand SubSHUtON NOt PErMIKtSd DOX when writing
‘a presciption. I this DOx is tcked, Dy law 16 pharMacist Cannot GiSPENSe a rand Ofher than hat PresCrded.
Intne pblc hosanal setting, brand decisions are made by cinician-led committees and are based on the
ost-effectiveness of the medicine. For mare information, refer to the guiding principles
of Australian Thorapoutc Avsory GroupS o7 o Gowernance of bOKCal and SsMiar
S (www.Catag.0rg.aulresOurCes/#guidancs).

Australian Government
Department of Health

Biosimilar medicines:

the basics

§ What are biological and biosimilar medicines?

B8 Wno uses them and who chooses?

[ Why are biosimilar medicines important?

e o st
and reguiatea?

Commonly asked questions about
biosimilar medicines
Where can | find more information?

[ )

‘What are biosimilar medicines?

http://www.health.gov.au/internet/main/publishing.nsf/conte nt/biosimilar-aware ness-
initiative/SFile/Biosimilar-medicines- the-basics-for-consume rs-and-care rs-Bochure. pdf

http://www. health.gov.au/internet/main/publishing.nsf/conte nt/biosimilar-aware ness-
initiative/SFile/Biosimilar-medicines- the-basics-f or-hea Ithca re-p rofessio nals-Broch ure. pdf
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Biologics and
biosimilars
best practice

Monographs  Excipient guide  SHPA main site &

it) Adalimumab

GUldlng pnnCIDIeS for the irencia SC . Reference product (brand): Humira .
governance of biologics and their
biosimilars in Australian hospitals 3ol )| S >
‘imzia Reference product (brand): Enbrel
Version 3 — October 2021
> Infliximab IV N
remfya Reference product (brand): Remicade
\ Risankizumab \

Council of Australian Therapeutic Advisory Groups
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RESOURCES

NPS
Learning & CPD About us Contact us Log in @
. MEDICINEWISE -

Home COVID-19  Health professionals ~ Consumers  Publications  Programs Resources  Partner with us Search Q

Biologics, biosimilars and PBS sustainability

[ Biologics have a significant and positive impact on the treatment of many severe acute and

chronic diseases. After the patents on the original (reference) biologics expire, competing
manufacturers are able to develop biosimilars, which are highly similar versions of a specific

Al ROMARLE (R O DL e L e s A A ;- reference biologic (sometimes called the ‘originator’ biologic). Once this happens, market
L competition usually drives prices down
. . o
Understanding biological i | Read the full article -

medicines, their biosimilars
and the PBS

A biosimilar medicine is a highly similar version of an
original or ‘reference’ brand of biological medicine.
Biosimilars have been tested to show they are as safe and
effective as the original brand and play an important role
in supporting PBS sustainability.

Podcast: Demystifying biologics, their biosimilars and the PBS

& Podcasts

18 MAY - 20 MIN.
Demystifying biologics, their biosimilars and the PBS
ARA Audio Rheum

A Share

Understanding biosimilars: For your patients

‘ Find answers to consumers’ common questions about biosimilars
‘ BiO/OQICS a > Understanding biosimilars >

nd b’oS
imij,
Q’ safe ty ars

o Effective,, osy

> et oy, nps.org.au/bdmards/biologics-and-biosimilars
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RESOURCES

Learning & CPD About us

MEDICINEWISE

Home COVID-19 Health professionals Consumers Publications Programs Resources

Home bDMARDs | Dermatology - Health professionals

Plagque psoriasis

Up-to-date information and tools for dermatologists, GPs, pharmacists, nurses
and hospitals to optimise the safety and health outcomes of biological and
other specialised medicines for plaque psoriasis.

For health prOfeSSionals m

~> Share

THE AUSTRALASIAN COLLEGE
OF DERMATOLOGISTS

Partner with us

Y

Contact us

University of
South Australia

A

Search Q

A

H A

NPS
MEDICINEWISE



RESOURCES

> NPS MedicineWise nps.org.au/bdmards
- Factsheet: Treating your plague psoriasis with creams and ointments
- Decision aid: Plague psoriasis: My options when topical treatments aren’t enough
- Action plan: Low-dose methotrexate for plague psoriasis
- Online content: Understanding biosimilars

> CATAG
- Guiding Principles for the governance of biologics and their biosimilars in Australian_hospitals
- CATAG Position Statement on the use of low-dose methotrexate

> SHPA
- bDMARDs Quick reference guide
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https://www.nps.org.au/bdmards?token=NWrUN1zpRWTDKVaepOj9ARrg4tiY-Wg3
https://www.nps.org.au/assets/NPS/pdf/NPSMW2382_bDMARDs_Derm_Treatment_Fact_Sheet.pdf
https://www.nps.org.au/assets/NPS/pdf/NPSMW2381_bDMARDs_Derm_Treatment_Decision_Aid.pdf
https://www.nps.org.au/assets/NPS/pdf/NPSMW2380_bDMARDs_Derm_Methotrexate_Action_Plan.pdf
https://www.nps.org.au/consumers/understanding-biosimilars
http://www.catag.org.au/wp-content/uploads/2021/10/Guiding-principles-for-the-governance-of-biologics-and-their-biosimilars-in-Australian-hospitals.pdf
http://www.catag.org.au/wp-content/uploads/2020/11/CATAG-Position-Statement-on-the-use-of-low-dose-methotrexate-1.pdf
https://bdmards.shpa.org.au/

QUESTIONS
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Peter Foley
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Michael Ward

Has been engaged by GBMA Education to conduct literature reviews on
biosimilar medicines as a component of the Department of Health
Biosimilar Awareness Iinitiative.
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THANK YOU
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