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Abbreviations

ACR American College of Rheumatology

AS Ankylosing spondylitis

ASAS Assessment dbpondyld@\vthritis International Society
axSpA Axial spondyloarthritis

BASDAI Bath Ankylosing Spondylitis Disease Activity Index
COX2 Cyclooxygenasg2

CRP Greactive protein

csDMARD) Conventional synthetic diseaseodifying antirheumatic drugs)
CVD Cardiovascular disease

ESR Erythrocyte sedimentation rate

EULAR European League Against Rheumatism

FDA Food and Drug Administration

HLAB27 Human leukocyte antigen B27

IBD Inflammatory bowel disease

IBP Inflammatory back pain

IL-17i Interleukin17 inhibitor

JAK Januskinase

MDA Moderatedisease activity

MRI Magnetic resonance imaging

NICE National Institute for Health and Care Excellence
nr-axSpA Nonradiographic axial spondyloarthritis

NSAIs) Nonsteroidal antiinflammatory drugs)

QoL Quality of life

RA Rheumatoid arthritis

r-axSpA Radiographi@xial spondyloarthritis

Sl Sacroiliac

SpA Spondyloarthritis

T2T Treat to target

TNFi Tumornecrosis factor inhibitor

ucC Ulcerative colitis
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Introduction

Axial spondyloarthritis (axSpis)an inflammatoryheumatic disease of the spingacroiliac (SI) jointnd,
sometimes peripheral joints Most patients are under 4%ears of ageand present with chronic
inflammatory back pain.Other complaints include uveitis, peripheral arthritis, enthesitis, dadyliti
inflammatory bowel disease (IBD) and psorig@assifications have been proposed that divide axSpA into
three general categories: radiographecSpA (raxSpA) which isalso called ankylasg spondylitis (AS)
non-radiographicaxSpA (naxSpA! 2and peripheral SpA.

There is no known single etiolofpr axSpA Genetics along with environmental and immunologic factors
are thought tocontribute to diseasedevelopment.The diseasewhichtends to cluster in familieand
affectsyoung adult{under 45 years of aga)egativelyimpacistheir quality of life (QoL).

One of the most important QoL issues for patients wids@Aand peripheral SpAs an increase in
functional or physical disabilityesulting from decreased ability to perform activities of daily living
secondary tgain, stiffness bone tusionin the spineand sacrailiac jointdatigue, poor sleep, side effects
of medications,as well as aegative body imageOften these patients cannot adequately perform
householdchoresand participate in sociabr leisure activigés. Someevenrequire aides to assist them
Employed patients with SpAnd significant functional disabilitiesre concerred about the future
especially the ability to maintain feiime employment These patients often hawtminished productivity

at workandmore lostworkdaysthan ther peers Some patients are forced to change employment to a
less physically demanding environmeand some ardorced to retire at an early age’.

A 2011 study estimated the mean annual mealicost of caring for a patient withSwasapproximately
$17,728 Another study published in 201@®mpared the direct cost of caring for patiemsth ASto a
control group which was matched for age, gender, and locafidre inpatient dmission rate was two
times greater for the AS group as compareith the control group. Visits to the emergency department,
outpatient visits and pharmacy costs were also greater for the AS grougofheost of medical care
was $24,978 per person ftle AS group and only 839 per person in the control group. The pharmacy
costs for the AS group were $044 and $1737 for the control groupNeither of these studiescluded

the cost of care fopatients withnr-axSpAor peripheral SpAsee classifid®n below) The implications

of thesehigh medical expenditures become more urgent when they are considered in the context of
prevalence ratesASis one of the most common rheumatologic diseases in the US, almost equal to
rheumatoid arthritis (RAFigurel).>*!
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Figurel. Prevalence of SpA, AS, and RA in France and the US

*Prevalence estimate ranged from @26to 1.310%.

AS, ankylosing spdglitis; RA, rheumatoid arthritis; SpA, spondyloarthritis
Guillemin F, et al. Ann Rheum Dis 2005;64:18230° Saraux A, et al. Ann Rheum Dis 2051431143510
Helmick CG, et al. Arthritis Rheum 2088;152511

Diagnosis

The diagnosis a@ixial SpA or peripheral Sp#s established bgorrelatingthe results ofa detailedmedical
history and physicaéxaminationwith the results ofimaging and laboratory testésee discussiof
Classificatiorbelow). Asthe diseasegrogressesenthesitis may develop in the spinghichin turn may
leadto the formation of syndesmophyteand eventually, fusioof the vertebrae and apophyseal joints
Enthesitis commonly occurs in the heel at the insertion of the Achilles tendon and at the insertion of the
plantar fasciaDeformities of the spine such as flattening of the normal lumbar lordosis, kyphosis of the
thoracic spine, hyperextension of the cervical spih@ndfusion of theSI jointscan occur.

Classification

As stated aboveSpAcan bedivided into radiographicaxSpA (ankylosing spondylitis or )JABon-
radiographicaxSpA(nr-axSpAland peripheral SpAt has beenpostulated thatAS and niaxSpAmay
represent different points on a spectrum of the same diseas®me patients withnr-axSpA eventually
developAS® Both AS and RaxSpA are considered to be predominantly axial diseBsgipheral SpA
involves nuch fewer patientsand the dominant complaints are usual peripheral (arthritis, enthesitis,
dactylitis).

In 2009, the Assessment &pondyldvthritis International Society (ASAS) publishemteria for the
classification oépond/loarthritis SpA.t *Although these classification criterigere designed to be used
for clinical trialsthey are oftenusedin clinical practice
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According to the ASA@assificatiorcriteria, patients <45 years of age witB months ofback pain with
or without peripheral complaints can be classifeihaving A$ they have sacroiliition X-rays of theSlI
jointsandxl of the SpA findings listed in
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Tablel. Patients can be classified as havimgaxSpAif they are <45 years of age wif3 months of back

pain, no X-ray signs of sacroiliitisnd magnetic resonance imaginyIR) findings of sacroiliitis plusne

finding of SpA listed in Table 1ae humanleukocyte antigen B27 (HiBR7)positivel Yy R Kt @S xu 2 7F
findings listed in
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Tablel and Figure 2.4

MRI findings in the sacroiliac joirdse divided into5 gradeswhich is similar to the New York Criteria for
x-ray diagnosis of sacroiliitisGrade 0 is ¢wsidered to be normal; grade 1 has suspicious changes of the

Sl joint(s); grade 2 shows minimal changes unilaterally with sclerosis of the joint, small erosions and no
change in joint width; grade 3 images shd&finite abnormaliiesof the Sljoint(s)with severeerosions,
sclerosion both sides of the jointand either widening or narrowing of the joint and/or partial fusion of

the Sl joint (these changes can be unilateral or bilajeaaild grade 4 images show fusion and sclerosis of
the joint(s) (unilaterally or bilaterally}® MRI of the sacroiliac joint is considered to be positive for
sacroiliitis if the patient has grade 2 MRI changes bilaterally or grade 3 or 4 changes either unilaterally or
bilaterally 14

The category of peripheral SpA includes patients primarily presenting with peripheral complaints such as
peripheral arthritis in the legs, dmesitis, dactylitis, reactive arthritis, inflammatory bowel disease and
arthritis and undifferentiated Sh. These patients may have a remote history of back pain but usually do
not present with it.
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Tablel. Clarification of the additional findings required to establishdiagnosis ofaxSpA

Additional Rndings ‘ Comments

IBP

At least four of the followingnust be present to establish the
diagnosis of IBP

Age <40 years old

Insidious onset

Improves withexercise

Does not get better with rest

Pain at night that improves upon getting up

= -4 -—a -—a -2

Peripheral oligoarthritis mostly
in the lower extremities

Past or present active synovitis diagnosed by a physician

Enthesitis (heefy 14

Past or present pain or tenderness at the insertion of the
Achillestendon or plantar fascia at the calcaneus

Uveitis Past or present diagnosis by an ophthalmologist
Dactylitis Past or present diagnosis by a physician
Psoriasis Past ompresent diagnosis by a physician

IBD6/ NE Ky Qa RA&

Past or present diagnosis by a physician

Family history of SpA

Presence of AS, psoriasis, acute uveitis, reactive arthatisBD in
first-degreé or seconddegre€ relative

HLAB27

Positive

CRP

Elevated

aReactiveaarthritis, previously known as Reiter's syndrome

bFirstdegree relativemother, father, sisterpr brother

cSeconadegree relativematernal and paternal grandparents, aunts, uncles, niegesephews

AS ,ankylosing spondylitiexSpA, axial spondyloarthritSRP, €eactive proteinHLAB27,human leukocyte antigen B2T8D,
inflammatory bowel disease; IBP, inflammatory back pain; SpA, spondyloarthritis; UC, ulcerative colitis
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<45 years old and
back pain for
>3 months

Sacroiliitis on
X-ray*

MRI changes of
sacroiliitis* but no
X-ray changes

HLA-B27 positive
No MRI or X-ray
changes of sacroiliitis

Plus at least 1 of:
Inflammatory back pain
Arthritis
Enthesitis**
Dactylitis
Uveitis
Psoriasis
IBD (Crohn’s disease or UC)
Family history of SpA
HLA-B27 positive
Elevated CRP
Good response to NSAIDs

r-axSpA or AS

Plus at least 1 of:
Inflammatory back pain
Arthritis
Enthesitis**
Dactylitis
Uveitis
Psoriasis
IBD (Crohn’s disease or UC)
Family history of SpA
HLA-B27 positive
Elevated CRP
Good response to NSAIDs

nr-axSpA

Plus at least 2 of:
Inflammatory back pain
Arthritis
Enthesitis**
Dactylitis
Uveitis
Psoriasis
IBD (Crohn’s disease or UC)
Family history of SpA
Elevated CRP
Good response to NSAIDs

nr-axSpA

Figure2. Chart demonstrating the ASAS classification system for axSpA

*MRI findings of active inflammatory lesions of Bkoints with bone marrowedema and/or osteitis suggestivé sacroiliitis

** Only enthesitis of the heel is acdaple! 14 AS, ankylosing spondylitisSAS, Assessment of SpondyloArthiitiernational
SocietyaxSpA, axial spondyloarthritSRPGreactive proteinHLAB27,human leukocyte antigen B2IBD, iflammatory bowel
disease; MRI, agnetic resonancémaging;nr-axSpA, nowmadiographic axSpASAIDs, nosteroidal antinflammatory drugs;

r-axSpA, radiographic axS@; sacroiliacSpA, spondyloarthritid)C, ulcerative colitis
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This classification systeisusedn clinical practieasdiagnostic criteria for axSp#espite the fact they
were notmeant to bediagnostic criterid® According to Robinson et &l.jt is important providers
understandthat:

X® GKS 02@8S INB Fftft Of | Geseardhiardl G A2y ONA G SNJ
are not diagnostic criteria. As such, these critat@uldnot simply be

applied in a clinical setting as making a diagnosisiredxSpA requires

exclusion of other potential causes for the presentgygnptoms or

findings (both clinical and imagindPage 166)

Boonen et al*®reported thatwomen develop niaxSpAmore often thanmen. e clinical complaints and
functional impairmentsof patientswith nr-axSpAare often equal to those found in patients witAS
Despite the differences in imaging findings women repuodre functional limitationsas compared to
men. Womenalsoreport a family history baxSpA more frequently than meh

Some patients withnr-axSpA cauevelopASover time,while othersremain stableor may even report
regression of symptom#atients with longer disease duration, hiGheactive protein CRPlevelsand
more extensive bone marrow edenten MRI and areisuallymaleare more likely to progress to Athe
identification ofpatients with nraxSpAs important because they may benefit from treatment as much
as patients with A8since they may have the same burden of disease activity.

The ASAS classification was found to have considerably betterigignsihd specificity than prior
classification systems. Using this system, Strand #@tda&monstrated that approximately 25% of
patients meeting the ASAS criteria for axSeke missed by rheumatologists who used only clinical
expertise to make a diagnosis.

Often, there isup to an 8- to 12-year delay between the onset of symptoms, estdbtient of the
diagnosis of SpA,and the start of appropriate therapya common reason for this delayfailure of
primary careproviders to recognizehe early signs and symptoms of Spithe early stages of the
diseaseX-rays are often normaHowever,negative radiographgo notexclude earhnr-axSpAandas a
result, atrisk patientamay not be referredor a rheumatolog: evaluation early in the course of thie
diseaseDelaysin diagnosis can negatively impdle ultimate outcomeof the diseaseandthe earlier
treatment isinitiated the better the outcome.

Recent advances in drug therapgnslow diseas@rogressiorand limit structural damageémproving

0 KS LIQolar® yain@dtients presenting with a history of at least®nths of chronic back pain
who areyounger than 4%ears of ageshouldbe evaluated carefully to determine if they have
inflammatory back pair{IBP)seelnflammatory Back Paipelow). If a patient has IBP, thexrays of the
Sl joints and/oanHLAB27 blood test should be performed. A patient with IBP whodaasoiliitis on
X-raywhether or not they are HL-B27 positivé* 22should be referred for rheumatologic evaluation;
those thatare HLAB27 positivawith negativeX-rays shouldbe referred foran MRI of theSljoints anda
rheumatologic evaluatiof??
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In 2011, the ASASublished an additional set of classification criteria for patients with predominantly
peripheral diseasg?* This group of patientasuallypresented without back pain, a clinical suspicof
SpA and one or more of the following before age 45:

9 Peripheral arthritis
i Enthesitis
1 Dactylitis.

Patients with peripheral symptoms were divided into 2 gregfee Figure 3 below)

Peripheral SpA

<45 years old
No current back pain

Arthritis (leg or asymmetric arthritis)
and/for
Enthesitis and/or Dactylitis

And =1 of the following: And 22 of the following:
Psoriasis Arthritis
Inflammatory bowel disease Enthesitis
HLA-B27 OR Past history of inflammatory back pain
Uveitis Family history of SpA

Sacroiliitis on imaging
(either x-ray or MRI)
Preceding infection

Figure3. Classificatiorcriteria for peripheralSpA

HLAB27, human leukocyte antigen BMRI, magnetic resonance imaging, SpA, spondyloarthritis

United Rheumatology Clinical Practice Guideline
Axial Spondyloarthritis V1.1.20 Pagel3



Inflammatory Back Pain

Back pain is one of the most common reasons people seek medical attention. Approximately 19.2% of the
USpopulation between 20 and 69 yeav§age havereported a history of axial back pain (cervicgdper
thoracic, mid and lowerback, or Sl joint area) for <3 months in 28092010 National Health and
Nutrition Examination Survey In this survey, 40% of the population with axial pain reported that
painhad started before the agef 30,and two thirds reported that it was constant. In addition, usiogr
different sets of criteria for IBP, the regdound that between 5% and 6% of 2t 69-yearolds with

back pain met criteria for IBP. However, in the group reporting chronic axial pain (paig foonths)

28% to 38% met the criteria for IBP.

Seventyto 80% of patients with &pA have IBP. To mdy patients at risk for 88pA, providers must be
able to recognizéBP Back pain is considered to P if it has been present for at least 3 months and
the patient meetdour of the followingfive conditions®

1 Age <40 years old

Insidious onset

Back pain that improves witbxercise

Back pain that does not improve with rest
Pain at night that improves when getting up

= =4 —a A

Comorbiditiesthat have beeridentified in patients withaxSpA include pulmonary fibrosis in the apex of

the lungs(hasnot been reported in wome) renal amyloidosis, cardiovascular dised€3/D) aortic
insufficiency, cardiac conduction changes, asthma, hyperlipidemia, multiple sclerosis, uveitis, diabetes,
hypertension, sleep apneapinal fracturesand psoriasis® 2’

Initial Laboratory Testing

More than90% of patients with &pA test positive for HEB2728 Therefore, a HLAB27 test should be
performed as part of the initial workip of patients considered at risk for this conditjdnt hasnot already
beendone. Erythrocyte sedimentation rate (ESR)CRRpreferred)are both nonspecific measures of
inflammation, but baseline levels should betained as they may be usefater for monitoring response
to treatment. According tothe National Institute for Health and Care ExcellenséCEY’® a negative
HLAB27 or a normal CRP or ESR does not rule out the diagn&@ps of

Imaging for the Diagnosis akSpA

TheEuropean League Against Rheumatism (EJiesBmmendsplain films of the Sl jointsasthe initial
imaging testfor patients whose historyphysicalexam, and laboratory findings sugge SpA® The
radiographs must show evidencelwfateralsacroiliitisgrade 2,4 or unilateral sacroiliitis gradecad to be
consistent with ASThe grades of sacroiliitis onrXy are as follows!

 GradeO Normal

i Gradel Suspicious changes

United Rheumatology Clinical Practice Guideline
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1 Grade 2 Minimum abnormality (normal joinspace with minor erosions or sclerosit

1 Grade 3 Unequivocal abnormality (moderate to advanced sacroiliitis with erosior
sclerosis and either widening, narrowing or partial fusion)
1 Grade 4 Severe abnormality with complete ankylosis of the joint

According to the ASAS MRI working grétipX-rayfilms do not show evidence &fjoint disease anthe
clinical suspiciofior axSpAis high, MRI of thé&ljoints should be obtainedMRI can demonstrate early
signs of sacroiliitisot detected on X-rays® The finding of bone marrowedemawithout structural
changessconsistent witmr-axSpAn the appropriateclinical setting® as are other MRI findings described
above.If there is a high clinical suspicion of axSpA, negatrayXandnegativeMR| then the patient is
managed abavingnr-axSpAif HLAB27 is positive and at least two clinical findings consistent with axSpA
are presenf(see Table 1)

Information about appropriate MRI techniques and findings can be found in papers by
Schuelleiweidekamm et a* and Lambert et al? Plain films and MRI are the only imagisiyidies
recommended by EULARIth the possibleveryrare exception of computed tomography if the plain films
are negativeor MRI is cotraindicated® or unavailable.

Progression of Disease

It can take years to develop the radiographic changes ifstjoénts that are consistent withS.The delay
between the onset of symptoms andrXy changes of th8ljoint(s), which usually appear before changes
in the spinecan be up to 12 years. As in other rheumatic diseaesearlier treatment is started the
better the outcome However, in the case af patient with normak-rays of theSljoint(s), treatment may
be delayed because of the absence of radiographic charRgtsents with a higlclinical degree of
suspicion oBxSpA and negativerays may haver-axSpAandthese patients should have an MRI ofithe
Sljoints. Some have minimal changestinflammationin the Sljoints on MRandwith appropriate clinical
findingscan bediagnosed withmr-axSpAOthers with noX-ray or MRI changes of sacroiliitisay fit the
description oinr-axSpAf they have a positive test for HIB27, andtwo other appropriate clinical findings
(Table ). Some patients with raxSpAcanprogress toAS over time.

Treatment

Goals ofTherapy

According to the ASABULAR recommendations fakSpApublished in 2017 ¢The primary goal of

treating the patient with axSpA te maximie healthrelated quality of life through control of symptoms
and inflammation, prevention of progressive structutamage preservation/normalization of function
and social participatig ¢ 6t I 3S dy M0 &

A treatto-target (T2T)approach has been advocated ftine treatment of many chronic diseases
(diabetes, CVDRA etc.¥° and can also be used for the management a¥SpA Targets for the

United Rheumatology Clinical Practice Guideline
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management ofaxSpAwere first established 2014 by aninternational Task Force, and were based
primarily on a systematic review of the literature and the consensssk Brceparticipants®® The Task
Force noted that the literature available at the time was wehit they did publish both principles and
recommendations for treatin@xSpA to targetThe membersagreed that the target should be either
remission or low disease activitfhey also encouraged researchers to do better and more complete
clinical studies to support this hypothesfs.

The recommendations for 82T strategyn patients withaxSpA were reviewed again in 20¥7The2017

Task Brce was composed of 36 members from both Europe and North Amesind included
rheumatologists, dermatiogists, patientsand a nomrphysician health professionahccording to tlese
recommendationstreatment should aimat providingthe best care possible, using a combination of
pharmacologic andon-pharmacologidnterventions individualizetbr eachpatient.® Thetreatmentplan

should alsoconsiderii KS LIt GA Sy G Qa 3ISy S NI, fexisting eomdbidities, irdeni dza =
medicaions, and psychosocial fae® (Table2). Care for patients with comorbidities should be
coordinated with the appropriate medicapecialists.

Table2. Treatment goals irpatients with axSpA

Gontrol Sgns andSymptoms

1 Pain
1 Morning stiffness
1 Fatigue

1 Extraarticular disease such as uvusjtiIBD

PreserveFunction

1 Mobility of the spine
1 Activities of daily living

Minimize Sructural Damage

1 Osteoproliferation and ankylosis
1 Bonedestruction

Minimize Socioeconomidmpact

1 Decrease or eliminate need for sick days off from work
1 Decrease or minimize disability claims

LaboratoryResults
1 Normal ESR and/or CRP

axSpA, axialpondyloarthritis CRP, @eactive protein ESR, erythrocyte sedimentation ratBD, inflammatory bowel disease

Therecommendedtarget for the management ocdxSpA is complete remission (absence of clinical or
laboratory evidence oinflammation includingnormal values ofcutephase reactants ESR dod CRP
and the absence o&xtraarticular diseasp The target should always be documented in the medical
recordeven though it is not always met

United Rheumatology Clinical Practice Guideline
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Disease activity should be measuredlby @I € ARF G SR YSI ddz2NB 2 F ¢anidiza Odzf 2 &

assessment of cutaneous and/or other relevant exdrticular manifestations should be used in clinical
practice to define the target and to guide treatment decisions; the frequency of the uneaents
depends onthe level of disease activity(Page 9§’ Imaging results may be considered in evaluating
diseaseactivity butare notencouragedWhen the target is reached is important that it be maintained

The Task Force noted that treatment of axSpA is expensive with high medical and societal costs, which
must be considered when developing a plan for epatient3® They also recommended that any changes

in managementbe the result of goint decisionbased ona discussion betweethe patient and the
provider.

For those patients with norheumatologic comorbidities, care should be coordinated with the
appropriate medical specialists. Controlling symptoms andihg inflammation is important to prevent
further bone destruction and disability. Maximizing QoL and minimizing comorbiditésoimportant.

United Rheumatologyecommendsthe use of theBath Ankylosing Spondylitis Disease Activity Index
(BASDAIo measure diseasactivity in patients with a8pAWith this system the patientand physician
are askedto evaluate the followingixparameters(with six questions [QQ6])on a sale of 1 to 132

1 Fatigue and/or tiredness experienced by the patient (Q1)
Back, hip or necgain (Q2)

Peripheral joint paimnd/or swelling (Q3)

Enthesitis (Q4)

Intensity of morning stiffness (Q5)

Duration of morning stiffness (Q6)

= =4 —a A -9

The BASDAI scqrehich has a minimum score of 0 aadhaximum of 10js calculated according to the
following formula:

=BASDAI

Sores obid suggest suboptimal contrahd patients with these scores are good candidates for a change
in their medical therapyThe BASDAI score can alsochiulatedusingthe Medal online serviceor the
BritishColumbiaMinistry of Health Form

The interpretation of BASDAI scoresnmportant. They can tell the provider if the patient is improving,
unchanged or worsening and may help in making treatment decisfkmtarding to van der Heijde et3l
BASDAI scores can be evaluated as follows:

1 <2 Low disease activity
! ¥2to<4  Moderate disease activity
 xn (2 Highdisease activity
1 >6 Very high disease activity

United Rheumatology Clinical Practice Guideline
Axial Spondyloarthritis V1.1.20 Pagel7


https://www.medicalalgorithms.com/basdai-index
https://www2.gov.bc.ca/assets/gov/health/forms/5364.pdf

Since the BASDAI does not incltigie results of any acute phase reactarita patienQ scoreis under 2
aCRP level should be obtain&d®

NonpharmacologidManagementof axSpA

In the 2010 and 2@ updates of their joibh recommendations for the management akSpA the ASAS
and EULAR provided the following genemah-pharmacologicecommendationghat should beused for
every patient® 4

1 Education isvery importantso that the patient can make informed decisions about his/her health
care
1 Encourage a regular exercigggram
o Thisincludes physical therapynd?°
A Stretching and strengthening exercises
Postural exercises
Spinal extensioexercises
Aerobic exercise
Rangeof-motion exercises for the spine
o Supervised exercises, on land or in the water, are preferred to home exefoeszaise they
have been found to be more effective
If supervised exercise is not an optjdimen a home exercise progracanbe initiated
Supervised ater exercise therapin a hydrotherapy poawater temperature between 3
and36°Q isencourage®
1 Patients may find joining patient associationsla®lfhelp groups to be useful
1 Extraarticular manifestations should be managed collaboratiwelh the apprgriate medical
specialists
1 Patients should be edated about the increased risk for bo@VD and osteoporosis
I Patients with axSpA should be encouraged to stop smokitgs been shown that there &n
association between smokirand disease activity

> > > > P

The exercise programvhether supervised or at homehouldconsist offunctional exercises aimed at
maintaining current mobility and strength, preventing or stabilizing spinal deformities, inmgov
symptoms and functionand improing 4 KS  LJ- QoL STifeli gdégram should s improve
cardiopulmonary healt{?

It should be stressed tthe patient that thesenon-pharmacologidreatments are essentidbr obtaining
optimal results Howeverusingonly thesemethods will not provide maximum diseasentrol.
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Pharmacologic Treatment
Axial SpA

All drugs currentlyusedfor the treatment ofaxSpAare listed in Thle 3 No difference in efficacy has been
shown between differentumor necrosis factomhibitor (TNF) medications. However, in patients with
IBD or recurrentveitis infliximab or adalimumab are preferrecCurrently the only TNFi drug which is
FDA approved for use in patients with-axxial SpA isertolizumab pegol

Table3).* Interleukin 17 inhibitor I(-17i) drugs should not be used in patients with ulcerative colitis (UC)
2 NJ / NE K V. Quirenfyxh& Snlly T 8Fi drug which is FDA approved for use in patients wattiahr
SpA igertolizumab pegol

Table3. Drugs used to manage axSpA
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Medication Comments

NSAIDs NSAIDs should be giveantinuously during the period of active disease

including Coxibs Experts suggest that benefit outweighs the risk

NSAIDs should not be used if there is a contraindication to these drugs

A gastroprotectanshould be considered if using traditional NSAIDs

continuously

1 Dosemaodification depending on severity of symptoms should be
considered

1 The possible increased risk of CVD must be considered when choosing
of these drugs

= =4 -4 =4

TNFH 1 Certolizumab pegol is approved for useniraxSpA> “¢and AS No other
Infliximab TNFi drugs are currently approved for use irar8pA
Certolizumab 1 Thereareno data to support the use of one TNFi drug over another for A
pegol except if the patient has IBD or recurrent uveitis
Golimumab 1 Inthe presence of IBD or recurrent uveiiisfliximab or adalimumab are
Adalimumab preferred
Etanercept

IL-17i 1 Can be used as tHist line drug
Secukinumab 1 If there is a contraindication to TNFi drugs, use abtvildrug as
Ixekizumab first-line treatment

1 Do not use in patients witBBD
1 Bothsecukinumab and ekizumab are FDA approved for use irarSpA

JAK inhibitor
Tofacitinib 1 Use instead ofL-17i for patients with UC

1Currently the only TNFi agent approved by the FDA for treatment-ak8pA is certolizumab pegol
2Both secukinumaly” and iekizumab*® may be used for rRaxSpA

AS, ankylosing spondylitexSpA, ®ial spondyloarthritisCoxibscyclooxygenas@ (COX2) inhibitors

CVD, cardiovascular disease; |Biflammatory bowel diseas#-17i,interleukin-17 inhibitor; JAK, Janus Kinase;
nr-axSpA, nomadiographic axSpASAIDspon-steroidal antiinflammatory drugs; TNFumor necrosigactor inhibitor, UC,
ulcerative colitis

ActiveaxSpA

The initial drug of choice for patients wigxSpAs a nonsteroidal antiinflammatory drugNSAIDFigure

4A). The ASAS/EULAR recommendations state N&AIDs should be givecontinuously up to the

maximun dose and not on aidas needed basis*® However the physician should baware of the
gastrointestinal cardiovascularand renal risks ofthese medicatiors and make the apropriate
modifications in dosage/hen needed The latest American College of Rheumatology (ACR) treatment
recommendationspublished in2019* alsorecommend continuous NSAIDs as the initial treatmfent

patients withactiveaxSpAsuggesingany NSAIxanbe used ovea 4 week periodndif the patientdoes

not improve a different NSAIDmight be tried for another 4 week¢Figure 4A)The ACR treatment
NEO2YYSYRFI(GA2Yy & LIzt A&KSR AY Hamc &alGlrdS GKFG GKS
6) the risks

United Rheumatology Clinical Practice Guideline
Axial Spondyloarthritis V1.1.20 Page20



If there is inadequate improvement with NSAIDsa trial of a second anthflammatory is not
desired(Figure4B), a TNFi or{L7i drug should be started with or without an NSAFDt nr

axSpA there are only 3 drugs which are currently approved by the FDA; ther@igNFi
certolizumab pegol; and the-lL7i drugssecukinumab and ekizumab Patientsshould be re
evaluated after 24 months of treatment, to determine if they have reachtheir target or low
disease activity. All TNFi drugs are considered to be equally effective, so for most patikents
ASany one of them may be used. However, in patients with IBD or recurrent uveitis, infliximab
or adalimumab are preferredQurrently the only TNFi drug which is FDA approved for use

in patients with nraxial SpA isertolizumab pegol

Table3).4If the patienthasUCor/ NE Klige@sithen tofacitinib could be tried. In some cases,
providers may deide to continue NSAIDs when a TNFi agent is used.
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Established diagnosis of active axSpA

Non-pharmacologic management:
¢ Cessation of smoking
e Regular exercise program (home exercises or physical therapy)

Pain and stiffness

NSAID at maximum tolerated dose for at least 4 weeks and if no
improvement could try a second NSAID for 4 weeks (See text) or go to
TNFi or IL-17i (If NSAIDs are contraindicated go to Figure 4B)

BASDAI score 24

BASDAI score <4

Try another NSAID for 4 weeks. This
can be skipped and go to Figure 4B

l

BASDAI score 24

BASDAI score <4

Continue current medication

l

BASDAI score <4

Consider changing from full dose
continuously to an as needed dose and
measure BASDAI score at each visit

Continued on
Figure 4B

FiguredA. Management of patients with active axSpA

axSpA, axial spondyloarthritBASDAI, Bath Ankylosing Spondylitis Disease Activity Indek; Iterleukin17 inhibitor; NSAID,
nonsteroidal antinflammatory drugTNFi tumor necrosis factor inhibitor
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Active axSpA*; no contraindication to TNFi drugs
Trial of NSAIDs failed or NSAIDs are contraindicated

TNFi* or IL-17i* drug for 2—4 months
(see text for TNFi drugs to be used in
patients with uveitis or IBD)
IL-17i not to be used in UC

AS plus dominant peripheral arthritis

TNFi* or IL-17i* drug for 2—4 months

(see text for TNFi drugs to be used in
patients with uveitis or IBD)

(see text and ACR guideline)
IL-17i not to be used in UC

BASDAI
score 24

BASDAI
score <4

BASDAI
score <4

BASDAI
score 24

Change to IL-17i* drug
for 2—4 months if started
with TNFi or change to
TNFi* for 2-4 months if
started with IL-17i

Change to IL-17i* drug
for 2—4 months if started
with TNFi or change to
TNFi* for 2—4 months if

started with IL-17i

Continue
current therapy

Continue
current therapy

!

BASDAI
score <4

BASDAI
score 24

BASDAI
score 24

BASDAI
score <4

Continue
current therapy

A

Could consider tapering if have a durable remission but
do not stop biologic; measure BASDAI score at each visit

y v

Continued on Continued on

Figure 4C Figure 4C

Figure 4B. Management of patients with activeaxSpAand poor response to NSAIDs or NSAIDs
contraindicated; no contraindication of TNFi drugs
ACR, American College of Rheumatoldd$; ankylosing spondylitiaxSpA, axial spondyloarthritiBASDAI, Bath Ankylosing

Spondylitis Disease Activitgdex;IBD, inflammatory bowel diseask:17i, interleukinl? inhibitor; NSAIDs)on-steroidal anti
inflammatory drugs; TNFi, tumor necrosis factor inhibitor; UC, ulcerative colitis
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Conventionakyntheticdiseasemodifying antirheumatic drugsd@MARD} such as methotrexatand
sulfasalazinghavelittle if anyrole in the treatment of patientswith axSpAexcept perhaps ione clinical
scenario*l 4 49 patients with peripheral arthritisdominant axSpA In these patientsif NSAIDs falil
sulfasalazineor methotrexatecouldbe consideredut TNFor IL-17iagents are preferredThe results of
treatment with csDMARDshould be evaluated after 3 monttend if the patient fails to adequately
respond toeither of thesedrugs, a TNFi or 17i drugcould be startedIn the unlikely situation thaa
patient withaxSpAandperipheral arthritis has a good response of axial symptoms to adFMNFL7idrug
but a poor response of their peripheral symptortiee ACR suggests adding sulfasalatnie biologic
If a patient with activeaxSpAdoes not respond to a TNFi draghbiosimilar of thatreferencedrug should
not be used*

Patients with an inadequate response thbe initial TNFidrug could be changed taan Il:17i and
re-evaluated after2c4 months those initially treated with anl-17i drug should be switched to a TNFi
drug and also reevaluated in 24 months* For mtients with IBD or recurrent uveitis, infliximab or
adalimumab are preferre@Currently the only TNFi drug which is FDA approved for use in patients with
nr-axial SpA isertolizumab pegol

Table3).* If the patient hadJCthen tofacitinib could be tried. In addition, some providers may decide to
continue NSAIDs when a TNRigis used.
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Patients who have failed to adequately improve on the first TNFi drulge first 11-:17i drug should be
started on a drug with a different mode of actionfor 2¢4 months and then reevaluated (

axSpA poor response to a trial of 1-2 different

NSAIDs for 4 weeks each; no contraindication to
TNFi drugs; failed first TNFi and/or first IL-17i drug

Change to a different TNFi* drug for 2—4 months or a different IL-17i* drug for 2—4 months.
Do not use IL-17i drug if patient has UC; in this case can try tofacitinib (JAK inhibitor).
(See text for TNFi drugs in IBD)

BASDAI score <4

BASDAI score 24

_| Change to different TNFi or
“| IL-17i drug for 2—-4 months

Continue current therapy

|

BASDAI score
cannot reach <4
or remains at MDA
after tried all
available drugs

Could consider tapering if reach a
durable remission but do not
stop biologic; measure BASDAI
score at each visit

v

Continue best therapy
Do not stop biologic

Figure4Q). For patients with IBD or recurrent uveitis, infliximab or adalimuraabpreferred( Currently
the only TNFi drug which is FDA approved for use in patients waRiak SpA isertolizumab pegol

Table3).2° If the patient hasUC,then tofacitinib could be triedPatients who have contraindications to
the use of a TNFi ageobuld be given an L7idruginitially if NSAIDs do not achieve the desired result
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except forpatients with IBDIf the firstIL-17i fails toachieve 8 BASDA$core of<4 a different IL17i agent
could be tried. Patients with UC could be treated with tofacitinib (

Active axSpA poor response to a trial of 2 different NSAIDs for

4 weeks each and contraindication to TNFi drugs

IL-17i* drug except in patients with UC in which case
tofacitinib should be used instead of IL-17i

BASDAI score 24 BASDAI score <4

Change to a different IL-17i* drug
or tofacitinib for 2—4 months

l |

BASDAI score <4

Continue current therapy

\ 4

BASDAI score
cannot reach <4
or remains at MDA
after tried all
available drugs

Could consider tapering if have
durable remission but do not
stop biologic; measure BASDAI
score at each visit

Continue best therapy.
Do not stop biologic; measure
BASDAI score at each visit

Figure4).* If a patientwith axSpAinitially responds well to a TNFi agent and then relapties ACR
recommerts changing to a different TNFi dr(iKigure4E).*°
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axSpA poor response to a trial of 1-2 different

NSAIDs for 4 weeks each; no contraindication to
TNFi drugs; failed first TNFi and/or first IL-17i drug

Change to a different TNFi* drug for 2-4 months or a different IL-17i* drug for 2-4 months.
Do not use IL-17i drug if patient has UC; in this case can try tofacitinib (JAK inhibitor).
(See text for TNFi drugs in IBD)

BASDAI score 24 BASDAI score <4

.| Change to different TNFi or
| IL-17i drug for 2-4 months

Continue current therapy

|

BASDAI score
cannot reach <4
or remains at MDA
after tried all
available drugs

Could consider tapering if reach a
durable remission but do not
stop biologic; measure BASDAI
score at each visit

Continue best therapy
Do not stop biologic

Figure4C Management of patients with activexSpA poor response to NSAIDS; poor response to first
TNFi drug and first HL7i drug

axSpA, axial spondyloarthritBASDAI, Bath Ankylosing SporidyDisease Activity Inde}8D, inflammatory bowel diseask:
17i, interleukinl? inhibitor;JAK Janus kinasé{IDA, moderate disease activitySAIDS, norsteroidal antiinflammatory drugs;
TNFi, tumor necrosis factor inhibitddC, ulcerative colitis

* For nraxSpA patients the only TNFi drug which is currdfiiipapproved is certolizumab pergol. The approvedTldrugs for
nr-axSpA areecuknumab and igkizumab.
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Active axSpA poor response to a trial of 2 different NSAIDs for

4 weeks each and contraindication to TNFi drugs

IL-17i* drug except in patients with UC in which case
tofacitinib should be used instead of IL-17i

BASDAI score 24 BASDAI score <4

Change to a different IL-17i* drug
or tofacitinib for 2—4 months

l |

BASDAI score <4

Continue current therapy

A 4

BASDAI score
cannot reach <4
or remains at MDA
after tried all
available drugs

Could consider tapering if have
durable remission but do not
stop biologic; measure BASDAI
score at each visit

Continue best therapy.
Do not stop biologic; measure
BASDAI score at each visit

Figure4D. Management of patients with activaxSpAand contraindications to TNFi drugs

axSpA, axial spondyloarthritBASDAI, Bath Ankylosing Spondylitis Disease Activity Indiek; Iaterleukinl? inhibitor; MDA,
moderate disease activithNlSAIDs, nosteroidal antiinflammatory drugs; TNFi, tumor necrosis factor inhibitdC, ulcerative
colitis.

* For nraxSpA patients the approvedilZi drugs are secukinumab and ixekizumab
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Figure4dE Management of patients with activexSpAand poor response to NSAIDs; no contraindication
to TNFi drugs; initially did well on a TNFi drug then relapsed

axSpA, aal spondyloarthritisBASDAI, Bath Ankylosing Spondylitis Disease Activity IRDéx;Food and Drug Administration;
IBD, inflammatory bowel diseask:17i, interleukinl? inhibitor; MDA, moderate disease activitgr-axSpAnon-radiographic
axial spondyloarthritisNSAIDs, nosteroidal antiinflammatory drugs; TNFi, tumor necrosis factor inhibitor; UC, ulcerative colitis
* For nraxSpA patients the only TNFi drug which is currdfiiipapproved is certolizumab pergol. Thepapved 117 drugs for
nr-axSpA are secukinumab and ixekizumab.

United Rheumatology Clinical Practice Guideline
Axial Spondyloarthritis V1.1.20 Page29






























