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- review of TA 195 (adalimumab, etanercept,

FO re W O rd infliximab, rituximab and abatacept for the

Welcome to this third edition of the RCN’s guidance on confirmed
assessing, managing and monitoring biologic therapies
for inflammatory arthritis which provides a best
practice framework for rheumatology specialist
practitioners and the wider health care team involved
in supporting the administration, monitoring and
delivery of care to patients in a variety of settings.

treatment of rheumatoid arthritis after the

failure of a TNF inhibites)completion date to be

@ g spondylitis and aslal
i1s (non-radiographi i

"

etion

Since the second edition of this guidance was published ) »

in 2009, significant developments have impacted this at th'e time of ertlnm' the' process ?f

sphere of practice. These include: scoping an MTA féhjuve iopathic arthritis
PS - abatacept, adalimumiab, etanercept and

+ the availability of several new licensed trgatm tocilizu GI 465) - anticipated

. ; publication ry 2016.

the development of biosimilars and,thety impagfon
access to biologics Relevant@ ns, rheumatology specialists

d health professionals who support

.. - ractition
updated clinical guidelines andspathiays to P . S .
. i ts who have been prescribed biologic therapies,
improve the manage of co ns in adults . i . . .
) cation provides guidance for practice,

fi
® S sts core documents and resources, and
ighlights the key issues for practitioners working in a
variety of settings. Some sections may also be useful for

patients making decisions, alongside their health
professionals, regarding their treatment.

Editorial Team, RCN Rheumatology Forum

expansion of the Britis iety of
Rheumatology Bi egister (BSRBR) to create
dedicat pomndylitis (AS) and
rheumatot itis fRA) registers to track the

progress of pa aking biologic therapies and
the long-term safety profile of biologic agents

the NICE multiple technology appraisal (due for
completion in October 2015 at the time of writing),
includes the following:

- review of TA 130, 186, 224, and part review of
225 and 247 (adalimumab, etanercept,
infliximab, certolizumab pegol, golimumab,
abatacept and tocilizumab for the treatment of
rheumatoid arthritis) - completion date to be
confirmed

VAl Return to contents



ASSESSING, MANAGING AND MONITORING BIOLOGIC THERAPIES FOR INFLAMMATORY ARTHRITIS

° PART TWO of this document covers specific issues
I n t rO d U Ct I O n relating to the care of children and young people,

including transition of care to adult services.
The role of biologic therapies in the treatment and Unle'ss Othe.rWIS.e s » {he guidance refers to all of
management of patients with inflammatory joint the listed bi 5
diseases has continued to evolve and is an area that has
significant implications for all practitioners. Biologic
agents are generally effective, well tolerated and safe in

ce
most patients, however they can increase the risk of
complications, including infection. As the safety of

iment shouldfot be a efinitive on
patients is paramount, this risk can be reduced by s related to biologie the . Rt should be read

careful assessment and monitoring. alongside the follo‘@

ty o matology and British

This guidance has been developed to supp . Rh ooy (BSR and
practitioners in the safe and effectiife ass nt, e eumatology (BSR an
. . . nd guidelines
screening and management of patie h gic
therapies are being considered. It i ctitioners ued by the British Society for
with practical information to care for iatri€ and Adolescent Rheumatology (BSPAR)

patients with different fo inflammatory arthritis,
in all care settings. + National Institute for Health and Care Excellence

(NICE) technology appraisals and clinical
is guidelines

Note: the term practifigner is used through

relates tomurses or allié@pra
ained in assessing, ma * National Patient Safety Agency (NPSA) publications

¢ therapies for infla guidelines

+ the Scottish Intercollegiate Guidelines Network

§f this document is to provideypractitioners (SIGN) guidelines relevant to those working in

with'an outline of curr ogic therapies, both Scotland

icensed and unlicegse®ughd rofers the reader to *  Nursing and Midwifery Council (NMC) professional

regulations or similar bodies for those practitioners
where nursing is not their primary professional
registration

resources that will
e UK to develop a

+ the summary of product characteristics (SPC) for
all relevant drugs, including drugs prescribed
alongside biologics — found in the Electronic
Medicines Compendium (eMC) which contains
up-to-date and easily accessible SPCs for all

«  rheumatoid arthritis (RA) medicines licensed for use in the UK (see

www.medicines.org.uk)

PART ONE of this document deals with the
management of biologic therapy in adults, focusing
on three main treatment indications covered by
NICE/SIGN:

+  psoriatic arthritis (PsA)
+ local protocols, policies and guidelines for

* ankylosing spondylitis (AS). infusions, including sharps (RCN, 2013; HSE/EU,
2014)

Return to contents [§]
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+ local governance arrangements, including home medicines and treatments recommended by NICE’s
care delivery services policies. technology appraisals. The technology appraisals

o o outlined in this guidance define the criteria for
A full and comprehensive listing of these and additional

advisory documents, alongside core documents
produced by national regulatory bodies, can be found such as the Quality

at Appendix . rheumatoid arthriti

Biologic therapies

The term ‘biologic’ describes treatments developed and
produced in live cell systems (biologically active
systems). There are a number of biologic therapies for

scalatlon to an a@

current economic ¢ s a strong drive
of ife for patients

different indications used in the field of rheumatole ough innovation. Infiovation Health and Wealth
Those currently licensed target the pro- Hﬁmm (IHW) is a Departnie initiative (DH, 2012;
cytokines tumour necrosis factor alpha (a DH, 2013) whigH 2 e the adoption and

alpha agents), interleukin 1 (IL-1recepto diffusion g at pace and scale within the
agents), interleukin 6 (anti-IL-6 rec ibody NHS, indluding ens@éiring the effective implementation

y appraisals.

agents), or are B cell depleting, o | co-
inhibitors.

NICE/SIGmIn ovation'i
Health

echfiglfgy appraisals are In essence IHW fosters a view that if a medicine - such
ofls on the use Of new and ex as a biologic drug - is approved by NICE as part of a

is an expectation for clinical commissioning
upg(CCGs) and the NHS England to promote

&1 vation and a direct link between innovation and
nancial incentives to support Commissioning for

Quality and Innovation (CQUIN) has been established.

f

NHS, and are technology appraisal, then it should be automatically
added to local formularies and be available for those
%" who need it, within 90 days of the publication.
e medicine or
Innovation in treatment regimens are progressing, not

only in relation to the way biologic therapies are
utilised. For example, the early use of non-biologic
disease modifying drugs (DMARDs) as a first-line
treatment for patients with rheumatoid arthritis,

Health care professionals are expected to take the above  ideally within three months of the onset of persistent

or treatment works and how much it costs the NHS.
In other words, does it represent value for money?

fully into account when exercising their clinical symptoms, has been recommended to reduce disease
judgement. However, this guidance does not override progression and long-term disability in relation to the
the individual responsibility of health care condition. There is good evidence that this early
professionals to make decisions appropriate to the treatment and support can reduce joint damage and
circumstances of the individual patient, in consultation ~ enable people with arthritis to live as active a life as
with the patient and/or guardian or carer. possible, and reduce the need for biologic therapies

(NICE CG79). These innovations benefit both the

NICE/SIGN aim to standardise access to health care patient and the health economy.

and the NHS is legally obliged to fund and resource the

A Return to contents



ASSESSING, MANAGING AND MONITORING BIOLOGIC THERAPIES FOR INFLAMMATORY ARTHRITIS

Biosimilars

Also known as follow-on biologics or subsequent entry
biologics, biosimilars are biologic medical products
with an active drug substance made or derived from a
living organism by means of recombinant DNA or
controlled gene expression methods.

These officially approved subsequent versions of
innovator biologics are made by a different sponsor
following patent and exclusivity expiry on the

breakdown products can

@‘v Serious health
implications. This haglereate
biologics might p

branded version of the

efficacy or gafety.
Biosinlilazsmase regulated in the same w %
iginal gic therapies, by the E Medicines
A) under whose gui manufacturers
of ilars are requir demonstrate there are no
clinically meaningful nces between the

iosimilars and the'orig iologic therapy in
terms of qéality, d efficacy.

al antibody biosimilar has recently
se in the UK. Manufactured by
Celltrion, it has two brand names - Inflectra (marketed
by Hospira) and Remsima (marketed by Napp). It is
similar to the original product Remicade® (infliximab),
made by Johnson & Johnson and has been approved by
the EMA for the treatment of inflammatory conditions
including rheumatoid arthritis, ankylosing spondylitis

and psoriatic arthritis.

Although inflectra and remsima have been approved, a
last minute extension of the original patent on
Remicade® (Infliximab) means that these are now
unlikely to be available in the UK before February 2015;

Return to contents pll]

Inflectra and Remsima are predicted to be around

30 per cent cheaper than the original drug. Several
other biosimilars are also currently in late stage clinical
trials.

h rogressed greatly in the last 20
is leading us towards better

Patient ch

®
vaolvement

The Governme bitieft1s to achieve health care
outcomes th: ampiigst the best in the world and in
and excellence: Liberating the

it sets out its vision of an NHS that puts
e public first, giving everyone more say

i care and treatment.

0
ed a goncern that g@pies . ; . .
) ) Making the concept of ‘no decision about me, without
difterently than the ori , . .
o ¢’ areality for everyone along the patient pathway
uct, resultw inteéduced S . .
- in primary care, before a diagnosis, at referral and

after a diagnosis — means involving patients fully in
their own care, with decisions being made in
partnership with clinicians rather than by clinicians
alone. The widespread adoption of shared decision-
making is central to empowering and involving
patients fully in their own care and treatment.

The Shared decision making programme, part of the
Quality, Innovation, Productivity and Prevention
(QIPP) Right care programme which ended on 31
March 2013, has now become the responsibility of NHS
England which has stated its objective to embed shared
decision-making in NHS care.

The shared decision-making process makes it possible
for patients reaching a decision crossroads in their
health care to explore all the treatment options
available to them, work through any questions they
may have and select a treatment route which best suits
their needs and preferences — all in consultation with
their health care professional.

This approach requires the development of new
therapeutic relationships between patients, carers and



clinicians in which everyone works together, in equal
partnership, to make decisions and agree a care plan.
The shared decision-making approach is also being
embedded at the strategic and commissioning level,
and as a result patients are increasingly involved in the
co-design, co-commissioning and co-production of
health care.

The key messages for patients and those

who support them are:

+ shared decision-making allows you, the patient, to
be an equal partner in your health care, working
with your doctor, nurse or other health profession
to make an informed decision about your treatment

+  whilst clinicians may be treatment exp.er youdas
the patient, are ‘an expert in yourself’

+ always remember to ‘ask three
1. what are my options? @

2. what are the pros a s of each option for me?

3.howdoIge
that is right.for me?

Key e provider orgailisa and
sector:
ere is €normous potentia realised when
tients are joint decisign-makers in their own
- e satisfied with their

+  patients are more likely to adhere to their chosen
treatment

+ clinical outcomes and safety are improved

« shared decision-making helps to break down the
barriers of jargon, experience and the perceived
hierarchical relationship between patients and their
health care advisors.

The Health Foundation, in conjunction with Cardiff
and Newcastle Universities, has been working with
frontline health professionals to embed best practice

port to help me make a&c' ion W

ROYAL COLLEGE OF NURSING

and support the culture shift from a traditional ‘passive
patient’ and ‘expert health professional” care model
towards a more equal partnership. Its training
programme — MAGIC (makiaggood decisions in
collaboration) — supports al teams to embed
shared decision makig wit ts into everyday
practice.

Patient h decision-maki

resour

.aquanw.nhs.uk

Quality statements from the NICE clinical guidelines
on patient experience in adult NHS services (NICE
CG138) specify that patients should be:

+ actively involved in shared decision-making and
supported by practitioners to make fully informed
choices about investigations, treatment and care
that reflect what is important to them

+ supported by practitioners to understand relevant
treatment options, including benefits, risks and
potential consequences.

Ultimately, the decision about whether to prescribe a
NICE approved medicine should be arrived at between
the prescriber and the patient.

Service provision

The rheumatology service’s primary responsibility for
patients receiving biologic therapies is to deliver safe
and effective care using a robust management pathways
that assure the safe administration and monitoring of

188 Return to contents
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biologic therapies, and that all eligible patients have + provide appropriate training and educational
access to timely and cost-effective treatment. resources to support patients with the self-

administration of subcutaneous injections

Other rheumatology service responsibilities include:

+ undertake integ orking with community

@.

uch as home care companies and
primary care providers

reporting and acting on any adverse effects, errors
or near misses to the Yellow Card Scheme (see
www.mhra.gov.uk/yellowcard) and the BSRBR
(yellow card reporting is a requirement under the
Black Triangle medicines pharmacovigilence
scheme, which indicates the requirement for
intensive monitoring through the use of an inverte
black triangle symbol after the trade name of a
British medicine or vaccine). For biosimilarsyit 1
important to report by the product name 1o

substance e.g Remsima not inlfixima
2008)and also the batch number (MH 0

service ider

ting processes sh

support for on-going monitoringjand m@hagement

providing a high quali ltidisciplinary patient- ~ + time should be allowed for consent and

centred approach I mgmbers of thesealt observational data collection documentation for
care team, including pa , are valued an ea BSRBR studies. Funding is available to support
voice (Francis Inq eport, 201.’2 teams if needed, the registers continue to grow and

provide essential information used to support safe

S\ is an essential part of sygin ¢ and effective treatment for patients.

oners should consultithei local
ensure that all pgte k areashave  The BSRBR-RA study team can be contacted at:

ressed biologics.register@manchester.ac.uk

untoward incid d near misses should be The BSRBR-AS study team can be contacted at:
reported following policy and guidelines bsrbr-as@abdn.ac.uk

s must ensure that diagnostic ~ + undertake the collection of data and reporting to
critepid have been addressed and support effective local commissioning and the
d to as Qutlined by NICE/BSR/SIGN guidance management of patients on biologic therapies.

ensuring the shared decision-making process is For further information see the NICE ‘into practice’
tailored to the patient, carer or family’s needs and online guidance, Specifying a service for people who
wishes, taking into account any capacity issues need biologic drugs for the treatment of inflammatory
which should be clearly recorded and audited disease in rheumatology, dermatology and

(Mental Capacity Act, 2007) gastroenterology, available at www.nice.org.uk.

record evidence that shared decision-making has
been utilised in the provision and delivery of
biologic therapies in line with commissioning
requirements, for example using the Sure Score to
support shared decision-making (Legare, 2010)

Return to contents p¥
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Francis report summary

Published in February 2013, the final report of the
Francis Inquiry into failures of care at Mid
Staffordshire NHS Foundation Trust has profound
implications for the whole of the NHS. Its key
recommendations are summarised here:

+ a‘duty of candour’ requires all NHS staff to be

honest, open and truthful in all their dealings with

patients and the public

+ asingle regulator for financial and care quality,
with patient safety and quality standards for all

3

trusts

+  powers to suspend or prosecute boards and
individuals with criminal liability, where ser
harm or death has resulted to a patie
breach of standards

+ banning gagging clauses in @l to public
interest issues of patient and care

+ only registered people sh

patients in a tal or carehome setting®
registration systemyshould be created

+  reinstate ad clinician identific
atientsiand thelr supporters are 18
eral e of a patient’s care

&

rovide direct ca

ROYAL COLLEGE OF NURSING

+ the fitand proper person test for directors should be
subject to a new test, which should include a
requirement to comply with a prescribed code of
conduct for directors

+ complaints sho published on hospital
websites, alongsidethe trust’s response

a monitoring role
ive acute hospital a

1f

er

«Alocal authorities should be r
ntrally provided fun its local
Ithwatch, while requiring,the latter to account
the money.

ire s over the

ocat

to it for its stewardshi

Also see: The “Trusted to care’ (2014),
the independent to the care of older patients
at the Prificess of Wiales and Neath Talbot Hospitals
in Wales, Which fontains highly specific
mmendations regarding aspects of care and
older people and patients with dementia

ich4s of particular relevance when shared treatment

sions are being made.

th

JE3 Return to contents
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PART ONE: ADULT PATIENTS

also have no le anifestations (including iritis
bo 1sease) that can be severe.

Section 1:
Assessment and
monitoring of

biologic therapi ety for il

cent(NICE TAl

8).

iopathic arthritis (JIA) is a relatively rare
diseas ement of this condition is currently

starting biologic therapy, pra
understand NICE eligibilj eriaas well as themain 4 4
diagnostic criteria, saféy,#ionitoring and maflage
issues for each co

: 0,000 children per year. Older individuals over the
Rheumat®id/arthritis (RA) is a chroft ar& age of 16 years, who continue to experience JIA as
by

s with JIA eligible for and receiving treatment
with biologic therapies is 0.015 per cent, or 15 per

adults, are treated with the same options used for

progressi ling condition charac
infla ; e synovial tissue of the joint§¥1t may children and young people but individual funding may
te ss, swelling and stiff ioints and need to be requested (NICE TA238, 2012). For more
el essive destruction. an toms including information, see PART TWO: CHILDREN AND YOUNG
paityafid fatigue. Rheumateid arthritis affects three PEOPLE of this document.
times as many women n and has a peak age of Rarer musculoskeletal conditions, such as systemic

onset of 4070 yearS™t 15@stitated that 580,000 people
,approximately 1 per cent of the
toid arthritis. Of these,

lupus erythematous (SLE) and systemic vasculitis (SV),
are treated with biologic drug therapies — some of
which are as yet not licensed: in England, specialised
commissioning has produced approved protocols for
access to rituximab for SLE and SV. There is increasing
evidence for the benefit of B-cell depleting drugs such
as rituximab rather than the anti-TNFa drugs. There
are also on-going clinical trials exploring the
therapeutic potential of costimulatory blockage, such
as abatacept, in the management of SLE. Belimumab is
licenced as an adjunctive therapy for SLE high disease
activity, although not NICE approved.

Psoriatic arthritis (PsA) is an inflammatory arthritis
affecting bone, tendon and joints and is associated with
psoriasis of the skin or nails. The prevalence of
psoriasis in the general population has been estimated
between 2 per cent and 3 per cent. The estimated
number of those diagnosed with PsA and eligible for
biologic therapies has been calculated by NICE in a

costing template as 2.4 per cent (NICE TA199, 2010). Other long term conditions treated with biologic

therapies include skin conditions such as psoriasis, and
inflammatory bowel conditions such as Crohn’s disease
(CD) and ulcerative colitis (UC).

Ankylosing Spondylitis (AS) is a multisystem disease
characterised by inflammatory back pain which can

Return to contents pE%



Tablel outlines the current biologic therapy options

licensed and available for adults with RA, PsA and AS,

along with related information on mode of action,
current NICE approval, and administration method.

ROYAL COLLEGE OF NURSING

)
Table 1: Biologic therapy options for adults*
Genericdrug |Manufacturer |Mode ofaction | Current Licenc ode of administration
and (brand NICE
name) approval (by
condition)
Adalimumab | Abbvie Anti TNFa (also AS  |@0mg every other‘week
(Humira®) Human without bysub egus
monoclonal rac.liographic i %
antibody evidence, but filled pen or syringe
signs of
inflamm
® (eleva
and/or MRI)
Al
sori
s Disease
Ulcerative colitis
Certolizumab |UCB P TNFa RA 400mg at weeks 0, 2 and
pegol limited PEGylated Fa AS 4 (given as two
(Cimzia®) fragment of a PsA injections of 200mg),
humanise and then 200mg every
monoclo other week thereafter by
antibo subcutaneous injection
Prefilled syringe
erce Pfizer Anti T RA RA 25mg twice a week, or
rel (formerly uman receptor | IA130 & |JIA 50mg weekly by
Wyeth) %@n protein is | TA195 PsA subcutaneous injection
imer of PsA AS Prefilled syringe or
chimeric protein | TA199 Also: Psoriasis | MyClic pen (50mg dose
AS only) or vial and diluent
TA143#
Infliximab SD Anti TNFa RA RA (with MTX) |3-5mg per kg of body
(Remicade®) erly Chimeric TA130& PsA weight. Intravenous
Schering human-murine | TA195 Also: Psoriasis | infusion repeated 2
Plough) IgG1monoclonal | PSA Crohn’s Disease | Weeks agd 6 V_"eeks after
antibody TA199 Ulcerative colitis | the first infusion, then
every 8 weeks (can be
6-weekly in AS)

JEJ Return to contents
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Table 1: Biologic therapy options for adults* continued

Golimumab | Schering Anti TNFa RA RA (with MTX)
(Simponi®) Plough (MSD) | Human TA225 PsA
monoclonal PsA AS
antibody TA220 Also: ulc e
AS ol
TA233#
Abatacept Bristol-Myers RA
(Orencia®) Squibb TA280

Q

otein

T-Cel

0-sti tio
i it

usio

50mg monthly by
subcutaneous injection
(100mg can be
considered if over 100kg
and no response after
3-4 injections)

strength to ensure
patients are not
nder or overdosed

and syringe

500mg, 750mg or
1000mg (depending on
weight) at week 0, 2, 4
then monthly by
intravenous infusion eg
weight <60kg = 500mg;
=60kg = 750mg and
=100kg = 1000mg

OR
® & 125mg weekly
subcutaneously prefilled
& x syringe (may be
preceded by one
infusion)
i Roche 1l depletor |RA RA (with MTX) |1gat week 0, 2 then
( hera®) |Products Ltd |Chimeric TA195 Also: repeated no more than
mouse/human NHL every 6 months by
b antibody IgG1 CLL intravenous infusion

monoclonal GPA/MPA (some patients go much

antibody +different dose |longer between
infusions, based on
clinical need)

Tocilizu Roche/Chugai | IL-6 receptor RA RA 8mg per kilogram of
(RoActemra®) | Products Ltd | Humanised TA247 sJIA body weight once every

monoclonal pJIA 4 weeks — by intravenous

antibody infusion (maximum
dose 800mg)
OR
162mg weekly

subcutaneously prefilled
syringe

*Accurate as of November 2014
# Under review by NICE MTA

Return to contents iy




Assessment, management and monitoring of biologic
therapies may be provided in secondary care settings,
or community settings including in patients’ homes.

The role of rheumatology practitioners is to support
and guide the person considering biologic therapy and
their family through diagnosis and treatment options,
and provide on-going access to support and
information, safe monitoring and follow up.

Specialist rheumatology practitioners
should:

+ have specialist skills and knowledge in the
management of rheumatological conditions

+ be able to use the principles of shared @ecisio

informed choice, including the r ug

administration @

« utilise specialist knowledge o t NICE
eligibility criteria, assessmint requirements a
of outcome n‘%dai practice. @

*  be compet¢htin thedmdnagement and
administr oftbiologic therapies by

ute, and in the tr

=
o

subdut u adverse

acti uding knowledge of cautions‘and
ontra-indications of biolo apies and use of
rrent reference resougcesihere peeded, such

on and training of
inistration of subcutaneous
injections an ent disposal (this training
may need to be supported by alocal protocol or
guideline).

A competency example can be found at Appendix 2.

ROYAL COLLEGE OF NURSING

1.1 Before treatment starts

Practitioners should ensure that patients fulfil the
eligibility criteria for biologj
NICE/SIGN, and have mad ol
options available basedion a

apy as defined by
of treatment
sion about the risks

Ie

Severity of disease is a keygomponent for defining
ility. Outcome meas% in NICE
hnology appraisals

« DAS (Disease Acti core) 28 for RA

ritis Response Criteria) for

+  BASDA h Ankylosing Spondylitis Disease

tivity Index) and spinal pain VAS (Visual
Analogue Scale) for AS.
"&' en using outcome measures practitioners should

take into account any physical, sensory or learning
disabilities, or communication difficulties that could
affect a person’s responses and make any adjustments
they consider appropriate to suit the patients
circumstances and secure equality of access to
treatments.

As well as diagnosis, disease severity and the duration
of the DMARD trial, you should also consider:

+ methotrexate (MTX) tolerance - to support plan for
co-prescription if needed (see the HACA section
below for more information)

+ suitability for self-injection
+  patient choice
+ other health conditions including pregnancy

 extra-articular manifestations of disease (for
example, ocular/skin involvement.

If the patient declines treatment, or does not fulfil
eligibility criteria, you should provide guidance on

JVA Return to contents
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their treatment options and act as the patient’s
advocate.

Biologic therapy should normally be started with the
most cost-effective medicine (taking into account drug
administration costs, required dose and product-price-
per-dose). This may need to be varied for individual
patients because of differences in the method of
administration and treatment schedules. Always refer
to local protocol/policy.

1.1.1 Assessment

sure

Practitioners frequently have to assess pati @
biologic therapy, and a full history@s esse 0 epsure
0

safe prescribing. Check lists are a us
nothing is missed.

The NICE and SIGN guida s for RA, PSA
and AS can be found at

oxfordjournals.org
also the BSR guidelin

i Npon
ines for anti-TNF

current
, unless stated

BSR guidelines (2014) fc
in ions contain check
rapies
i (

infection (including skin), sepsis or risk of
sepsis, serious active infection — for example, TB,
hepatitis, HIV

hypersensitivity to the active substances or to any of
the excipients, severely immunocompromised state,
for example, hypogammaglobulinaemia or where
levels of CD4 or CD8 are very low (rituximab)

+  hepatic impairment and where baseline ALT or AST
is > 5 x ULN (upper limit of normal) (tocilizumab
and infliximab)

Return to contents &

011) for rituximab, h
ocilizumab@

+  significant haematological abnormalities, for
example, reduced WBC, neutrophil or platelet count

+ an absolute neutrophil count (ANC) below 2 x 109/1
(tocilizumab a

imab)

e sclerosis (MS)

etanercept, adalimu

infliximab - is iste e SPC as an adverse

drug reactio u
« moderat estive cardiac failure (CCF)
(Ney ssociation class/grade ITI/IV)

svere, uncontrolled cardiac disease —
a agents list moderate/severe CCF as a

ecial warning/contraindication

history of having received a recent live vaccine; it is
recommended that a period of at least four weeks is
allowed, prior to commencement of any biologic
therapy, following the administration of a live
vaccine (Butler, 2008; updated 2012)

hereditary problems of fructose intolerance
(golimumab).

1.1.2 Precautions and
screening

History of infection

There is an increased risk of infection for all patients
receiving biologic therapy with or without MTX,
particularly in the first six months of therapy with
anti-TNFa. Therefore patients should be asked:

if they have any infection (including skin infections
such as cellulitis) or history of recurrent infection.

any TB contact or exposure or a family or personal
history (check BCG scar)( BTS, 2005) — also ask
about work history particularly in rural areas as
anecdotally there is an increased risk of latent TB


http://www.rheumatology.oxfordjournals.org
http://www.medicines.org.uk
http://www.rheumatology.oxfordjournals.org
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for individuals working with cattle or pigs, or dysplasia and/or large bowel polyps or family

individuals involved in the slaughter of these history of malignancy
animals. . e
+ for anti-TNFo agents : a medical history of

+you should also check the patient’s hepatitis and psoriasis, prolonged PUVA 9f immunosuppressive

varicella history, and any HIV risk factors. therapy needs t nsideredy as a significant

. number of repor soriasis developing in
(NICE, 2011; MHRA, December 2013; Dixon et al., 2010; . AN . .
_ . . patients treg h these agents specific ave

Singh et al,, 2010 (a&b); Galloway et al., 2011a; el : @ a1, 2008; Harrisombt al.
Galloway et al., 2011(c); Galloway et al., 2013). _BS 7 2009)

Current health conditions

« MSfa
Patlel’lts ShOllld aISO be asked about any Current Ccination history —-S as ﬂu pneumonia
conditions, in particular: and chicken pox/shingles, Measles, mumps and
rubella (MMR), er 1 guidelines, and

In addition you should check for:

anti-coagulati ment (certolizumab pegol
neurological disorders such as M. may gause er usly elevated activated partial
thro lasfin time — aPPT)

auto immune conditions such as lupu‘
BCG scar
diabetes x

malignancies (including ski

o dium controlled diet as tocilizumab (IV only),
cardiac dléorders suc - ear.t gfl ure (C_CF)’ abafdcept and infliximab all contain sodium.
hypertension L hyperlipidactnia, 1schaemlilea
disease, arrhythmi I .

vestigations checklist

isease, disorders - such as Your investigations checklist should include:

neut i bocytopenia, leueop
a ia:and/or, aplastic anaém + IgGand (before rituximab cycles, as can become
depleted and increase infection risk)
epatic impairment, disea® hepatitis
+ ifindicated exclude possible infection, such as
monary/lung disedSe™ s interstitial lung swabs, MSU, sputum

pre-treatment chest X ray

hepatitis B and C serology for all biologic
indications (MHRA, 2013)

current or planned pregnancy/ breastfeeding/ »HIV screening and testing if risk factors identified
contraception plans via initial screening
diverticulitis and hyperlipidaema (tocilizumab). « liver enzyme parameters — ALT and AST (and in

particular for tocilizumab and infliximab) when
administered concomitantly with MTX; treatment
any allergies including latex to be initiated and continued in caution if ALT or

. . . . AST >1.5x ULN
risks of malignancy such as ulcerative colitis,

history of smoking, Barrett’s oesophagus, cervical *  FBC - neutrophil, leucocyte and platelet count

IB] Return to contents
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+ ANA - if positive, suggest repeat test and order
extractable nuclear antigen (ENA) and double
stranded DNA (ds-DNA) to help exclude lupus, as
some patients have developed positive ANA and
anti-ds DNA antibodies following treatment with
some biologic therapies, hence the reason for
pre-treatment positive ANA testing

+  MMR screening (as per local policy)

« varicella zoster serology (varicella IgG levels) -

see separate section for further information
+  lipids before tocilizumab and Cimzia® as can ¢
hyperlipidaemia

vised

*  check current APPT status if omhepar I-
coagulants and ensure this is rec&
k is

+  pre-treatment blood pressuse ch

+  suspected malignanc@be investigated.

TB/TB screeni

There is eidence from the BSRBR (Difon e
2010a&b est that the rate of TB 1 ientsiwi
d with

ofited wi 1-TNFa therapy wds

eening and prophylaxis
ificant reduction in the
umab clinical trials.

of TB, it is mended (all SPCs; BTS, 2005; BSR/
BHPR, 2010) that all patients are screened for TB prior
to the commencement of biologic therapy.

TB screening should include:

+ the establishment of a patient’s TB history/contact/
previous treatment

+ clinical examination and a chest x-ray and if
appropriate

+ TB testing (for example, Quantiferon or T-spot) in
all patients (local recommendations may apply)

Return to contents AUl

+ results should be recorded in the patient’s medical
record and alert card.

Prescribers are reminded of the risk of false negative
tuberculin skin an eron-gamma TB blood test

results, espe i

of active or p’entia
of TB should be treated,withystandafd anti-
mycobacterial ther upervised by an appropriate
specialist) befo rapy is initiated. (BTS,
2005; Butler. ted 2012; NICE (CGl117) 2011;

RCN, 20

1@) accinations

The following section is designed as a resource to
pport the practitioner in providing vaccination

advice to the patient or carer - or a health professional

providing vaccination (such as the practice nurse). It is

B, as'an ent with
@ B or at high risk

iolog
8-

not intended to support the provision of vaccination
itself, as this is outside the remit of rheumatology
services.

Practitioners should identify the patient’s immune
status whilst planning their care pathway. This will
mean patients are adequately prepared before starting
treatment and do not have to wait to start biologic
therapies (Saag et al., 2008)

Unless contraindicated, it is recommended that all
patients requiring biologic therapy be up-to-date with
all clinically indicated vaccinations such as:

+ influenza and pneumonococcal immunisation

+ varicella zoster (VZ) (check or agree a local policy
as children in the UK are not routinely given VZ
vaccine, and adults are only vaccinated for shingles)

*  hepatitis B

+ measles, mumps and rubella (MMR).



Note: you should check when it is effective and safe to
start treatment (the period of time that should elapse
between vaccine administration and first treatment)
but on the understanding that this should not result in
significant delay in starting such treatment, as this
would be contrary to the ‘treatment-to-target

model’(Harpaz et al., 2008; Saag et al., 2008; BSR, 2011,

Butler, 2008 - reviewed 2012; Nisar and Oster, 2013,
Galloway et al., 2013; SPCs)

Live vaccines

Live vaccines should not be given to
immunocompromised patients or concurrently with
biologics therapies (EULAR, 2012 - Chap 10 pp.
223-253; BSR, 2013; WG, 2013; SPCs) witheut fir
seeking the appropriate specialist practitio
There is no contraindication for the admi
live vaccines to relatives or friends o having
biologic therapies. Individuals w changing the
nappies of young children w h@ecelved the
MMR vaccine should be adfised to gloves
Handlers of pets who have re

also wear gloves.

f

tra

live Vaccmes S

00k for the
on vaccines an

receiving systemic high do
ore than one we

oids (>40mg/day)

ination gf DMARD’s including
in, MTX, cyclophosphamide

treatment stops.

For more information, see the ‘Shingles (Zostavax®)
vaccination’ section of this document.

If a vaccination is indicated before treatment starts this

should be given four weeks prior to commencing
treatment, as response after starting treatment is
thought to be poor (Butler, 2008 — reviewed 2012;
Harpaz et al., 2008 — ACIP in Nisar & Oster, 2013).

See Appendix 4 for a list of live vaccines currently
available in the UK.

%nes after tre
<

latest i N
accination procedures
ised status:

ics (consider long half-life of

ROYAL COLLEGE OF NURSING

If vaccination is required with a live preparation, the
determination of the appropriate time elapsed from
discontinuing a biologic drug before a live vaccine can
be given is drug specific andissbased on at least three
cycles of the drug treatme -life (see Table 2). This

time frame ensures tha the as effectively cleared
from the body. Thehalt- drugs are documented in
the SP er updated 2013)

advice ca m a pharmacist, |

ation unit and sepa

=N

hxlife :

2. Elapsed tim

Abatacept
Adalimumab

months

Not whilst on treatment or
whilst peripheral b-cells are
depleted

Not whilst on treatment
Not whilst on treatment

Not whilst on treatment

Varicella zoster immune status/vaccination

Checking varicella immune/herpes zoster status has
been identified as an important aspect of patient care,
especially in those who have autoimmune
inflammatory disease and require immunosuppressant
medication. This group of patients are at greater risk of
infection and/or reactivation of latent disease/shingles
(Butler, 2008 - reviewed 2012; McCarthy et al., 2011;
DH, 2006 - Chapter 34, updated 2013; Galloway et al.,
2013; RCN, 2013) fatal varicella in patients on immune-
suppressive therapies, (McCarthy et al., 2011).

bl

If varicella (chicken pox or shingles) history or
antibody status is unknown or uncertain, varicella
zoster (varicella zoster IgG (VZIG)) blood test screening
is recommended prior to vaccination and if clinically
indicated, at least two weeks (preferably four weeks)
before the commencement of biologic therapy
(McCarthy et al., 2011; DH, 2006 —chapter 34, updated
2012; RCN, 2013; Harpaz et al., 2008; BSR, 2011;
Galloway et al., BSRBR, 2011).

AN Return to contents
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VZ vaccination of all RA patients prior to starting
biologic therapy is not thought to be indicated (Nisar &
Oster, 2013).

As live vaccines are contraindicated in
immunocompromised patients, varicella zoster
immunoglobulin (VZIG) can be given instead, if such
patients have:

had significant exposure to chicken pox or herpes
zoster

a condition that increases the risk of severe varice
(including immunosuppressed patients)

lack of antibodies to VZ virus

exposure that warrants evaluatio S.

Please see section 1.1.6 Safet
document for more informati

In September 2013, the DH afid B§R published report
nst shingles'1

tic disease, info

cated in patients on potent
immunosuppressants — such as cyclophosphamide and
biologic therapies (BSR, 2013).

The DH (2013) guidelines for the use of Zostavax®
state:
“Therapy with low-doses of MTX (<0.4 mg/kg/
week), azathioprine (<3.0 mg/kg/day), or
6 mercaptopurine (<1.5 mg/kg/day) for treatment
of rheumatoid arthritis, psoriasis, polymyositis,
sarcoidosis, inflammatory bowel disease, and other
conditions are not considered sufficiently
immunosuppressive and are not contra-
indications for administration of zoster vaccine.”

Return to contents Py

While the guidelines do not clarify the situation for
individuals on more than one immune suppressive
treatment, we have assumed this equates to more

intensive immuno-s ssion.

stefoids are also not a contra-
ose’ 1s not defined, but doses of
ily or less in an adult would
da of

red to be low dos
alent.

: ered to be physiologica
for details). ®
Most rheumatologyte ill are that the use of

biologic therapies a

‘Low-dose’ ¢
indication (‘fo
prednis

m

immunosuppre s is lways documented
appropriate ri care medical records —
since thesgdru nvariably prescribed in
secondary

T%\ ological community therefore need to be
aw. t Zostavax® may be offered by GPs to patients
on biologic therapies and other potent
immunosuppressants. It is therefore appropriate to
warn patients aged 70 and over (and/or their GPs) on
biologic therapies and other potent
immunosuppressants that they should not receive
zostavax. If there is doubt about the balance between
the risk of shingles and the risk of immunisation then
advice should be sought from an appropriate specialist
(such as an immunologist or infectious diseases
physician).

Inactivated vaccines

Although influenza and pneumococcal vaccines do not
offer complete protection (70-80 per cent influenza and
50-70 per cent pneumococcal) these should be offered
to all patients receiving immunosuppressant therapy.
Pneumococcal vaccine should preferably be given
before starting therapy, but if not it should be repeated
at five-yearly intervals (rather than 10).

Non-live vaccines may be given to patients receiving
biologics. However, the immunological response may
be inadequate and a repeat dose should be considered
at three months if the response titre is low.

Patients should receive influenza vaccination four to six
weeks before rituximab treatment and annually (before



rituximab re-treatment if possible) at a time when B
cells are likely to be returning. In order to increase the
chance of developing protective antibody titres, it has
also been suggested that pneumococcal immunisation
should be considered before starting MTX in
combination with adalimumab.

Hepatitis B vaccination has very few contra-indications

to administration. In the adult population 10-15 per
cent fails to respond to three doses of vaccine.
Immunocompromised patients may achieve only a
suboptimal response to immunisation. Refer to

immunisation guidance from the Department of Health

or seek local specialist advice if required (DH, 2006).
See Appendix 5 for a list of non-live vaccines curr:
available in the UK.

o
Pregnancy exposure and infant acm

There is limited evidence regardinggdiye ation of

infants exposed to biologic ther ents in the womb.
t

Table 3 outlines the guida where this
exists. Where there is no gu
should be consid

of live vaccines

here be
idance. Close liaison
atient§y(a fants) GP is essential
to t nt highlighted.

be considere
Always follow oca

able’3. Time elaps
vaccines to in% d to biologic
therapy ingutero
Abatacept No guidance
Adalimumab onths
Etanercept 16 weeks
Infliximab 6 months
Rituximab No guidance
Tocilizumab No guidance
Golimumab 6 months
Certolizumab Minimum 5 months
pegol

For more detailed information on immunisation and
contra-indications refer to the Department of Health
The Green Book website and the SPCs.
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1.1.4 Patient advice

Patients and their carers need adequate resources to
enable them to learn about
condition, treatment optio

treatment, and likelihoed o

ture of their
enefits and risks of
isks and benefits.

r concern with biol erap
iolo ould be advised to
actors for infection,

*  torepert sy
advice

oms promptly to their GP, so that
given

any biologic agent if in any doubt (until
cialist advice has been obtained)

ce each situation
individually. The admir‘tra&
hese time periods shoull complete antibiotics (if prescribed) and

+ NOT to restart biologic therapy until appropriately
reassessed by the GP and/or specialist practitioner
team.

As the reactivation of TB is a particular concern with
anti TNF, patients must report any TB warning signs
- such as persistent productive cough, haemoptysis,
weight loss or fever.

Other considerations.

+  All patients and parent/caregivers should be
advised to promptly report any development of any
new or worsening symptoms — such as neurological,
cardiac, pulmonary, skin, uveitis disorders/
symptoms and/or malignancies to their medical
and/or specialist practitioner for advice and to stop
any biologic treatment until their symptoms have
been appropriately evaluated.

+  All patients and parents/caregivers should be
informed of the signs and symptoms of blood
dyscrasias (persistent fever, bruising, bleeding,

pX] Return to contents
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pallor whilst on the treatment) and advised to seek
immediate medical and/or specialist practitioner
advice and STOP any biologic therapy until their
symptoms have been appropriately evaluated and
treated.

Prior to surgery patients should be advised about
the length of time their biologic therapy should be
stopped pre-operatively (see following section) and
that they should contact their specialist practitioner
regarding the recommencement date of biologic
therapy post operatively.

Carry a Patient Alert Card and show it to health
professionals before any new treatment o
intervention (Arthritis Resear
free Biological therapy alert card
order at www.arthritisresearc

Patients on rituximab m
cludes information
complicati

with each infusion, w
about the very rag
progressive m cal leucoencephalopath
(PML has alsob€en identiﬁiwit
immu ressive treatments, suc

no

i0

u

er
aba
andfe

of the
anercept.

datie th diabetes shouldtbe
ibility of hypoglycaemia

vaccines concurrently with biologic
therapies and to seek the appropriate specialist
practitioner advice.

If live vaccines are required these should be
administered at least four weeks prior to
commencing any biologic therapy.

Contraception advice (as appropriate) should be
provided to both male and female patients and
precaution against pregnancy should be advised.

Return to contents P23

+  Patients should also be encouraged to inform their
GP of the commencement of any biologic therapy.

Appendix 6 contains a sample information sheet for
patients or carers a
therapies at

tering injections of biologic

ailable, usually

» The following general
tients should be advised
erson providing vaccination.

under shared care apfangem

advice should be

« WThe

renteral typhoid vaccine offers only 70-80
per cent protection, so personal, food and water
hygiene must be emphasised to travellers in
endemic areas.

« Immunisation with the oral cholera vaccine
(Dukoral®) does not provide complete protection.
Scrupulous attention to food, water, and personal
hygiene is essential when travelling to areas where
cholera exists.

* Yellow fever vaccine is contra-indicated making
travel to endemic areas, including tropical Africa
and South America inadvisable. A certificate saying
yellow fever vaccine cannot be given on medical
grounds may be acceptable to some immigration
authorities in special circumstances.

+ Malaria prophylaxis is essential when travelling to
countries where there is a risk of developing
malaria. Prophylaxis is not absolute and personal
protection against being bitten is very important.
Patients taking hydroxychloroquine alongside their
biologic therapy should not take chloroquine as part
of their malaria prophylaxis regime.


http://www.arthritisresearchuk.org

Patient and carer fact sheets and booklets can be found
at many websites, including:

www.arthritiscare.org.uk (includes information in
different languages)

www.nras.org.uk (RA specific information on biologics
including ‘the story so far’ published in April 2014)

www.arthritisresearchuk.org (a broad range of
condition specific leaflets).

1.1.5 Monitoring efficacy

Patients on biologic therapies should be momtore
(routine blood tests and outcome measurQ) 1n1t1

every three months to evaluate their respo
treatment. Please refer to the NICE TA guidance
documents (as mentioned above).

Patients on monotherapy ( an additional

notta
DMARD) should then be m@nitor y six months.

Appropriate mong

ing data shotild be subm'ed t
who have consented and

i for efficacy shou
nction with safety monit
. The following sectio

erapy should be
is a quate response Six
iation ofitherapy and if an adequate

months after
response is main

DAS-28 is a key outcome measure to evaluate the
response to therapies and is commonly used in clinical
trials and treat-to-target strategies.

It is a composite index of four process variables:
+ 28 tender joint count
+ 28 swollen joint count

+ ameasure of inflammatory arthritis the consistent
usage of either C-reactive protein (CRP) or
erythrocyte sedimentation rate (ESR)
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+ ‘patient global’ visual analogue scale (PG-VAS)
(Van der Heijde et al., 1992).

Treatment should be monitored, with assessment of
DAS-28, at least every six (BSR/BHPR, 2010;

NICE CG79, 2013). “@
For further informmation rying out the DAS28

| atoid Arthritis Soc
DAS28 quick refer ui
ionals, which is avai

provement in
d response’.

response (as de
maintained. ions for withdrawal may be
stances — such as patients

uction in disease activity but chronic

made in éertain
experien

' 1nﬂat1ng AS, or those being treated for ocular

ternative anti-TNFo may be considered for

tlents in whom treatment is withdrawn due to an
adverse event before the initial six month assessment of
efﬁcacy, provided the risks and benefits have been fully
discussed with the patient and documented.

See NICE TA130, TA186, TA195, TA225, TA247 and
TA280 for more information. Please also see section
1.1.5 Other outcome measures in PART ONE of this
document.

Psoriatic arthritis

Assessing the outcomes of the effectiveness of
treatments for psoriatic arthritis are based on measures
of the anti-inflammatory response and relies on
outcome measures that accurately and sensitively
measure disease activity.

Biologic therapy response criteria for PsA assessment
(used in line with NICE) include the Psoriatic Arthritis
Response Criteria (PsARC). This is the key disease
activity measure of response to biologic therapy for
patients with psoriatic arthritis.

An adequate response to treatment has been defined as

&) Return to contents
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an improvement in at least two of the four PSARC Ankylosing spondylitis
criteria (one of which has to be a joint tenderness or Response criteria to biologic therapies for patients with
swelling score) with no worsening in any of the four AS response includes:
criteria.

+  Bath Ankylosin dylitis Disease Activity Index
The four PsARC criteria are: (BASDA
1. patient global self-assessment (0-5 Likert scale) - spin VASI0'10).

2. physician global assessment (0-5 Likert scale) es the extent of fiv

3. 68 Tender joint count iyjoint pain or swell

4. 66 Swollen joint count. o W
An adequate initia onsete biologic therapy defined

The improvement criteria are: as:
+  0-5Likert scale = a decrease oﬁ cate r + areductipiof B Ito 50 per cent of the pre-

20 per cent or greater improvementin pati trea tva by =2,

assessment of disease activity x N
+  0-5Likert scale = a decrease tegory; or -+ spinal pain VAS by = 2

20 per cent or greater ent in physician ygfion in spinal pain VAS by = 2cm.

global assessmen Response to be first measured at 12 weeks and then at
+ 30 per cent or greaMyAprovement in t - weekly intervals. If an adequate response to
o & treatment is achieved and treatment is tolerated,
t.

30 per €entyor greater in swollen join patients should continue on treatment. If the response
to treatment (as defined above) is not maintained, a
repeat assessment should be made after a further six
weeks. If, at this six-week assessment, the above

NICE nd that treatment s

scomti 1n people whose ritis has not

adequate response, using RCf at 1,2 weeks. response has not been achieved or maintained,
However, NICE states t ple whose skin disease . -
treatment should be discontinued.
has a PASI 75 response weeks, but whose PSARC
response does no, i nuation of treatment, Alternative anti-TNFa is not recommended in patients
should béas a dermatologist to determine who have either NOT:

whe ion‘of treatment is appropriate, on ) . o ,

the bas response alone + achieved an ‘adequate initial response’ to treatment
For more information see NICE TA199 and TA 220; BSR OR

(2012) and SIGN’s Guidelines for the treatment of » who experience loss of efficacy of the initially
psoriatic arthritis with biologics (SIGN, 2010); Please adequate response during treatment.

also see section 1.1.5 Other outcome measures in PART

ONE of this document. However, for patients who have been shown to be

intolerant of one particular biologic therapy, before the
end of the 12-week initial assessment period, an
alternative anti-TNFa treatment is recommended
(note: this is currently under a NICE MTA review as
there is increasing evidence to suggest that switching
can be effective). Please also see section 1.1.5 Other
outcome measures in PART ONE of this document.
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Other outcome measures

Additional functional and quality of life measures are
helpful in measuring responses that are important to
patients, and can provide important self-monitoring
information. There are far too many to include in this
document, however the most commonly used include:

the Health Assessment Questionnaire (HAQ); an
annual review is recommended by NICE (NICE
CG79, 2009 - updated 2013; NICE QS33, 2013)

the Short Form (36) health survey (SF-36); a
patient-reported 26 item questionnaire which
measures quality of life

+  EQ5D.

Relevant to psoriatic arthritis:
Psoriatic Arthropathy Quality of Life Index
(PsARCQOL)

Total Sharp Score — radi @) assessm
of disease progression

(PASI) -ato

+  Psoriasis Area Séverity Ind
measurem%fz iatic skin lesions.

+  Dermatology Life/Quality index (DLQI):
ass

s used in ankylosing spon
de:

it1 onal Index
ct of AS on ability to

. Ankylosing Spo

(BAS-G) — assesses the effect of AS on health over
the last week and previous six months

Bath Ankylosing Spondylitis Metrology Index
(BASMI) - measures the impact of AS on spinal
mobility and physical ability (NICE, 2008;
NASS, 2013).

'

A
& aricella/shingles
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1.1.6 Safety monitoring

A safety monitoring summary can be found at
Appendix 8 of this docume@
Infection &

ss

Patients should fore each infusi

ection) for evide
2arly#eCognition of atypica

s€rious infec“')ns or:
ical in order to minimise delays i
iagnosis and treatment. Viigi N ed before,

and after treatmen&ese e patient
cation section of thi ument for further
information).

Practitioners have a high index of suspicion
for atypi d tunistic infections. Biologic
therapy should be promptly stopped in suspected cases.
Patients sh ave rapid access to specialist care for
onsideration of early anti-bacterial/anti-fungal/

ti-viral treatment.

Patients on biologic therapy have a higher rate of
varicella zoster (VZV) reactivation due to both the
immunosuppressive activity of biologic therapy and if
taking additional MTX or steroids (Galloway et al.,
2010). If VZV is reactivated, the risk of disseminated
infection is higher - this includes systemic infection
such as pneumonia or encephalitis. Immunity should
be checked, even if previously documented as
‘immune’, as biologic therapy may adversely affect the
patient’s immunity status.

It is important to be aware of the incubation period of
varicella/shingles (VZV) infection. If a person has been
in contact with an infectious source and goes on to
develop symptoms of infection themselves, these are
likely to develop between 7-21 days after exposure.
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Definition of VZV contact

Contact is defined as being in the same room as
someone with VZV for at least 15 minutes or a face-to-
face contact - for example, having a conversation. This
particularly applies if the source has:

+  chickenpox of any distribution (exposure to
chickenpox is of greater clinical significance than
shingles)

OR

+  shingles with facial nerve involvement (uncovere
lesions)
OR

®
+ disseminated shingles (> 1 derm@d)

OR

« ifthe sourceisalsoi suppressed.

perceived to be significant, the patient should be
considered for varicella zoster immunoglobulin (VZIG)
under guidance from a microbiologist.

VZIG can be given days post exposure, but is
most effectiv@uithinSeven/days. If the exposed patient
has a firm pa ory ot chickenpox or shingles,

adminisgfation of can be delayed ap,to 10 days
immune status gesult

hingles; if positiye, V.

istory, VZIG
s if no immune result

Active varicell n should promptly receive

initial tfea t with intravenous acyclovir 10mg/kg iv

td r guided by liaison with microbiology.

A'Break in the biologic therapy treatment should allow

SO S 21 days of potential incubation period from the last
date of exposure.
Chickenpox infectivityds,approximately up 4o, eight
days. Sou ith chickénpox excreteﬁent' Varicella zoster immunoglobulin dose (for adults) is 1g
s

amountsef virls from the nasopharyn tw
befor arance of the rash, and then in‘thése
e

Sources with shingles
mounts of vaporis

the infectivity risk is minimal. However, exposure

should be taken into clinical consideration.

Note: if the source is also immunosuppressed then the
infectivity period may vary. Shingles pain in the
dermatomal distribution of affected nerve precedes
fever and malaise by a few days.

Varicella treatment

If a patient taking biologic therapy is exposed to a
household contact who develops primary varicella
(chickenpox) and if the risks from infection are

Return to contents P&

via intramuscular injection. If the patient is unable to
receive intramuscular injection (for example, if the
patient is on warfarin) then discuss with pharmacy, as
normal immunoglobulin can be given by intravenous
administration.

If a second exposure occurs more than three weeks
after the first dose of VZIG then a repeat dose should be
given. Arrange retesting of immune status to check for
asymptomatic sero conversion under prior VZIG cover.

If naive to varicella zoster then 50 per cent may develop
chicken pox despite VZIG; infection may be subclinical
in 15 per cent of cases. Patient should be monitored for
clinical signs of active infection, and caution should be
exercised over contacts during the potential infectivity
period.

For more detailed information on immunisation and
contra-indications refer to the Department of Health
The Green Book website



https://www.gov.uk/government/collections/immunisation-against-infectious-disease-the-green-book#the-green-book

Tuberculosis (TB)

Whilst appropriate pre-treatment screening for latent
TB results in a significant reduction in the risk of active
TB (Burmester, 2012), it has been recommended that
for patients on anti TNF therapy a chest x-ray should be
undertaken after three months of treatment and
thereafter annually, and that patient reported
symptoms of TB should be sought at each follow-up.

If a patient develops a productive cough or
haemoptysis, or experiences weight loss, advice should
be sought from a TB specialist. Treatment with full
anti-mycobacterial chemotherapy is advised and
treatment with anti TNF can continue if clinically
indicated. Monitoring for signs of TB should also
continue for six months after stopping tréftment

Progressive multifocal leukoencephalopathy
(PML)

The JC (John Cunningham) vi u@n, which
results in PML and death, occumimftituximab

treated patients with auto im

treatment. It ha

immunosuppiessi ents, such as abatacept a

consultation with

ologist, brain MRI, and lumbar
puncture. Discontinue rituximab (or any other
biologic) and consider the reduction of any concomitant
immunosuppressive therapy in patients who develop
PML (EULAR, 2012; SPCs).

Blood dyscrasias

This is a rare event in patients on a combination of
DMARD and biologic therapies. However, practitioners
should ensure that patients are encouraged to report
signs suggestive of blood dyscrasias, for example,
bruising, bleeding, mouth ulcers, shortness of breath
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and persistent fever and ensure that vigilance is applied
during routine monitoring.

For patients who also receive methotrexate or
sulphasalazine follow loca
monitoring. This is
care arrangements
guideli

._.
=
()
-
(=}
[t
=3
o=
=
[aW
o
-
»
=
[~}
=
@
Q.

ollow DMARD monitoring

es and playdiffer locally.

Refer to SPCsjand SRBHPR monitorirg gmideli
(BSR, 20 % jre information.
®

ulmonary disease/ i@ g disease
re has been a reportedincreased incidence of ILD;
eceived. However, more

any firm conclusions can be

therapies.

important particularly if pre-existing respiratory
) ) ro exist (Ramos-Casals et al., 2007; Dixon et al.,
g diseases. PML . BSR/BHPR, 2010).
ss with no kfléwn

Human anti-chimeric antibodies and human
anti-human antibodies

The chimeric biologics for example, infliximab and
rituximab - are capable of inducing human anti-
chimeric antibodies (HACA) which can:

+ increase the risk of allergic or hypersensitivity
reactions and/or

+ reduce treatment benefits in therapies, such as
infliximab and rituximab, used in RA.

Delayed hypersensitivity reactions have also been
reported with infliximab when intervals between
treatments are increased. This seems to be reduced
when MTX is used in combination with biologics; the
efficacy of all biologics also seems to improve.

Antibodies may develop in patients against an injected
antibody. Biologic therapies are developed from
monoclonal antibodies that have been biologically
engineered, using technology that combines either fully
human or part human proteins to either an
immunoglobulin or a receptor.

pA] Return to contents
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A patient may, as a result, develop antibodies to the
therapy based upon whether the components are made
up of human anti-human antibodies (HAHA) or
human anti-chimeric antibodies (HACA).

Uveitis

There have been several case reports of uveitis
developing in patients treated with anti-TNFa therapy,
despite the fact that anti-TNFa. has also been reported
to successfully treat patients with resistant uveitis.

Most reports of successful treatment of resistant uvei
have been with infliximab (Saurenmann et al., 200
Tynjala et al., 2007; Braun et al., 2005; Galor e 6
- in BSR/BHPR, 2010).

K
Most cases of anti-TNFa therapy-as e 1s

Pregnancy and c

iondssues

Patients (of both sexeshand women of child-beari
age shoul dvised tojtise appropriafe confrageptio

to avoid ing pregnant and not to b fee
duringthe r specific time periods following
erapy depending on the biologic t as follows:

@ ept 14 wee
Adalimumab months
pEtanercept M, 3veeks
InﬂixirrA M 6 months
Rituximab ‘/ 12 months
Tocilizamab 3 months
Golimu 6 months
Certolizumab 5 months

See SPCs for further information.

Evidence, which assessed the outcomes of 130
pregnancies, concluded that although the results to
date had been promising, no firm conclusions could be
drawn about the safety of anti-TNFa during pregnancy
(Verstappen et al., 2011 — BSRBR). Without further
evidence, the guidelines currently in place suggest
these drugs should be avoided at the time of
conception.

Return to contents [EJU]

The continuation of anti-TNFa therapy could be
considered in patients wishing to conceive/father a
child, or if a woman conceives, or if the risks of
stopping treatment rceived to be high. Therefore
each case should fo s

process betweefl the and the prescriber where

the risk o & or stopping treatment is
b @e risk of continuingf

‘ and‘€ons of breastfeeding in pati
o)
individual basis, as there is.limite
excretion in breast@

red decision making

risk
ance

1.1.7 gie; hypersensitivity

fusion reactions

Injection gite reactions to subcutaneous injections are
us ild and resolve without treatment. Reports of
injection site reactions (the most common adverse

ents reported are bleeding, bruising, erythema,
itching, pain and swelling) range from between

6-25 per cent of patients receiving subcutaneous
biologic injections.

Common sense suggests that if a patient has any
injection site reaction a review of the patients technique
is necessary, as poor technique is likely to contribute to
this, but there is no research on this topic currently
available.

Allergic reactions have been reported to include
pruritus, although some serious anaphylactic reactions
have also been reported with adalimumab and
golimumab (see SPCs for further details).

Infusion reactions

Serious hypersensitivity reactions have been reported
in association with:

+ tocilizumab — hypersensitivity reactions were
generally observed during the second to fifth
infusions of tocilizumab. It is reported (see SPC)
that such reactions may be more severe, and
potentially fatal, in patients who have experienced
hypersensitivity reactions during previous
infusions even if they have received premedication



with steroids and antihistamines. Appropriate
treatment should be available for immediate use in
the event of an anaphylactic reaction during
treatment with tocilizumab. Treatment should be
stopped immediately should an anaphylactic/other
serious hypersensitivity/serious infusion reaction
occur (please see SPC for further details)

+ infliximab — acute infusion reactions, including
anaphylactic shock and delayed hypersensitivity
reactions, have been reported (see SPC). Should this
occur the treatment should be stopped immediately
and emergency treatment given

+ rituximab — is associated with infusion related
reactions (IRR). The reactions reporte‘were
usually reversible with a reduction in ratggor
interruption of rituximab infusion a x
administration of an anti-pyretic,4dh antihistamine
and occasionally oxygen, IV saling or

bronchodilators and glucocoftigdids if required.
hn

ROYAL COLLEGE OF NURSING

It is recommended that hepatitis serology should be
monitored in patients with evidence of past or current
B or C infection (BSR/BHPR, 2010).

Recurrence or infection sh e reported via the
Yellow Card schem& .gov.uk/yellowcard.

¢y

ﬁéy

ordymphopre
erapies, above those ex

in the rheumatic

r is population. Therefisyhowever, evidence to
gest that there is an ased'fisk of some skin
cancers such as me a anti-TNFa therapy;

nce is required.
fid skin surveillance is also
BHPR, 2010).

New researchalso suggests that biological therapies do

Premedication of an a sic retic drug an otimcrease the risk of recurrent cancer compared to
an antihistamine drug shemld always be nventional disease modifying anti-rheumatic drugs
administere re each infusion of rituxinab: inRA (DMARDs) (BSRBR RA, 2014).

(%(is B and x
t

ctivation of hepatitis B and worsening hepatitis
ve been reported with vir @F"
therapies (excluding abataéept

1.1.8
a

signs and sympt function tests should
be undertake s seceiving biologic therapy

(always re

Screening for hepa and Cis recommended in all

patients. For those patients who test positive for
hepatitis B, consultation with a physician with
expertise in the treatment of hepatitis B is required.

However, the BSR/BHPR (2010) also states that a risk/
benefit assessment should be undertaken for patients
who are hepatitis B positive, as treatment may be safe if
appropriate anti-viral treatment is given.

If malignancy occurs while a patient is taking biologic
therapies, it may be necessary to stop treatment. This
should be discussed with the prescriber and the risks/
benefits as these relate to the individual should be
taken into account (BSR, 2010).

Note: the advice regarding adverse events for patients
taking biologic therapies with psoriatic arthritis is
inconclusive. While there is evidence regarding adverse
events data from etanercept, adalimumab and
infliximab for serious infections, cancer, activation of
latent tuberculosis, mortality and withdrawals, the
evidence is primarily from people with rheumatoid
arthritis or other indications (NICE TA199). There are
no studies looking at outcomes from patients with
primary malignant disease from precancerous
conditions but these should be monitored during
treatment, including any skin changes (BSR/BHPR,
2010).

k)4 Return to contents


http://www.mhra.gov.uk/yellowcard

ASSESSING, MANAGING AND MONITORING BIOLOGIC THERAPIES FOR INFLAMMATORY ARTHRITIS

1.1.10 Biologics and surgery

The biological half-life of a substance is the time it
takes for a substance to lose half its pharmacologic
activity. The long half-life of some of the biologic
therapies - such as adalimumab, certolizumab pegol,
golimumab, infliximab, tocilizumab and rituximab

- need to be taken into account if a surgical procedure
is planned because of the increased risk of infection.

The half-life of the drug is documented in the
respective SPC and the clearance is estimated by
multiplying this by five; the washout periods statedgi
Table 4 reflect this calculation and the freque

dosing for each agent.

]
Elimination (washout period) for all biglo pies
= half (12) life of treatment x 5 tim@s. Fo ple:
+ etanercept half-life =t

s

erefore

the approximate elim n period of treatment

of
N

o week gap prior

ost units recom

to ed surgery except for infliximab which tends to
be continued but with imed for the half-way

oint between infi i.e_around four weeks. In
view of t evidence local guidelines
shoul anned surgery should always
be he prescriber.

g any planned surgery should be
advised to stop biologic therapy prior to surgery (as
above) and advised not to restart the treatment until all
of the following criteria are met:

+ antibiotics (if required) have been completed and
the wound is not infected

+ appropriate clinical advice has been sought from
the patient’s specialist team.
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If emergency surgery is required patients or their carers
should be advised to:

+  stop biologic therapy immediately

+ informallre prdctitioners of the fact they

tient

o

.5 days; t}?ef ; !,
imate elinination perio rea t
to
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Table 4. Biologic therapy washout and half-life information/calculation*

Name Usual dosing interval | Suggested periodto | Halflife Washout period
stop before surgery | Taken from SPC (5 x half-life)
Etanercept 25mg dose twice 2 weeks
(Enbrel®) weekly
SC 50mg dose once
weekly
Adalimumab Fortnightly 70 days S 70 da
(Humira®) (2% months)
sC ®
Certolizumab Fortnightly 70 days 14 days
pegol (Cimzia®) (2% month
SC
Golimumab Once a month 70 9-15 day: 45-75 days
(Simponi®) (2 onths)
SC
Infliximab Every 4-8 weeks 4 s 'g 40-47.5 days
(Remicade®) (1¥2 months)
v t ,
Abatacept Every
(Orencia®)
v 70 days Half-life = 14.3 days | Range 40-125 days
Abatacept » Weekly @2 ths) (Range = 8-25 days) | Mean 71.5 days
(Orencia®)
sC x
Rituximab 2 doses at 98\day: Half-life = 20.8 days | Range 42.9-197.5
(Mab ®) fortnightly integ¥al months) (Range = 8.58 -35.9 | days
then repeated 1 days) Mean 104 days
necessary every 6-12
month .
ilizumab Eveny 4 Weeks AIV) |56 days 8-14 days 40-70 days
e (2 months)

(R ctemra®)K
and SC A

*For the most uj

ate informa

youiould always refer to the full SPC of an individual drug - see www.medicines.org.uk

EX] Return to contents
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1.1.11 Switching between
biologic therapies

Approximately one-third of patients do not respond to
the first TNF inhibitor (primary failure) and a
significant percentage will also lose efficacy later on
during therapy (secondary failure). For both subgroups
different treatment options are available, including
switching to an alternative TNF inhibitor or changing
to an agent with a different mechanism of action. The
case for switching to another anti TNF agent can be
argued based on their different half-lives and affinities,
which might be translated into a different duration
TNF neutralisation and responses at an individua
(EULAR, 2012). However, NICE pl.e rest nson
switching between anti-TNFa therapi
algorithms).

For example, if rituximab i
units consider a treatme
when changing fro

rituximab. There is ecific guidance on
although 4

e stopped eight weeks prior to the
commencement of ritu (Smolen et al., 2007; BSR/
HPR, 2010).

ce that overlapping therapies, without
ife, flirther increases the risk of

and so car d be taken when switching between
biologics. Rescreening, including for infection, between
biologics when switching is common practice and local
guidelines should be followed.

Individual risks and benefits must be taken into
account and discussed clearly with patients

See the NICE treatment algorithm at www.nice.org and
refer to SPCs, and BSR/BHPR (2011).

Return to contents KE3


http://www.nice.org

Section 2:
Administration of
subcutaneous and
intravenous
biologic therapies

2.1
therapies

This section outlines considerati t logic
therapies currently administere cut@neously:

+ etanercept

adalimu
golihu
ata
. cilizumab.

. For additional detail
cUi§S with the medical
tment of the manufacturer or your

78

information
pharmacist.

Table 1 in Section 1 of this document outlines the route
of administration, dose and indication for biologic
therapies for adult patients.

2.1.1 Home administration

Most people who self-administer biologic therapies will
often have their drugs delivered by a home care delivery
service. The service should be well-integrated into the
care pathways and provide high quality assurance of

M
service and there are several a
ch:
patient self-efficacy, indepen
Subcutaneous biofgﬁx : ,
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safety and quality, and also provide evidence of
meeting patients’ needs.

Documentation and audit should be an integral aspect
of developing a service for @v s receiving

o injectors/pens
be issued either f; ospital

subcutaneous biolo er
Subcutaneous biglogic t es are available in
he

ity pharmacy or yia
ology services % 2 hote

ence and convenience

VAT excem it cost effective
time- g f umatology services, as home
care servicesfcan train patients to self-inject,

arrang ar delivery of their treatment and

specifications, including information governance,
medicines management, quality standards, staff
competencies and patient support.

lect clinical waste.
Y arrangements must be supported by a robust
. certohzumab& x ernance framework and agreed service

Packaging and transport systems should ensure that
adequate protection and storage instructions are
adhered to during delivery. Comprehensive information
regarding storage and pre-injection considerations and
training in self-administration is mandatory before
starting treatment.

Training patients to self-administer may be carried out
in the health care setting by a specialist practitioner, or
by a trained nurse employed by a home delivery
company. Practitioners should be guided by local
policies.

Supporting a patient to inject in their own home can
provide a significant degree of independence and is also
a cost-effective treatment pathway, avoiding
unnecessary hospital attendances and/or the need for
direct health care practitioner support.

Patients should be introduced to the product during the

EE] Return to contents
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check there are no contra-indications to
administration (as per the SPC)

initial assessment for suitability for biologic therapyso  *
that they can make an informed choice of both

treatment and administration technique. ,

+ ensure the patient has consented to have the
Once a patient has been assessed and fulfils the criteria injection
for treatment with subcutaneous biologic therapy,

) : L. + ensure th ien
home care registration consent and a prescription

s the advice line telephone

should be completed to enable the patient to receive numbeigr s Of CONCErns
their first treatment to their home. injection and siteaf§ed ei n
jection log or ch

Practitioner training and competence ,
aware of protocols relat

No specialist training is required - all practitioners . .

] S sharps includi S
should be competent in the subcutaneous injection
technique. Specific information describing th. + note the datednd ti

each pen or pre-filled syringe is available '@» e

e safe disposal of

ext injection

hen the first injection has been
are any concerns.
However, practitioners should:

+ beknowledgeable and etentin all aspects of
administration and r andgement, and stay
at ence in relatio

biologic therapy indications contra-indigations, raining for patients
dose, nistration'and side-effe . . .
A patient training check list and competency example
+ hay€under appropriate trainifig to te, can be found at Appendix 9.
su and teach patients in th

Practitioners need to be flexible in their training
methods, which should be tailored according to the
patient/carer learning needs, and after discussion and
assessment of their competence in administration
techniques. You should agree a training package with
the patient/carer. Some patients/carers will require a
greater number of practice sessions, and you will need
to modify the level of supervision you give before the
patient is confident and competent.

inistration of biologic

. re appropriate ¢
available for prima
delivery servi

unication and support are
Ithacare teams, home
ts self-administering in

ical governance and local policies in
anagement of patients receiving
biologic therapies.

In many cases patients with inflammatory joint disease
will already be competent in subcutaneous injections

Checklist for practitioners ) R
as they will have already been self-administering.

All practitioners should adhere to the following
checklist prior to administering subcutaneous
injections to a patient:

In a very small number of adult cases, patients may be
unable to self-administer their treatment. In these
circumstances, and with the patients consent, a carer

* check the dose, dosage, form (syringe or pen) can be taught to administer the injection.

frequency prescribed and expiry date
The patient and carer should be aware that the home

+ ensure blood monitoring is in place and that blood
results are satisfactory
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administration is subject to undertaking a training
process and an assessment of their ability to manage



home administration (including appropriate
refrigeration facilities if necessary).

For home administration to work efficiently, good
communication is vital - not only between primary,
secondary, tertiary care and pharmacy services, but
also with family members or carers.

A back-up plan must be in place to ensure that in the
event of a patient being unable to self-administer (for

example, due to limited dexterity) or their trained carer
being unavailable, they can call on specialist support or
a non-specialist rheumatology practitioner’s support

(for example home care nurse, practice nurse or distric
nurse).

Patients should be advised that they can &t no

cancelled, and alternative tr

timely manner.
Following trainingidnd risk asséssment the pa’e t Or
carer must: x
+ beco ant to proceed with

G

monstfate a clear under ing of their
sponsibilities in the safe mafiageient of the
ogic therapy i n nd sharps
disposal

take regular blood monitoring and

attend clinic ents as needed

+ agree to a regular review of home administration
risk assessment

+ agree a back-up plan in the event of being unable to
self-administer.

Rotating injection sites

Patients or carers who self-administer treatment need
to ensure that they rotate the injections sites. If giving
two injections (such as MTX and a biologic therapy)
these should be given in different sites. For example,

ROYAL COLLEGE OF NURSING

one should be given in the right thigh and the second in
the left thigh. The injections should be at least 3cm
apart, if given in the same limb. If injecting in the
abdomen, injections should
from the navel. Refer to th
guide for further infoRfati

a 5cm radius away
ufacturer’s training

atient should keep a regord of
ddditional informagion re
o
ust b about any
changes to the

I pen, storage

earance of the syringes.
also be informed of the potential
1on technique according to the
idelines and be appropriately
changes may also require changes in

In addition, t
changei in
manufacturer’s
retrained.

i iption details, requiring renewal, therefore
ansfefto new applications of drugs must be planned
&d lly in advance to avoid delays in the

ministration processes and to reduce the risk of gaps
and delays in treatment.

There are a number of patient organisations and
websites that the patient can access for additional
information and support (see Appendix 13).

Contra-indications for patient
self-administration

*  The patient declines treatment/the training
programme.

*  Are unable to administer the injection because of
poor dexterity as indicated in a practical
demonstration to the rheumatology nurse, and if
they do not elect to have a carer to administer
treatment instead

+ Show poor concordance with attendance and
monitoring

*  Are unable to safely store the injections at home or
are unable to demonstrate an understanding of the
need for safe storage and sharps/waste disposal

k¥4 Return to contents
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+ demonstrate a lack of understanding of the safety 2.2.1 Conditions for

and self-care requirements. . o .
! administration
Continuing management
On completion of the training programme and when Del“.’ery settin ' o _
the patient/carer has demonstrated competence in all A patient’s cagejpath ed by a specialist multi-
aspects of administration, you should inform them of disciplin am rses, doctors and health care
the follow-up arrangements. PR Ss1@a

If a home care company is taking over delivering the

treatment, the home care service should be notified an ded -
informed of the patient’s progress.

Either community ofdfospit ilities are suitable for
The patlent must be pI‘OVlded Wlth the necess the infusion Ofl 1 Ogic therapy‘ Rlsk
equipment by the department or the home assessment is@n essential part of setting up any facility.

company. ® Protocols for t 1stration must take into account
the riskéo rse reactions; for example, the
. y ad of the first infusions, and in the case of
2.2 Intravenou 08IC tagili b, risk of infusion reactions up to and
therapie incliding the fifth infusion.
This section outli nsiderations for the intravenous O_VISI(,)I_I will depend on t}_l(_)' Fieman.d f0.r and
administration of the follofing biolog"the& ava}lablllty of day-case fac1'11t'1es taking into account
patient needs, such as providing care close to a person’s
+ abataeept home where possible. Shared infusion clinics across the
) range of inflammatory conditions where biologic
) e therapies may be used can help improve efficiency (see
ab examples in NICE 2010 commissioning services). The
following support should also be available for
+  tocilizumab. administration of intravenous infusions:
- For additional detail + adesignated rheumatology practitioner should be
C, discuss with the manufacturer’s available for advice

ion department, or your pharmacist.
+ apharmacy or home administration service to

1 of this document outlines the route reconstitute infusions
of administration, dose, regime, NICE appraisal and
indication for biologic therapies for adult patients.
Section 1 also summarises assessment, screening,
contra-indications and monitoring information.

* appropriate equipment for infusion and
resuscitation

* appropriately trained staff.

Biologic therapies do not require specialist handing
precautions as they are not chemotherapy agents and
disposal of equipment and unused medication should
be in accordance with local requirements.

Current therapies are being developed to provide
subcutaneous versions (for example, tocilizumab has
been licensed for use in the UK since May 2014 thus
reducing the need for infusion services, and increasing

See current SPC for specific information. convenience for patients).

Return to contents [k}



Practitioner competence

Practitioners who are going to administer biologic
therapies using intravenous routes should:

+ be competent in the management of patients
receiving injectable medicines and be skilled in the
preparation, administration and management of
biologic infusions including cannulation

+ be competent in resuscitation procedures and have
access to basic life support resuscitation equipment

+  have written guidance on the management of
preparation and administration of biologics,
anaphylaxis and infusion reactions according to
local policy.

policy. P

For more information see Standards for infi
therapy (RCN, IV therapy, 2010).

Vial sharing

The National Patient Safet n A) does not
support vial sharing (NPSA/2007/20). NICE has n

considered or m commendations relatingito vi
sharing. x
Standards fo aration and manufa f
injectable medicimes'within hospital p, e set
the I ent of Health’s Executive Better EL
2 and'the EU guide on go ufacturing

ice (EC, 2010).

haring, a thorough
ken and governance

Pre-infusion/injection assessment

You must fully assess patients before administering an
infusion. As well as the assessment set out in Section 1
of this document, prior to the infusion you should
specifically include:

1. Routine questioning of potential infectious contacts
(such as chicken pox, TB). If you suspect an
infection, consult the patient’s prescribing
physician. Caution: varicella immunity should be
checked if an infection is suspected - see local trust

ROYAL COLLEGE OF NURSING

or BSR guidance. The patient should confirm that
they are not aware of any inter-current infections
and that they don’t have difficulty in breathing or
any shortness of breath.

2. Women of child ingidge should confirm the
date of their last period and confirm that they are
i ethed of contraceptive
sting if there is a
rate the risks of a pati

3. Watients should be pre
phylaxis to treat or

diseases such as a
rhinitis, know

nd
review them

ergles or previous infusion
ese seriously. If necessary
the prescribing physician.

reacti

aseline observations:

eck there are no contra-indications to
treatment, including any contra-indicated
medication

+ check any recent blood tests are within
satisfactory parameters

+ record baseline temperature, pulse, blood
pressure and O saturation levels if indicated

« urinalysis — request MSU if infection suspected
and consider if infusion should be administered.

2.2.2 Treating infusion
reactions

Anaphylactic reactions have been reported in all of the
biologic drugs given by infusion. The frequency of
these reactions is described as uncommon or rare. For
example when these drugs are used for RA there are
fewer than 1 per 1000 infusions for abatacept and
infliximab and fewer than 1 per 100 infusions for
rituximab and tocilizumab.

EP] Return to contents



ASSESSING, MANAGING AND MONITORING BIOLOGIC THERAPIES FOR INFLAMMATORY ARTHRITIS

However, onset can be rapid and the condition can be
life threatening. Should anaphylaxis occur:

+  stop the infusion

+ administer as prescribed intravenous
hydrocortisone, intravenous chlorpheniramine (or
other appropriate antihistamine) and/or any other

emergency treatment following your local policy on

managing anaphylactic reactions

+  contact the doctor or designated specialist

practitioner as appropriate but emergency
treatment should not be delayed
« record any adverse reaction in the patients,rec

Drugs prescribed for use in the eve.nt a@_

related reaction:

+  chlorpheniramine 1 s (or other

+  hydrocortisone

+  meto mide 10mg IV tdsy
*  paradeta 1g orally q imu
in 24 howurs).
fi r local policy for i action
m ment.
Signs and symptoms ofianéphylaxis:
« ai ngue/face)

+  wheeze

+ becoming tired

+ confusion

«  pallor, clamminess
+ increased pulse

+ lowBP

+  cyanosis (late sign)

+ cardiac arrest.

www.resus.org.uk

Return to contents EYU]

2.2.3 Abatacept administration

Special equipmen

A sterile non-pyrog ow-protein-binding filter
(pore size 0. to ) is essential and a
silicone-free disp@sable syringe is provided with the

¢ which must be used to reconstit h vial.

on of infusion

paration of the’dj cti
according to the SP€ o
within the stipulate
once reconstitu

e undertaken
e'dsug, and administered
eframe'that the drug is stable

Abataceptis supplied/in 250mg vials as a dry powder.
Eachv nstituted under aseptic conditions with
10, ts water for injection using the silicone-

free dispasable syringe provided with each vial and an
18- ge needle.

required. Immediately after reconstitution, the
concentrate must be further diluted to 100 ml with

riate antihistamine)
Qoinig IV tds Iculate the dose and the number of vials needed.
Calculate the total volume of reconstituted solution

4

sodium chloride 9 mg/ml (0.9%) solution for injection.
The final concentration will be no more than 10 mg/ml.
Dose of infusion is 500mg, 750mg or 1000mg
(depending on weight) at week 0, 2, 4 then monthly by
intravenous infusion. See table below.

Body weight of Dose Number of vials
patient

<60 kg 500 mg 2

=60 kg to < 100 kg | 750 mg 3

> 100 kg 1,000mg |4

Avoid shaking during reconstitution.

Administering the infusion

Abatacept is infused through a low protein binding
filter (see equipment) into a peripheral cannula using
an IV pump with a primed line (0.9% sodium
chloride).

Abatacept should be administered over 30 minutes.


http://www.resus.org.uk

Clinical observations during infusions

No routine observations during the infusion are
required, however in the event that the patient reports
feeling unwell, observations should be taken.

Observe for any signs of respiratory deterioration in
those with COPD.

Observe for side effects throughout: and take
appropriate action.

Acute infusion-related events (ie those that occur

within one hour of the infusion) are most commonly
headache and nausea (=1/10 patients). Dizziness and
hypertension may also occur. Seek medical advice in
the case of hypertension.

2.2.4 Infliximab administration

&

a low protein binding

nnula usin‘an

Equipment

Infliximab is infused thr
filter giving set i eripher
pump with a pri ine.

Prepar ‘o%sion
r the injection must

@ din e SPC of the dru
on

in the stipulated timefra
Each vial contains

d administered
the drug is stable
econstituted.

mg of infliximab dry powder.
number of vials needed.
of reconstituted solution

required.

Under aseptic conditions, reconstitute each vial with 10
ml of water for injections, using a syringe equipped
with a 21-gauge (0.8 mm) or smaller needle.

The reconstituted solution dose is further diluted to 250
ml with sodium chloride 9mg/ml (0.9%) solution.

No preservative is present; it is therefore recommended
that the administration of the solution for infusion
should be started as soon as possible and within three

&
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hours of reconstitution and dilution. When
reconstitution and dilution are performed under
aseptic conditions, the infusion solution can be used

within 24 hours if stored at 22Gto 8°C.
Do not store any un n of'the infusion
solution for reuse.

ri nstitution.

e infus‘g
first infusion should be ad
uts and is repeated at 0 week six, and

ereafter every eight wew&
In carefully selectedfpatientswho have tolerated the
initial two-hougdnfusio andard dose infliximab

(3mg/kg), sub usions can be administered
over an héu

t four infusions, and then for one hour following
subsequent infusions.

Observe for side effects throughout, taking appropriate
action if an adverse event occurs. Record any adverse
reactions in the patient’s notes.

For full list of administration details, please see drug
specific SPC.

2.2.5 Rituximab administration

Drugs prior to infusion

Rituximab is associated with infusion related reactions
(IRR), which may be related to release of cytokines
and/or other chemical mediators. In rheumatoid
arthritis premedication consisting of an analgesic/
anti-pyretic drug and anti-histamine drug, and
glucocorticoids should also be administered before
each infusion in order to reduce the frequency and
severity of IRR.

[34 Return to contents
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Standard doses are as follows:

methylprednisolone 100mg IV (100mgs in 100mls
normal saline infused over 30 minutes (the
methylprednisolone should be given 60 minutes
before rituximab))

paracetamol 1g orally (30 minutes prior to infusion)
if not already taken

Infusion rate for day 0

Time mgs/hour mls/hour

1st 30 minutes 50mg/hour 25mls/hour

2nd 30 minutes g/hour | 50mls/hour
Then the rate can crgased by 50mg/hour
nutes to a maximum rate

Is/hour) providing no

+  chlorpheniramine 10 mg IV (30 minutes prior to yrate for day 14 j aflent had no
infusion) or an oral anti-histamine according to to the fird®infusien
local protocol Time u mls/hour
« antihypertensives should also be omitted before 1st 30 minutes Omg/four | 50mls/hour
infusion, see SPC for more details. 2nd 30 minutés G| 200fg/hour | 100mls/hour
The rate cdn'be incfeased by 100mg/hour (50mls/
Equipment hour) 30 mifiutes to a maximum rate of
Rituximab infused through . 1 la usi 400m Omls/hour) providing no adverse
Huximap i }lse ¢ .roug .a Tprigra i u8¥ng action ur. Note: the SPC has been updated
an IV pump with a primed lige halow protein ith a new license for a faster infusion rate up to
binding filter. 6 r (RA only). See www.medicines.org.uk
. . In the event of a reaction to the first infusion, the
Preparation of infusion econd infusion should be administered at the same
The prepafaiin of the injection must B8 un en rate as the first. Rituximab treatment (two infusions) is
according to the SPC of the drug, and adsiister repeated no more frequently than every six months
withi ipulated timeframe that the\drugigstable (NICE TA195, 2010).
econstitted. Aseptic precauti st be used
t is provided in vials'o in 10mland Clinical observations during infusions
50 n 50ml vials. Rit ab can be diluted to a

concentration of betwe

mgs/ml normal saline.

2mgs/ml | 4mgs/ml

500mls 250mls

Administering the infusion

Rituximab is infused through a peripheral cannula
using an IV pump with a primed line. The following
regime is based on a concentration of 2mgs/ml i.e.
1,000mgs in 500mls. The rate of the infusion will
depend on the concentration of the rituximab and

whether it is the first or second infusion.

Return to contents E¥]

Every 15 minutes for the first hour, then every
30 minutes and prior to increasing the rate of infusion
and until infusion completed. Observations to include:

+ blood pressure

+ pulse

*  temperature

0, saturation levels (if indicated).

Note: It is most important to observe the patient in the
first few minutes of the infusion or after any rate
change as this is when reactions are most likely to
occur.

An example of a rituximab protocol is available on the
Rheumatology forum page of the RCN website

www.rcn.org.uk


http://www.medicines.org.uk
http://www.rcn.org.uk
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2.2.6 Tocilizumab 2.2.7 Post-infusion care and
administration advice to patients

. Discharge the patient after usion, providing

Equipment . e
observations taken gne houndtter the infusion start

Tocilizumab is infused through a peripheral cannula time are satisfactory

using an IV pump with a primed line and with a

low-protein-binding filter. Before

Preparation of infusion any 18 which suggest an if

Prepare the infusion according to manufacturer’s in the hours or days after thegnfuSion). Provide
guidelines. Tocilizumab is supplied in vials containing ntact numbers for t Wy department
20ml/ml concentration of either 4 ml (80mg), 10 ml rst contact point; fo ple/GP and/or

s a

(200mg) or 20 ml (400mg) concentrate. The @ attendance at the hds ent and emergency

recommended posology is 8 mg/kg body Weight, department (A

once every four weeks. o .
+ make surefeg TX monitoring, according to
For individuals whose body weight is afiore than 100 kg, BSR/@ al guidelines is set up if
en le

doses exceeding 800 mg per infusi appli
recommended. @ : )

ake patients who have diabetes aware that they
Calculate the withdrawal e of sterile, non- xperience a falsely elevated blood glucose
pyrogenic sodiumchloride 9 1(0.9%) s@tio& ading on the day of the infusion, if they have had
injection from a 100iml infusion bag, equal to t abatacept, as this interferes with blood glucose
volume of co &Ared for the patien#§,dos monitoring strips (glucose dehydrogenase

under aseptic 1tions. The required am pyroloquinolinequinone - GDH-PHQ)
nceftrate (0.4 ml/kg) s
raw the vial and placed in the b

ion bag. This should be a lume of 100 ml. asbeen arranged
To Wpthe solution gen . fusion bag to + ensure an understanding of the importance of the

need to attend for regular medical/AHP reviews

1 « ensure follow-up for assessment or next infusion

ensure patient has a biologics alert card to carry
with them (see www.arc.org.uk).

For a full list of adverse effects, see the drug’s SPC
(available at: www.emc.medicines.org.uk).

repeated monthly.

Clinical observations during infusions
Every 30 minutes, temperature, pulse and blood 2.2.8 Withdrawal of treatment

pressure, should be recorded.
Treatment should be withdrawn if an adequate

response is not initially achieved or maintained as
outlined in Section 1.

Observe for side effects throughout, taking appropriate
action and recording any adverse reactions in the

patient’s notes.
Treatment should also be stopped in the following

situations:

EX] Return to contents
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+ any serious/severe adverse reaction, active or
serious infection for example any new infections or
reactivation of any infections ie TB, VZ, hepatitis
etc. until infection has resolved clinically

+ PML immediate withdrawal and no re-treatment
with rituximab. Prompt reduction or
discontinuation of other immunosuppressants and
appropriate investigations should be undertaken.

+ any anaphylactic reaction or other serious allergic
reactions. The administration of biologic therapy
should be stopped and appropriate therapy given

+ symptoms or signs of liver dysfunction sh
evaluated for evidence of liver injury. I
and/or ALT elevations = 5 timeS'the u
normal (ULN) develop(s), biol

abnormality should be u

+ any confirmed ha

ANC <0.5x 10%Ar a p count <50 x 10
Temporary withdr ntil repeat blo
satisfa ®

+ anyne ening of pre-existi
er

eralldemyelinating sympt
opriate referral to spe initi
. symptoms sug of a lupus-like syndrome;

positive tests for an iesfagainst ds-DNA and/or
ne disease, further
notbe given and appropriate

ed

syndrome or psoriasis etc) and appropriate referral
to specialist initiated

+ any suspected signs or symptoms and/or
confirmation of malignancy

+  any new or worsening symptoms of congestive
heart or cardiac disorders (such as hypertension,
hyperlipidaemia) and/or angina pectoris, cardiac
arrhythmias (such as arterial flutter and fibrillation
and/or myocardial infarction). Any new or
worsening symptoms of pulmonary/lung disease

Return to contents E¥!

+ any uveitis symptoms — consider alternative
biologic

+ pending surgery (please refer to section 1.1.10
Biologics and sufgery’section of PART ONE of this

be considered for patien

anti-TNF is withdrawd due dverse event before
the initial six- monthly'@ssesstent of efficacy,
eatment choice and contra-

the patient and documented
A195).

Resteeatntent with rituximab in RA should only be
considered when initial treatment response has been
ost. The frequency of infusion should be not < 24

eeks (note: the NICE recommendation is no more
frequently than every six months, while the SPC allows
for every 16 weeks). Otherwise treatment should be
discontinued.

The BSR/BHPR (2010) also recommends that repeat
treatment with rituximab in RA should be decided on
clinical grounds, not on B-cell numbers.

AS patients can swap to an alternative anti-TNF if
intolerant before the 12 weeks response period.

Elimination and half-life must always be taken into
account when swapping between biologic therapies (see
Table 4 in Section 1.1.10 of PART ONE of this
document).

Please refer to: the SPC for each biologic therapy, related
NICE guidance and also the BSR/BHPR (2010) RA
guidelines on safety of anti-TNFa. therapies available at:
www.rheumatology.oxfordjournals.org at the time of
writing these guidelines are being updated and due for
publication in 2015.


http://www.rheumatology.oxfordjournals.org

PART TWO:
CHILDREN AND
YOUNG PEOPLE

Introduction

Part two provides guidance for paediatric
rheumatology clinical nurse specialists (PRCNS) and
community children’s nurses (CCNs) caring for
younger, who are receiving biologic ther.

Juvenile idiopathic arthritis (JTA). Thedole of paediatric
rheumatology nurses is pivotal in enguring that
children, young people and thei and carers
are fully informed about t logiethérapy that th
child and young person is rec@iyi

children and young people of 18 years of g ﬁ@ L.
s

biologics wer for use in children

people.

s a relagively rare disease,
dence in the UK of 0.1 per
eq ent to 1,000 new

ren, so about 8,500
. For a classification of

In this document, the term ‘children’ refers to those
aged between two and 17 years of age; this benchmark
does not include the small number of people under two
or aged 18 years or older with long-standing JIA, who
are receiving treatment with biologic therapies.

Available data suggest that the indicative benchmark
rate for the number of children aged 4-17 years with
JIA, eligible for and receiving treatment with biologic
therapies, is 0.015 per cent, or 15 per 100,000 children
per year (NICE, October 2012).

ing.
At the time of pu ion of the 2009 Royal Cgl &
Nursing biologits'gui document, only VK
. ng
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This guidance

The guidance in part two aims to provide a
standardised approach to t e of children and
young people when ece'vi@ic therapies. The
experience gained in_fhe ass t and management
of children and p eceiving these drugs

r paediatric rheu
s and paediatric

evelop a framew ractice
asus on managenfént
¢ RCN Working Party i wey national
suestrelating to the care of children 4nd young people
hJIA.

Nursing res impliedtions for biologic
therapies: ignal funding has been
associated withygite endorsement of such therapies

ssoglated requirements, and the on-going
development of British Society of Paediatric and
lescent Rheumatology (BSPAR) Etanercept

ort Study (formerly the Biologics and New

rugs Register (BNDR) for Juvenile Idiopathic
Arthritis Patients Treated with Biologic Therapies)
as mandated in the NICE guidelines for etanercept.

2. The continued need to provide guidance on specific
clinical issues in the assessment and management
of children and young people receiving biologic
therapies.

3. The continued need for consensus and clarity about
emerging evidence, and about what can be agreed
as best practice.

4. The national service frameworks highlighting the
specific needs of children and young people - the
NSF (2004) England and Wales, and Specialist
Children’s Services Framework in Scotland.

In preparing this guidance, the working party found
that in some areas of clinical practice the evidence to
support best practice remains unclear. In this instance,
evidence is provided in a pragmatic way by clinicians
experienced in the assessment and management of
children and young people receiving biologic therapies.
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clinical nurse specialists, paediatric physiotherapists,

S e Ct I O n 1 . psychologists, podiatrists and occupational therapists.

AS Sess i N g an d All these professionals aim to provide high quality

clinical care nearer child’s home and minimise

. . disruption fa f; . They also work with schools
m a n a gl n g C h I ld re n and social s%upport the child and family in
N .

>

mu education

a
309))

roughout the ch

D aceutical
% pport care of

portant that such

and young people
needing biologic

children and youngpe

H staff are suitably q d :an ained to work with
t h e ra p I e S children and yo €o

&
‘\ 1.2 %tmg]lA with biologic
1.1 The specia s‘of ‘: | rapies
children oung

Etanercept was licensed for use in JIA in 2000, and in
peop arch 2002, NICE published guidance on anti-TNFa

A - . - il th reatment etanercept for children and young people
Saspec practitio - itis essentig) a.re with JIA aged 4-17 years. Since this time abatacept,
aware that are of children and youngfeopl

JIA sh

adalimumab and tocilizumab have all been licensed for
JIA; tocilizumab received a NICE recommendation (TA
238) for the treatment of JIA in young people aged two
years and older whose disease has responded
inadequately to NSAIDs, systemic corticosteroids and
methotrexate.

ged according to t
ildfen and young people

Wales and Specialist C ’s Services Framework in
cotland.

It is important to acknowledge that in practice, many

JIA patients in the UK under the age of 18 are being

given other unlicensed biologic therapies as listed in

the table on page 48.

Children4an eople should be admitted to
i pital which meet their specific

Departme ealth in England has highlighted the
specific needs of adolescents and the need for effective It is essential that all children and young people

transition from children’s to adult services DH (2004) receiving biologic therapies have their care managed by
and RCN (2003). Children and young people with JTA a tertiary paediatric rheumatology service, and these,
require prompt diagnosis and referral to specialist in turn, may share care with the child or young person’s
paediatric rheumatology multi-disciplinary team local hospital. Information about accessing tertiary
should be made within six weeks of the onset of paediatric rheumatology services is available at
symptoms (BSPAR, 2010). www.bspar.org.uk.

Around the UK, there are many centres with specialist
paediatric rheumatology teams. They work in multi-
disciplinary teams that include paediatric
rheumatologists, nurse practitioners, ophthalmologists,
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1.3 The paediatric
rheumatology clinical
nurse specialist (PRCNS)

Each child or young person with JIA should be referred
to a PRCNS within four weeks (ideally two weeks) of
their first appointment with a specialist. The role of the
PRCNS is to support and guide the child or young
person and their family through diagnosis and
treatment options, and provide on-going access and
information.

The paediatric rheumatology CNS should have a
registered children’s nursing qualification.

Many families are supported at home by o m@
children’s nurses (CCN) or at their local h &

ward or day care nurses for the adminjstration o
r blood
ucation and

medications by the subcutaneous route
monitoring, These nurses will r
ongoing support from the P

Biologic therapies may also be'given at tertiary cen

and nurse practit

rs may be‘involved in thiS'c
and are experigiieed ssessments and s
administrati ogic infusions on thegyar
(b;red care
arrange @

Due to the distaice
often need

me childgen and young people
avel to aggess specialist paediatric
rheumatology Sehwi ared care arrangements are
often instigated. I are asked to engage in shared
care they must fully consent if it’s something from a
specialist centre that their CCG does not normally
endorse. These arrangements must be highly organised
and robust to maintain a safe, and effective service,
especially when these professionals are directly
involved in the administration and support of children
and young people receiving biologic therapies.

ROYAL COLLEGE OF NURSING

1.5  Biologics registers

1. The BCRD /Biologics for Children with Rheumatic
Diseases is the extended bilogics study. The study
aims to recruit a ch‘l@ JIA who are being
newly (within sixaonth ed with biologic

pt) or MTX in the UK.
unded by the Arthr,

who are being newly t
MTX. The study is fu b

kills for working

1.6
@ ildren and young
ple receiving biologic
therapies

Paediatric rheumatology clinical nurse specialists and
egistered children’s nurses who assist in the
administration of biologic therapies should work
within an appropriate multi-disciplinary team and:

have specialist expertise in the biologic therapies
they are administering and be fully aware of the
potential side effects of treatment and of monitoring
schedules

be competent in the administration of
subcutaneous injections and have the ability to
teach and assess the competence of children, young
people and their families/carers in such techniques

be skilled in teaching children and young people
about their treatment, recognising their patient’s
level of physical and cognitive abilities

involve other specialists, such as hospital play
specialists and psychologists, to support children
and young people who require injections,
particularly those who have needle aversion.

] Return to contents
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Assessing and managing
patients

1.7

To ensure that children and young people receive
appropriate biologic therapies, a CNS should ensure
that the child/young person and parents/carers are
actively involved in decision-making about treatment.
This can be achieved by ensuring:

the child/young person and family/carers are given
time with a PRCNS following their initial
consultation with medical staff, to allow an
opportunity to review information and facilitat
informed decision-making

information is provided in a foffnat a@el
that is understandable to all X

+ this information includes Qan enefits of
the treatments being

« anassessment of

administratio
paren
treatments,to their child)
« th ion of support, education and trajfing

ns ome administrati ary.

ent of the child and /young person, and
accurate data collectio out them, is essential both
efore treatment b nd throughout its course. The

in Appendix 11.

BSPAR guidance A
1.8 se of unlicensed

medicines or licensed
medicines for unlicensed
applications in paediatric
practice

Children’s medicines are regularly provided off-licence
(where the medicine does not have a license for use in
children) or off-label (where the medicine is used in a
different way than that described in the license). This
may include biologic medications as they can be used
off label in the treatment of inflammatory arthritis.

Return to contents U]

A statement produced by the Medicines Committee
informs and guides health professionals, health service
managers, and parents and carers, who prescribe,
dispense, administe ave responsibility for
medicines for child CRCH, December 2013).

ed assess t of

ients
®

Table 6. Assessme e prior to
starting any bioldgic t py for children

and young pegple

Education fe
family and
child/you

peopl

&' effects, including risk of
1]

cers, route administration,
equency, dose, storage
medication at home, no live
vaccinations, infection risk and
risks of chicken pox/shingles if
contracted on treatment — to seek
urgent doctor review. Current

research studies discussed.

0
tial for self-
e child/young person (or their
carers shouldsthey decide bad ster Lifestyle issues | Age appropriate conversation with

parent and young person/child,
including recreational drugs,
alcohol intake, contraception and
why pregnancy should be avoided.
Tattoos and body piercing should
be discouraged.

Blood FBC, ESR, U&E, LFT, CRP, VZV
screening status.
TB screening | QTB or/and T spot, CXR.

Measurements | Height, weight, body surface area,
centile recorded.

Psychological
support

To prepare for new medication
and route of administration,
support compliance with parent/
self-administration and referral to
local community children’s nurses
for administration if required.

Training for | Injection technique, safe storage
S/C of medication and sharps at
administration | home, carry biologics alert card
(this training can be undertaken
by anyone proficient in S/C
administration).




1.10 Vaccinations

Live vaccines

Live vaccines must not be given during treatment and
for six months following the completion of treatment.
This includes MMR, and BCG, which should not be
administered in patients receiving biologic therapies
(see RCPCH, 2002: Immunisation of the immuno-
compromised child best practice statement available at

www.rcpch.ac.uk and also Appendix 12).

As with any immune-suppressant therapy, guidelines
on immunisation in the immune-compromised child

should be followed. Inactivated vaccines can be gi
but the child may not build up the appropfiiate 1@

response to vaccines.

It is recommended that all children and yo g pe

are brought up-to-date with the vaccine
for those who have not had it pr. y nd the
injectable annual flu vacci 0 iven while 6n

treatment.

fimencing immunosuppress @ :
ids, MTX and all biologic

-checked annually if the
egative response.

If siblings/parents have not had chicken pox they can
be considered for vaccination.

If a child is exposed to varicella-zoster virus (VZV) in
other words, face-to-face contact or 15 minutes in the
same room as someone with VZV, prophylaxis should
be given:

zoster immunoglobulin (ZIG) a blood product and
can be given to a seronegative patient who has been
in contact with chicken pox if given less than 72
hours from contact (it may attenuate infection if

ROYAL COLLEGE OF NURSING

given up to 10 days post exposure); however, this
will only provide temporary immunity of
approximately four weeks

aciclovir, either oral or ten only given if the
ould be assessed by

child develops hekhild
alocal paediatricianito review their condition and
then make adiscussion‘on route of administzation.

uations occurs, fami

ct their local shared car@paedidtric
eimatology teal® or GI % ately.

10logic therapy alert ca

ople to carry with the
on biologic therapies
www.arthritisresearc

1.12 %

ollowing monitoring regime is recommended for
young people who start biologic therapies:

oul
to1

iven to young
ers that they
e are available from

oring

or the first year of treatment - bloods; FBC, U&E,
LFTs, ESR, CRP should be undertaken every three
months unless condition necessitates otherwise

+ ifreceiving IV biologic therapies, a blood test should
be taken prior to each infusion

a medical review should be conducted every three
months - to include joint count, CHAQ, parental
and physician VAS

any adverse reactions should be reported via the
Yellow Card system

on-going CNS support should be made available via
a helpline, especially with infections/chickenpox/
shingles.

1.13 Malignancy alert/
warning

In 2009 the US Food and Drug Administration (FDA)
reported and increased risk of malignancies associated
with the use of TNF blockers in children and young

38 Return to contents
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people; to date 48 cases of malignancies have been young people recommends that young people with
reported of which 15 were cases in children with JTA. long-term health problems are supported to make
transition to adulthood and work towards achieving

In May 2011 BSPAR issued a position statement on
cancer risk in JTA patients treated with etanercept,
concluding that an analysis of the reported incidents
did not suggest a considerably increased risk of cancer  Successful trdnsition depends on good communication
associated with the use of etanercept for this ' een agencies, butgearly
population. are arers is

their maximum potential in terms of education, health,
development and w ng(DH, 2004).

1.14 Follow-up care between
treatments nursing staff-adole

The six key are cov

guidance for
n care (RCN, 2013).

Even if families become self-sufficient in t
administration of biologic therapis athomeftheymust  + self-advoca

continue to be monitored as proble i iance ) )
. . « indepe ealth care behaviour
are not uncommon, particularly with adoles€ent
patients. . @health
After their treatment, thatithe child/yo « psychosocial support
person and their f are

' education and vocational planning
1. Conta ails: ensupe that the fandily aze'given
these erbally and written, for al t * healthandlifestyle.

% A child or young person with a JIA or an inflammatory
n-ca

illness will require careful and planned transition to
adolescents and /or adult services. On average one-
third of children with JIA will have active inflammatory
Next treatment dat dafe, and where they need disease into their adult life (Nigrovic and White, 2006).
ug nfoni oods taken. They may be on a biologic therapy and therefore require
more consideration to ensure that the supply and
administration for this medication is not compromised.

of Hours.queriés. Out-of-hours con
ependentupon local services a

ents within your ic rheumatology

>

3. sS nt and review of treatment.

ing of the importance of theneed to 1 i important to note that when a child/young person
gular medical/AHP reviews. is diagnosed with JIA, their disease remains being JIA
even into their adult years. Transition of young people
into adult care is profoundly complicated in
rheumatology care by different disease measures, for
example the Childhood Health Assessment
Questionnaire (CHAQ) versus the Health Assessment
Questionnaire (HAQ) and the Core Outcome Variables
(COV) compared to the Disease Activity Score (DAS).
. This becomes a problem when collecting data for
services registries, monitoring disease and even applying for
biologics.

attend

5. Ensure families have a biologic therapy alert card
for young people to carry with them to inform
others that they are on biologic therapies (these are

available from www.arthritisresearchuk.org ).

1.15 Transition to adult

The National Service Framework for children and

Return to contents ¥
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Appendix 1
Core documents

The first edition of this document was published in
2009. Since then there have been a number of changes
including new publications, advisory documents and
updated guidance from professional organisations and
regulatory bodies. It is vital that practitioners using
this document also refer to these core documents which
are listed below.

Professional bodies o

BSR guidelines can be accessed at:
www.rheumatology.org.uk

BSR (2006) Guidelines for the
(the first two years)

gement of RA

BSR (2008) Guidelines

SR (2012) Guidelines for t tment of psoriatic
thritis with biologics

ndards for RA (3-5

spondyloarthritis
+ BSR(2014) Guidelines for tocilizumab

BSR and BHPR (2010) Rheumatoid arthritis
guidelines on eligibility criteria for the first biological
therapy

+  BSR/BHPR (2010) Rheumatoid arthritis guidelines
on safety of anti-TNFo. therapies

BSR/BHPR (2011) Guidelines on MabThera®

\4

e monitoring of disease
modifying antisrheumatic digs () &
ide r the managemen, N .
years, pending publigatio
biologics guidance .
Regulatory bodies: England, Northern

ROYAL COLLEGE OF NURSING

+  ARMA (2004) Standards of care for people with
inflammatory arthritis. Available at
www.arma.uk.net

British Thoracic Societ @ 8) (2005) Guidelines:

BTS recommendfitions fafassessing risk and for
managing myco jum tuberculosis infection and
disease in pafientsdue to'start anti-TNFo. -

pharmacological t
Diseases; 71, pp-4-12.

EUL 013)Re€commendations for the
managementof RA with synthetic and biological

disease- modifying anti-rheumatic drugs, Annual
heumatic Diseases, R9, pp.964-975.

ASS (2012) The AS pathway.

NRAS (2001-2013) 10 Key standards of care.
Available at www.nras.org.uk

Ireland, Scotland and Wales

The National Institute of Health and Clinical Excellence
(NICE) is the National Health Service (NHS) regulatory
body for England and Wales. It reviews research
evidence and undertakes economic modelling to
provide guidance to the Department of Health on the
benefit of specific treatments.

In Northern Ireland, the Department of Health, Social
Services and Public Safety (DHSSPS) has a formal link
with NICE, under which all NICE guidance documents
published from 1 July 2006 are reviewed locally for
their application to Northern Ireland. Guidance
documents found to be applicable are endorsed by the
DHSSPS for implementation. Arrangements have been
put in place for practitioners intending to undertake
new interventional procedures to take into account
NICE guidance.
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In Scotland, there is some recognition of the NICE
documents. However, the Scottish Intercollegiate
Guidance Network (SIGN) provides a similarly
regulatory function, providing guidance to Scottish
Parliament on the benefit of specific treatments (see

www.scottishmedicines.org.uk). Patients receiving
biologics in Scotland are also included in the BSRBR as
for the rest of the UK.

Treatment criteria for biologic therapy have been
outlined by NICE for England and Wales and The

Scottish Consensus Guidelines (SCG) for Scot

Guidance documents:

NICE TA130 Adalimumab, etaﬁrcept

infliximab for the treatment of 1 @ritis

(October 2007).
NICE TA143 Adalimumabs pt, infliximab for

the treatment of anky. pondylitis (May 2008).
NICE TA186 Ceptalizu ol for the tréa 0
rheumatoid arthrifig(February 2010).

NICE Wimumab, etaneragt &

rityXimab atacept for the tr %

rh oid arthritis after the fa aT.
bifer(August 2010).

E TA199 Etanerceptyinfliximab and
adalimumab for th%t of psoriatic arthritis

(August 2010

Goligaunab for the treatment of
sing spandylitis (August 2011).

NICE Golimumab for the treatment of
psoriatic arthritis (April 2011).

NICE TA225 Golimumab for the treatment of
rheumatoid arthritis after the failure of previous
disease-modifying anti-rheumatic drugs (June 2011).

Return to contents [E3
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NICE TA247 Tocilizumab for the treatment of
rheumatoid arthritis (rapid review of technology
appraisal guidance 198) (2011).

NICE TA238 To ab for the treatment of
systemic &'o ic arthritis (December

2011).

ICEN2 mmissioning biolo s for the

inflammatory diseds atology,

natology and gastroenterolog
LI
E RA Manageme, 1'CG79 (February,

uida
2009, updated .

aceptifor treating rheumatoid

jliure of conventional disease-
umatic drugs (rapid review of
praisal guidance 234) (April 2013).

rhe

ICE Q533 Rheumatoid arthritis (August 2013)

NICE QS40 Psoriasis (2013)

NICE (2013) Systemic biologic therapy for psoriasis
and psoriatic arthritis. Available at

www.nice.org.uk.

In Wales see the All Wales (2013) Best practice
recommendation. All Wales Medicines Strategy
Group: Final Appraisal Recommendation Advice
No: 1513 - adalimumab (Humira®) for use within
the NHS Wales for the treatment of adults with
severe axial spondyloarthritis without radiographic
evidence of ankylosing spondylitis.

Access to guidance documents: www.nice.org.uk.

NICE and SIGN require adherence by health care
practitioners to their guidance and recommend local
and national audits. NHS funders of drug budgets may
consider medical exception reports to request
treatment for patients who fail to fulfil the treatment
criteria but are deemed to have specific clinical need

(see www.nice.org.uk or www.sign.ac.uk).



http://www.nice.org.uk
http://www.nice.org.uk
http://www.nice.org.uk
http://www.sign.ac.uk
http://www.scottishmedicines.org.uk
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Other core documents:

The National Patient Safety Agency (NPSA) for
guidelines on the administration and management
of injectable products. Available at

www.npsa.nhs.uk &@

Guidelines for the administration of medicines
(NMC, 2004).

Summary of Product Characteristics (SPC) of each
of the therapies discussed. SPCs provide
o . . o
comprehensive information about the specific
biologic therapy, and can be accessed at x
www.medicines.org.uk &
Arthritis Research Campaign (www.arc.or.
and Skills for Health competency framewgrk
(www.skillsforhealth.org.uk) ‘b
+ Yellow card scheme, see Q
Equity and excellence: liberati

Transparency in outcome. amework for th
NHS &
ewo

r the NHS in Engl

«  Operatingfra
2012-13.

s Framework 2014-15.

rocurement guide for com ners of NHS funded
ices 2010.

wealth: accelerating
e NHS. Available at

+  Quality, innovation, productivity and prevention
(QIPP). See NICE website www.nice.org.uk and
www.evidence.nhs.uk/qipp

+ Commissioning for quality and innovation
(CQUIN) makes a proportion of providers’ income
conditional on quality and innovation.

We recommend that you also refer to local service
provider and NHS Trust policies.

EE] Return to contents
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Appendix 2

Specialist practitioner competence
checklist

Name of practitioner:
e
Name of supervisor: «
Element of competence to be achieved % Date of itioner | Supervisor
) achievement ignature signature

Discuss the rationale for the use o

b us biologic
therapy in rheumatic conditio

Discuss potential issues relatéd to\treatment including:
« screening of patients

« possible side effects o ersg events

« drug interactio
« contra-indications o, therapy
Discuss ircumstances when sub€uta biologic

not be administered

edical history,
vel of disease
de to treatment

o check the validity of the
ificludes expiry date, dose,
is to be administered and the

Demonstrate the ability to assess a patient’s/carer’s
suitability for home administration of subcutaneous
biologic therapy

Describe local health and safety guidelines and risk
assessment required for providing a subcutaneous
biologic therapy service in hospital and in the patient’s
home. With particular relevance to:

« storage, handling and hygiene prep (hand washing/clean
working area)

« safe use and disposal of equipment
* ensuring a quiet and safe environment

« travelling and transporting biologic therapy

Return to contents {9
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Demonstrate the ability to discuss the information/
educational needs of the patient/carer in relation to home
administration of subcutaneous biologic therapy

Demonstrate the ability to provide the patient/carer with
information about the treatment in order that they are
able to give informed consent (written/verbal — in line
with local guidelines)

Demonstrate adherence to information governance policy
and procedures, in relation to record sharing and
confidentiality

Describe sites on the body that would be appropriate for
subcutaneous injection [ )

Demonstrate the ability to maintain concise and accurat&
patient documentation and audit

Describe the local monitoring requirements and
up arrangements for subcutaneous biologic t

Identify the ways of maintaining currefit co ncyl

Identified areas for further learning: x Daté&of review:
oé :

¥4 Return to contents
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Appendix 3

Diagnostic criteria

Rheumatoid arthritis (RA)

Psoriatic arthritis (PsA)

Classification criteria: where
patients have at least 1 joint with
definite clinical synovitis
(swelling) which is not better
explained by another disease.

Add score of categories A-D
A. Joint involvement
1 large joint 0 ()
2-10 large joints 1
1-3 small joints (with/with
involvement of large join

4-10 small joints (wi out
involvement of la ts)
>10 joints (at le@stone s
joint) 5
B. Serolo tleast 1 test result is
need r classification)
Ne and negative ACP

sitive RF/low-positive
A 2
A High-positive RF o iti
ACPA 3
anfs (atleast 1
edfor

Abnormal CRP or abnormal
ESR 1

D. Duration of symptoms
<6 weeks 0
=6 weeks 1

A score of =6/10 is needed for
classification of a patient as
having definite RA.

2. i
dactylitis.

and normal ESR 0

To meet the CASPAR
Presence of inflam

rrent dactylitis OR

4. Juxta-articular new,bon

formation, appeari

ill fication near
joint excluding
ation) on
ai aphs of the hand

rrentpsoriasis is assigned a
e of 2; all other features are
assigned a score of 1.

back pain and stiffness >
/12s that improves with
exercise but is not relieved
by rest

+ limitation of the lumbar spine
in both the sagittal and frontal
planes

+ limitation of chest expansion
relative to normal values
correlated for age and sex.

Definite ankylosing spondylitis if

radiological criterion is present,

including at least one clinical
criterion.

Probable ankylosing spondylitis if
three clinical criteria are present,
or if the radiological criterion is
present, but there are no clinical
signs of disease.

All reasonable measures should
be taken to ensure that symptoms
are due predominantly to
ankylosing spondylitis and that
alternative causes (spinal fracture,
disc disease and fibromyalgia) are
excluded. All Wales (2013) Best
practice recommendation : use of
Humira® for the treatment of
adults with severe axial
spondyloarthritis without
radiographic evidence of
ankylosing spondylitis.
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Source documents

ACR-EULAR (2010) revised RA
classification criteria:

www.rheumatology.org.uk

See also ACR 1987 diagnostic
criteria still commonly used
NICE/RCP (2009) Rheumatoid
Arthritis National clinical guideline
for management and treatment in
adults www.rcplondon.ac.uk
NICE (2013) CG79
www.nice.org.uk

SIGN Guideline 121 (2010)
Diagnosis and management of
psoriasis and psoriatic arthritis: A
national clinical guideline
www.sign.ac.uk/guidelines
The Classification criteria for.

Psoriatic Arthritis (CASPAR
criteria) Taylor et al (2006)
Arthritis Rheum 2006;54(8
73.

EULAR (2012) Text

Chnical Feat 275
see right (1978)
crl h age still commonly

] Return to contents
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Rheumatism
EULA 2) ook on
Rhe ic es Chapter 11

res pg. 255-275.
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Appendix 4

_ THERAPIES FOR INFLAMMATORY ARTHRITIS

Current live vaccines availabde in the UK

Live vaccine

BCG

e uerin Vaccine

Measles, mumps and rubella
combined vaccine (MMR)

, Priorix®

Poliomyelitis (live oral vaccine)

itis Vaccine,’v (o GSK OPV

Rotavirus (live oral vaccine)

\ Rotarix®

Typhoid (live oral vaccine) Vivotif®

Varicella-Zoster Vaccine Varilrix®, Variv

Shingles Zostavax®

Yellow fever Arilvax® a
This is an example of vaccines av. k The Green Book andB re administration.

@
Q‘b Q
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Current non-live vaccines available in

the UK

X

Non live vaccine

Cholera Vaccine (oral preparation only)

Hepatitis A and B combined

Diptheria Given as combined adsorbed dose),
s and inactivated pSlietye preparation.
Hepatitis A axim®, Epaxal®, Havrj w e®, Vaqta
diatric®
Hepatitis B [ ) Engerix®, Fendri)(@@@?®
Ambirix®, Twinfix®

Poliomyelitis (injection

&

Meningococca

vaccine

Influenza Aggrippal®, Be nzira®, Fluarix®, Fluvirin®,
Imuvac® dnfluva b-unit, Mastaflu®, Optaflu®
and Viroflu®

Pneumococcal Pneumova (Adults and Children over 5 years),

ar® (Primary childhood immunisation)

d poliomyelitis vaccine (non-proprietary)

ningitec®, Menjugate Kit®, NeisVac-C®

ACWY Vax®

Rabie

1 C
Meningoco &aride A,C, WlS%ﬁl

Rabipur®

*Single preparation no longer available. Combined
adsorbed diphtheria (low dose), tetanus and
inactivated poliomyelitis preparation given.

1
icksBorne encephalitisgs™ %

TicoVac®

Typhoid (poly

ar

tion for vaccination)

Typherix®, Typhim Vi®
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Appendix 6
Information for patients or cayers
administering II’]]ECtIOI’]S ogic

therapies at home b 'Q
Make sure that this information is always nearby in casg you have any queries %
Advice line telephone number:

Home care contact number:

An answerphone service is availa

If the problem is urgent ormal working hours @lephone your own doctor. There will be
advice to tell you how to p out of hours.
Your GP surgery
Equip
The p ntaining your treatment 111 come with either:
or needles for you n, together with small glass vials containing the medication you have been
r1bed

+ apre-filled syringe e ﬁ ed pen or auto injector that contains your medication.

read the details carefully in addition to any extra information provided about your treatment. If you have queries,
contact your specialist nurse/practitioner or the home care service.

Supplies of treatment and equipment

Make sure you know when and how your treatment will be delivered to you at home. You also need to know how
the sharps box and other clinical waste will be disposed of. Do not put the sharps box into the dustbin - used
needles and syringes are a hazard. The sharps box is usually collected by your home care team.
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How to give biologic therapies by subcutaneous injection

(Subcutaneous means under the skin)

You will be trained by a practitioner or nurse either at the rheumatology service you attend or by a nurse provided
by the home care service. You should not self-inject or inject your family member with aining.

Do not give the injection if you have any signs of infection or if you feel unwell o& ny other reasons
um

(such as imminent surgery) not to give it without contacting either your GP ‘b gy service for adyice.
Getting ready

Don’t rush — make sure you have plenty of time. As you get used 7 the injectiomyou miuch

easier. Make sure that there are no distractions, such as cHildren or animals in the roowx

+  Prepare your equipment before your sart. Tanjec ion pack or auto-isjecto n from the fridge. Put
hr

Always wash your hands and dry them.

it on a clean, flat surface. You should leavethe'afito-injector flash pen to mperature before
injecting, this helps reduce the risk of géactions.

Decide where you will put the in ither under the skin offyour tu
Choose a different side of yox@ or opposite thighs each ti

Read and check the label, dosa expiry date’o
drug but contact your phatmacist or specialist Ip

+  Thearea of sw going to inject shou&
Giving injection
0 e syringe/auto-inject en.

the liquid in the syringe @des or is not clear, do not inject the fluid. Contact the pharmacy or specialist
t

or in the front of your thigh.
ject.

If the expiry date has passed, do not inject the
itioner to arrange replacement supplies.

dry.

e/practitioner about it.

syringe and needle

Pinch the skin around the area you will be injecting. Insert the needle into the skin, at a right angle directly into
the skin. The needle is only half an inch (about 1.5cm) long, and will deliver the injection just below the skin.
Push the plunger gently all the way down, whilst keeping the needle still and then hold the syringe in that
position for a couple of seconds until you see all the fluid has left the syringe.

Giving the injection using an auto-injector pen
* Remove the cap(s) from the pen as instructed in your packaging.

+  Pinch the skin around the area you will be injecting. Place the injection end of the auto injector pen against the
skin, at right angle (90 degrees) pointing the injecting end straight down onto the skin. There may be a window
on the auto injector so you can see it change colour when you have successfully given the medication.
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+ Push down on the plunger or button section of the device as you have been instructed. This will activate the
injector and may be accompanied by a click. You will experience a sharp prick in the skin. Hold in position for a
few seconds.

After you’ve given the injection

+  Withdraw the needle and syringe/auto-injector/pen and cover the inj sit a cotton wool swab.

laster if needed.
0 3 the needle or auto-inj
along with any the‘lcoho @
asm

SW.

all blood vessel is
tle pressure for a minute

ppear.

+  Make a note of when your next jsfjection willbe due — and ensuge thatyou have enough of the treatment
available.

If you experience a ras comfort around the injectiomarea: Sometimes when people receive a

subcutaneous injecti ¢ of the injected flui ak into the surrounding skin and cause irritation around

the injection area. wil ally settleina u have a severe rash or it doesn’t settle or you are

concerned, seek advic your speci.alis

If your caferaccidentally pricks the

injury area bleed as m

e needle after they have given you the injection, they
ible while running it under a cold tap for at least 10 minutes. It is

itional informati idance and pictures to show your patients, refer to the specific product information
atient information leafletS. There are also useful pictures in the Administering subcutaneous methotrexate
guidelines (RCN,
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Appendix 7
Safety monitoring summary

See summary of product characteristics (SPC) for each drug for more detai
main body of this document.

, and references in the

Infections Patients must be advised to self-monitor for ion, including for exa
primary varicella (chickenpox), shingles or T i % onths)
biologic therapy.
Practitioners should be aware of the to minimise
delays in diagnosis and treatme inac nosed,
treatment for latent tubercu u therapy in
accordance with localireco da’ions

Hepatitis Band | Cases of hepatitis an of hepatitis B a epatitis C have been

Creactivation |reported therefore for signs and sy function tests, HBV DNA

load should be
Specialist ph input’is recommended. Pati ith serological evidence of cleared
past infecti BsAg negative/gore antibody (anti-HBcAb) positive] should have their

O

Allergic jection si
reactions tment. The most com
( :n elling). Between

HBYV sexolog tored during d may require concomitant anti-viral
treatment@if detrimental cha /BHPR, 2010)
reactions td%/c tions are usually mild and resolve without

ed are bleeding, bruising, erythema, itching, pain
t, of those receiving subcutaneous biologic injections
ort these.

llergic reactions en reported to include pruritus, though some serious

Infusion r s: serious hypersensitivity reactions have been reported in
associ
To —Teactions may be more severe, and potentially fatal in patients who have
pe hypersensitivity reactions during previous infusions even if they have
received’premedication with steroids and antihistamines.

Infliximab — acute infusion reactions including anaphylactic shock and delayed
ersensitivity reactions have been reported. Treatment should be stopped immediately

and emergency treatment given.

Rituximab — reactions reported are usually reversible with a reduction in rate, or
interruption of rituximab infusion and administration of an anti-pyretic, an
antihistamine and occasionally oxygen, IV saline or bronchodilators and glucocorticoids
if required. Premedication of an analgesic/antipyretic drug, an antihistamine drug, plus
methylprednisolone, should always be administered before each infusion of rituximab.

Active hepatic
disease/hepatic
impairment

Have been reported with tocilizumab and infliximab:
Monitoring recommendations include:

LFTs: 4-8 weeks for first six months of treatment and then three monthly thereafter and
when clinically indicated other liver function tests including bilirubin (amalgam of both
SPCs’ recommendations).
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Haematological
disorders

All patients on anti-TNFa therapy, including those not on concomitant DMARDs, FBCs
should be monitored regularly.

Tocilizumab monitoring recommendations include: FBC: 4-8 weeks after treatment
initiation and thereafter, according to standard practice.

oplenias and malignancies,

Golimumab has been very rarely associated with disorde
including lymphomas.

In practice FBC is repeated every six months,
patients to report signs of haematologi
pallor.

Glycaemic
control and
sodium levels

Tocilizumab and infliximab: caution in
diet, as both of these contain sodium.

Neurological
disorders

PML have been repoy
practitioners fied to

Auto-antibody
formation

Need to moni
symptoms, an
discontin:
be as

e biologic therapy should be
(human antihuman antibodies) may
d wi i

ory of cardiac disease should be monitored closely Cardiovascular risk
anaged as part of a patient’s care i.e. hypertension / hyperlipidaemia

-existing pulmonary symptoms (interstitial lung disease (ILD)) and encouraged to
promptly report these to their GP and specialist practitioners — so that appropriate
assessment, investigations and advice can be given — which may include the cessation of
the therapy, until full investigations have been completed.

Skin rashes

Practitioners should monitor and be observant and vigilant regarding the development
of any skin rashes whilst receiving any biologic therapy. Be aware of lupus-like syndrome
or other significant autoimmune disease or psoriasis.

Uveitis

Monitor for the development of any uveitis type symptoms that patients may develop

whilst receiving any biologic therapy. An alternative anti-TNFa agent could be
considered.

Surgery

Monitor patient’s post-operative surgery progress and provide appropriate advice, as and
when required.
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Pregnancy Patients (of both sexes) and women of child-bearing age should be advised to use
breastfeeding  |appropriate contraception to avoid becoming pregnant and not breastfeed during
and therapy or for specific time periods following therapy depending on the biologic therapy.
contraception | There is at present no evidence to the contrary of this advice ho 1, the continuation
of anti-TNFa therapy could be considered in patients wishing nceive/father a child
or if a woman conceives if the risks of stopping treatmentiafe pereeived to be high.
The pros and cons of breastfeeding in patients treated sith anti- PNFo therapies should
be considered on an individual basis. .
Post treatment | Infliximab the elimination of infliximab may tak onths — monitorifig onc
monitoring treatment has been stopped monitoring shou i ccordingly.
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Appendix 8
Example of a standardised assessment
and management templ inclusion

in patient records b
LY
N\

3 >

Assessment check list
Section 1: eligibility criteri@ < Z )]
in’

Ensure fulfils medication criteria i ssification of co yes/no
Ankylosing spondylitis criteria ee rt

Date: Date:

BASDAI 1 BA

Spinal pain VAS 1 Spinal pain VAS 2

Psoriatic arthriti apart

Date:

ate:

x& 2nd: Tender joint count

Ist: Tenderjoint coun

Ist: S nj ount 2nd: Swollen joint count
t: obal 2nd: Physician global
I s

Is
d_g i a'sf' d arthritis DAS 28 &e ent 1 month apart
D @ Date:
Tender joints Tender joints
,Swollen joints @ Swollen joints
ESR/CRP
VA

Global health VAS
DAS 2
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Section 2: Exclusion criteria

Tick when checked and refer to prescribing practitioner if any exclusion criteria identified

Tick box

Known sensitivity to therapy or component parts (eg murine products)

Pregnant or breastfeeding (effective contraception must be used)

History of or suspicion of malignancy — requires further investigation

Type: Date:

Moderate or severe congestive heart failure (New York Heart G

Family history or previous diagnosis or suspicion of demyelinatie

Active infection of patients at high risk of infection. Examples

+ chronic leg ulcers

‘
o
+ previous tuberculosis or risk factors or suspicion see section below, sw
« septic arthritis of a native joint within the last ths‘or sepsis

prosthetic joint within the last 12 months: ed indefinitely if the joint remains 1n situ

persistent or recurrent chest infection
a

other infections: acute or chronic B or C, or HIV
Chronic respiratory condition uding: interstitial lung digease, ¢ c obstructive
bn

pulmonary disease (COPD al chest x-ray

* History of pneumocysti mofia (PCP) and taking high dose steroids

arrett’s oesophagus, cervical

dysplasia, large bowel pol n-melanoma s of heart failure (CCF)

Patient eligible fof treatment?

If NO, state n clusion: @

complete all screeni ow before continuing

(] Return to contents
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Section 3: Screening prior to treatment

Tick box

Tuberculosis assessment of immunity/risk

BCG scar YES |NO

Mantoux YES |NO
Quantiferon or T-Spot test YES |NO
Chest x ray

Results: Date:

Signature:

NOTE: chest x-ray should be taken as close as possible ta'
treatment

Tuberculosis risk factors/additional respiratory factoxs to consider

Note: specific respiratory symptoms, eg cou tive of blood stained §putum;

signs of respiratory infection:
TB travel risk factors for individual or @ elatives
(for example, frequent travel angr 1d Cy injareas of high prevalenc

If increased risk factors 1dent1ﬁ , ss with clinician regar i onal screening

Referred to TB clinic |YES | NO
Result:

Check result of T

Immunisation
YES |NO
YES |NO
YES |NO
YES |NO
YES |NO

height urinalysis
Note any atténdance for regular health checks and results if appropriate. For example, cervical

screenlng for women.

Note any investigations pending with other specialist areas: eg dermatology for skin
investigations

Specify further investigations required:

Review date:

Review of infection:

Type:

Date of last infective episode:

Treatment:

(Review with prescribing practitioner)
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Section 4: Patient guidance and shared decision making:

Yes

Has the patient been fully informed about treatment options including risks and benefits of each
option, and likelihood of these?

Has the patient had an opportunity to ask questions?

Has the patient been provided with written information?

Informed consent to join BSR Biologics Register given?

If required, has the BSR Biologics Register data been collected?

Are all the pre-treatment screening tests completed?

Drug prescribed:

Dosage, route and frequency:
Combination therapy prescribed: Dosage, r

Va4 Return to contents
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Appendix 9
Training checklist for home
administration of subcut

S
biologic therapy by ‘[bht (adu@

young person or chjld)=er ca @rent

Patient name:

Person taught: o )

Trainer name:

Name of drug:

(note pre-filled syringe or .

Skill Date Patient/ |Trainer’s
completed |carer’s signature

signature

such as injectio

uss when not to give the injections (such

Knows who and when to contact in case of any
problems or uncertainty.

Understands blood test requirements and follow
up arrangements.

Understands storage requirements.

Demonstrates understanding of travelling
instructions for biologic therapy.

Describes the organisation of delivery and delivery
and waste removal.

Patient/carer agrees and is competent to self-inject
at home (copy for patient)
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Appendix 10
International League of Associations for

Rheumatology (ILAR): 2001&
classification of juvenileddigpathic

arthritis (JIA), updaé ’&

The following can only be diagnosed after six we

1 | Oligoarticular onset Four or fi volved.
Extended oligoarticular | More tmts involved aft st siX months of disease.

2 | Polyarticular onset e joints during the first six s of disease with no detectable
Rheumatoid factor —ve t01 factor. U

3 | Polyarticular onset more join i first six months of disease and when

rheumatoid factor is at least two occasions, at least three

Rheumatoid factor

rositis.

Psoriatic arthritis rthritis and psoriasis or arthritis and at least two of the following:
actylitis
+ nail abnormalities (pitting)

« family history of psoriasis confirmed by a dermatologist in at least one
first-degree relative.

6 | Enthesitis-related Previously known as juvenile spondyloarthropathy.

arthritis 1) Arthritis and enthesitis, or

2) Arthritis or enthesitis plus two of the following:

« sacroiliac joint tenderness, inflammatory spinal pain, or both
* HLA-B27

« family history in first-, or second-degree relative of medically confirmed
HLA B27+ve associated disease

* acute anterior uveitis

+ onset of arthritis in a boy after the age of eight years.

7 | Other arthritis Any form of idiopathic chronic arthritis which does not fit into the above
categories.

(Petty,etal., 2001)

VE] Return to contents



ASSESSING, MANAGING AND MONITORING BIOLOGIC THERAPIES FOR INFLAMMATORY ARTHRITIS

Appendix 11

BSPAR guidelines for prescrihing
biologic therapies in chil nd young
people with JIA

. Q
Taken from the BSPAR (formerly British Paediatric Rheumatology Group) Guideli I ing biologic

Eligibility for treatm e %}etanercep ﬁen and young
people (BPRG, 12 & 2).
Inclusion criteria @ Q
JIA of the followin es:
. syste o &

h

+  polyanti onegatlve or positi eumatoid factor)
P ed gligo-articular
i

enthesitis-related.

And the fo w1n%
. ollefT joints

oints with limitation of motion and pain, tenderness or both.

The measurement of disease activity must be strictly defined, objective and robust.
The standard core set data will be used to assess response to therapy:

number of active joints

number of joints with loss of range of movement

physicians global assessment

patient or parents global assessment

Childhood Health Assessment Questionnaire

ESR.
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Measurements should be made at two points one month apart.

Failure of standard therapy
Patients must have had an adequate therapeutic trial of MTX. An adequate therapeuti ould be defined as:

+ treatment for at least three months at a dosage of parenteral MTX of 15 mg/mfweek ss significant
toxicity limited the dose tolerated)

+ =5active joints and =3 joints with loss of motion plus pain/tende

+ the disease is only controlled by unacceptable side effects of hig
and has active disease as defined above in the last six months.

Exclusion criteria &‘\

Reference should be made to the drug data sheet but¥mportant exclusions ific

L
+ young women who are pregnant or breastfeed o are sexually acti
+ any infection

+ current or previous TB Q
a etic joint sti i

*  previous or present sepsi

+ malignancy o pre-malign states o &
+ immuno-deficie x
(

orticosteroids (>0, g ddily)
®

dequate contraception

Criteri wi awal of thera
alig

e events)

severe drug related toxicit

+  pregnancy (te ithdrawal)

infefon (temporary withdrawal). Response should be assessed at six months core set

outcomes eferente made to the current guidelines on continuing treatment.

Prescribing centres

It is recommended that paediatric consultants or paediatricians/rheumatologists with appropriate training should
only prescribe etanercept if they regularly see children and young people with JIA.

They must have expertise in the use of parenteral MTX at the dosage described in this guidance. They must also be
willing to take part in future studies of biologic agents.

In addition, the centre must have a nurse specialist who is able to teach children and parents injection techniques
and does this regularly.

A condition of the drug licence is that all patients should be entered into the BPRG biologic registry. This reflects
good practice for novel therapy.
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Appendix 12
Testing for varicella antlbod® in
children

All patients should have their varicella antibody status meas
immuno-suppressive treatment (including steroids, MTX and

%‘ iagnosis and certainl encing
ologic therapieg).
In children and young people who do not have adequate'antibodies, this test Xe annually if the
child/young person has a negative response. If jttis to delay commence of immuno-suppressive
therapy (only in mild disease), children/youag pe hould be considere immunisation, if
appropriate prior to starting immughosupy @ ve therapy. This does not S ull immunity and may need
to be repeated. X

If siblings/ parents have not had chidken pox they too should or vaccination.

There are several issues t sider when children and young ollowmg the administration of a live vaccine:
evVe

+ therisk of clinigally d g the illnes e Vdecine
+ thei respon eing modified suchithat thefyaccine will be less effective

commencement 0.

ent should be discussed with the prescribing physician

1ld igexposed to VZV (fac e contact or 15 minutes in the same room), prophylaxis should be given

immunoglobulin (ZIG), ablaod product, can be given to a sero-negative patient who has been in contact

chicken pox if g ss than 72 hours from contact (it may attenuate infection if given up to 10 days post
exposure); however;this will only provide temporary immunity of approximately four weeks

1V, is only given if the child develops VZV; the child should be assessed by a local
to rewi€w their condition and then make a discussion on route of administration. If either of the
ituatiofis occurs, families should be advised to contact their rheumatology team or GP immediately.

All live vaccines are contra-indicated; for example, inhaled flu, oral polio, BCG, MMR, oral typhoid and yellow

fever vaccines.

Injectable flu and pneumovax vaccines are recommended in immuno-compromised patients.
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Websites and resources for patients

and further information

Arthritis Care www.arthritiscare.org.uk

receiving treatment with biologic therapies.

Professional confidential helpline offerinb.nfor"@
and support: x

Freephone: 0808 800 4050 (weekday. -

Arthritis Care offers practical and emotional support to ®
help people learn to manage their condition more
effectively, including guidance for adults and children nal Rheumatoid ritis Society
u
is

m

Email: helplines@arthritiscare.

The Source - Arthritis C elplinefor young people

.2, 1 Victoria V@Q

RAS) www.nras.
The NRAS helpline

conversant with all

patient issues r. gic therapies and can
provide detailed, information to callers on a
variety oflsubjectSyfsOm eligibility criteria to individual
drug details. The website also has information. There is

tionwide network of NRAS medical advisers who
wer specific, detailed medical queries. Patients
speak to volunteers who are successfully
fitting from different biologic therapies, which can

aged 25 and under: Freephon line 0808 8@3 2
(weekdays 10am-4pm) b
x elp reassure people about to start treatment.

n €

NASS provides information and advice for people with
AS who are on a biologic therapy or being considered
for one. This covers eligibility, information on
particular drugs and lifestyle issues. NASS can also put
people in touch with others who are already taking a
biologic therapy for reassurance and support. Specific
medical questions are referred to those NASS trustees
who are clinicians or to other health professionals.

Contact NASS on 0208 948 9117.

Email: nass@nass.co.uk

NRAS helpline
Freephone: 0800 298 7650 Monday to Friday, 9.30am
- 4.30pm.

Email: helpline@NRAS.org.uk

Write to: NRAS, Unit B4 Westacott Business Centre,
Westacott Way, Littlewick Green, Maidenhead SL6 3RT.

NHS Confederation www.nhsconfed.org

Member organisations can access publications at:
www.nhsconfed.org

Psoriatic Arthropathy Alliance and the
Psoriasis Support Trust (PAPAA)
WWWw.papaa.orsg

PAPAA was formed in 2007 from two existing charities,
the Psoriatic Arthropathy Alliance (PAA) and the
Psoriasis Support Trust (PST). It aims to become a
principle resource of information and help for people
with psoriasis and psoriatic arthritis in the UK.
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Patient information leaflets

Information for patients on biologics is provided at the
following sites.

Adults:

Arthritis Care: www.arthritiscare.org.uk

Arthritis Research UK:
www.arthritisresearchuk.org

Juvenile SLE group: www.liv.ac.uk/ukjsle

Lupus UK: www.lupusuk.org.uk

National Ankylosing Spondylitis Society:
www.nass.co.uk ®

National Rheumatoid Arthritis SoCiety:
www.nras.org.uk

Psoriatic Arthritis: www.

British Thoracic S

Lupus UK: Jupusuk.org.uk

National Ankylosing Spondylitis Society:
www.nass.co.uk

National Rheumatoid Arthritis Society:
www.NRAS.org.uk

Paediatric Rheumatology International Trials
Organisation: www.pediatric-rheumatology.printo.it

Patient held record:
www.sickkids.on.ca/myhealthpassport
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: www.brit-thoracic.org.u althcare at Home: www.hah.co.uk

: A guide for

Medicines for Children
www.medicinesforchildren.org.uk

British Society for Rheumatology guidelines:
www.rheumatolo

British Socie Paac and Adolescent
Rheuma ( ): www.bspar.org.uk

Pfizer (formerly

Schering Pl (M ww.msd-uk.com
UK www.b-ms.co.uk

Bristol@i
che Pr s Ltd: www.roche.co.uk

Blue td: www.blueteq.com

Useful websites

National Electronic Library for Medicines:
www.evidence.nhs.uk

National Patient Safety Agency: www.npsa.nhs.uk

NHS Quality Improvement for Scotland:
www.healthcareimprovementscotland.org

Paediatric Rheumatology European Society (PReS):
www.pres.org.uk

RCN for members-only access to rheumatology forum
website and online guidance, some available for
non-members: www.rcn.org.uk

Subcutaneous injections information:
www.bddiabetes.co.uk

You can find full texts of all UK government legislation
at: www.legislation.gov.uk
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