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\ W/ .
Y Cases: How will you manage?

Case 1 Case 2

» A 55-year- Female patient * A 12-year- female patient
presented with a 6 months presented with a 6 months
history of bilateral symmetrical history of bilateral symmetrical
arthritis affecting both hands, arthritis affecting both hands,
wrists and elbows with morning wrists and elbows with morning
stiffness for 1 hour. stiffness for 1 hour.

* ESR: 80 mm/hr * ESR: 80 mm/hr

 With negative RF and Anti CCP  With negative RF and Anti CCP

 Ultrasound= Synovitis * Ultrasound= Synovitis
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Juvenile idiopathic arthritis

Juvenile idiopathic arthritis (JIA) is a heterogeneous group of
Idiopathic inflammatory arthritis affecting children younger than 16
years of age and lasting six weeks or longer.

Petty RE et al., International League of Associations for Rheumatology. International
S AND O y 4 League of Associations for Rheumatology classification of juvenile idiopathic arthritis:
second revision, Edmonton, 2001. J Rheumatol. 2004 Feb;31(2):390-2



1. Systemic

2. Oligoarthritis
a. Persistent
b. Extended

Psoriatic arthritis
Enthesitis-related arthritis
Undifferentiated arthritis

SN Roew

SANDOZ

Polyarthritis (rheumatoid factor negative)
Polyarthritis (rheumatoid factor positive)

Petty RE et al., International League of Associations for Rheumatology. International League of Associations for
Rheumatology classification of juvenile idiopathic arthritis: second revision, Edmonton, 2001. J Rheumatol. 2004
Feb;31(2):390-2
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Treatment algorithm for oligoarthritis

<Untreated JIA with oligoarthritis>

! !

and/or

Intra-articular
g|u(r1(‘nrt|rﬁidﬁ

\ \ ,
/
_{ Incomplete response 8 ~
~—or lntolerance7 //4”
(D Presentation T - _
NP, T~ 4!0 Additional considerations:
« 2 “-~> Disease status , \
~_ decision point

J— Non-biologic DMARD

( ) Assessed disease status ITX over LEF, SSZ. or

S——
- Treatment option l

Conditional recommendation
£y s
B et option T Ty L
) X
Strong recommendation { Incomplete respons o —
~_or intolerance? /_f/
\ /.—/"
’lef’, has SRR s \Qo

Biologic DMARD (no

preferred agent)

DMARD = disease-modifyina antirheumatic drua, HCQ = hydroxychloroquine, JIA = juvenile idiopathic arthritis, LEF = leflunomide,
MTX = methotrexate, NSAIDs = nonsteroidal antiinflammatory drugs, SSZ = sulfasalazine, TMJ = temporomandlbular joint

Onel, K. B. et al., (2022). 2021 American College of Rheumatology Guideline for the Treatment of Juvenile Idiopathic

S A N D o Z Arthritis: Therapeutic Approaches for Oligoarthritis, Temporomandibular Joint Arthritis, and Systemic Juvenile Idiopathic
Acrthritis. Arthritis care & research, 74(4), 521-537.



Treatment algorithm for TMJ arthritis

Presentation CJIA with active TMJ arthritis D

Disease status
decision point

Assessed disease status
and/or
Treatment option

Conditional recommendation .
Treatment option - /\ \
Strong recommendation " Incomplete respon \\/>
- {ntolerance'? e
//
@ — N°
Non-biologic
and/or DMARD
o
N
T
(// Incomplete response S
—___orintolerance? -
2o 3
/
<e® T~ Yo

DMARD = disease-modifying antirheumatic drug, JIA = juvenile idiopathic arthritis, LEF = leflunomide,
MTX = methotrexate, NSAIDs = nonsteroidal antiinflammatory drugs, TMJ = temporomandibular joint

Figure 2. Treatment algorithm for temporomandibular joint arthritis.

Onel, K. B. et al., (2022). 2021 American College of Rheumatology Guideline for the Treatment of Juvenile Idiopathic

S A N D o Z Arthritis: Therapeutic Approaches for Oligoarthritis, Temporomandibular Joint Arthritis, and Systemic Juvenile Idiopathic
Acrthritis. Arthritis care & research, 74(4), 521-537.



PrasantEEsn Treatment algorithm for systemic JIA C systemic JIA >

Disease status l

decision point
//\\

: : oz e
w d di No — Presence of Mis> — C Yes
ssesse iIsease status ——

Treatment option
Conditional recommendation

Treatment option
Strong recommendation

and/or

1 \</R:s;:a:hrltls7\//
S

-~ ncomplete

response or = o %
<\intoleM \“I N
\ \o
= Add csDMARD or

-
l, ) switch to different

bDMARD (no
Alternative IL-1

preferred agent)
or IL-6 inhibitor
(no preferred
2geny \
///—/\\
Inactive sJIA? -

&\\ gube.
o Ty e
,‘/ @l NA&

( NotonGCs ) ([  OnGCs )

Taper and stop
glucocorticoids

bDMARD = bioclogic disease-modifying antirheumatic drug, csDMARD = conventional synthetic disease-modifying
antirheumatic drug, GCs = glucocorticoids, IL = interleukin, JIA = juvenile idiopathic arthritis, MAS = macrophage activation syndrome,

NSAIDs = nonsteroidal antiinflammatory drugs

Onel, K. B. et al., (2022). 2021 American College of Rheumatology Guideline for the Treatment of Juvenile Idiopathic

S A N D O Z Arthritis: Therapeutic Approaches for Oligoarthritis, Temporomandibular Joint Arthritis, and Systemic Juvenile Idiopathic
Acrthritis. Arthritis care & research, 74(4), 521-537.
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Untreated Juvenile
Arthritis with
Polyarthritis

Initial therapy: Methotrexate

- Subcutaneous over oral methotrexate [A.4] (very low)
- Methotrexate over sulfasalazine [A.3] (very low)

= Methotrexate over leflunomide [A.2] (moderate )

- Single DMARD over triple DMARD therapy [B.2] (low)
- DMARD over biologic [B.3-4] (low)*

Low disease
actvity,
biclogic nawve

Moderate/high
disease activity.,
bioclogic naive

Escalate therapy:

- Intra-articular glucocorticoid
injection(s), increase DMARD dose, or
change DMARD to methotrexate (if
not yet received) [B.5-6] (very low)*™

Add biclogic (THNFi, abatacept, or

tocilizumab):

- Ower change to second DMARD [B.7T]
(lower )y

- Ower triple DMARD therapy [B.8] (low)

Low disease
actvity,
biologic treated

Escalate therapy:

- Imtra-articular glucocorticoid
injection(s), increase DMARD or
biologic dose, or change biologic
[B.5-6] (very low)

Moderate/high
disease activity,
bioclogic treated

Adjunctive Therapy:

r ™

NSAIDs [A.1] (very low)

Intra-articular glucocorticoids®
[A.5] (wvery low)

PT and/or OT for those with or at
risk for fundtional limitations [A. 16,
A A7) (low and very low)

Bridging therapy with limited
course of oral glucocorticoids
(= 3 months) during
initiation/escalation of therapy in
patients with high or modermate
disease activity [A.6] (very low) )

.

Recommend against bridging with
glucocorticoids in patients with low
disease activity [A.T] (very low)

Change biologic:

- DOwer triple DMARD therapy [B.8] (low)

- Abatacept or tocilizumab owver second
THFi after primary THFI failure [B.9]
(wery low)

- THFi, abatacept, or tocilzumab owver
rituximab [B.10] (very low)

LEGEND
Strongly recomme nd
Conditionally recommend
_ Conditionally recommend against
_ Strongly recommend against

Ringold, S. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Treatment of
Juvenile Idiopathic Arthritis: Therapeutic Approaches for Non-Systemic Polyarthritis, Sacroiliitis, and Enthesitis. Arthritis
care & research, 71(6), 717-734.
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Table 5. Recommendations for the initial and subsequent treatment of children and adolescents with JIA and sacroiliitis

*

Recommendation

In children and adolescents with active sacroiliitis, treatment with an NSAID is strongly recommended over
no treatment with an NSAID (PICO C.1).

In children and adolescents with active sacroiliitis despite treatment with NSAIDs:
+ Adding TNFi is strongly recommended over continued NSAID monotherapy (PICO C.2).

Using sulfasalazine for patients who have contraindications to TNFi or have failed more than one TNFi is
conditionally recommended (PICO C.3).

- Strongly recommend ggainst using methotrexate monotherapy (PICO C.4).

Glucocorticoids
In children and adolescents with active sacroiliitis despite treatment with NSAIDs:

Bridging therapy with a limited course of oral glucocorticoids (<3 months) during initiation or escalation of

therapy is conditionally recommended (PICO C.5).1
Bridging therapy may be of most utility in the setting of high disease activity, limited mobility, and/or signifi-

cant symptoms.

- Intraarticular glucocorticoid injection of the sacroiliac joints as adjunct therapy is conditionally
recommended (PICO C.6).

Physical therapy

- In children and adolescents with sacroiliitis who have or are at risk for functional limitations, using physical
therapy is conditionally recommended (PICO C.7).

SANDOZ

care & research, 71(6), 717-734.

Ringold, S. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Treatment of
Juvenile Idiopathic Arthritis: Therapeutic Approaches for Non-Systemic Polyarthritis, Sacroiliitis, and Enthesitis. Arthritis




Table 6. Recommendations for the initial and subsequent treatment of children and adolescents with JIA and enthesitis

Recommendation

In children and adolescents with active enthesitis, NSAID treatment is strongly recommended over no
treatment with an NSAID (PICO D.1).

In children and adolescents with active enthesitis despite treatment with NSAIDs:
+ Using a TNFi is conditionally recommended over methotrexate or sulfasalazine (PICO D.2, D.3).

+ Bridging therapy with a limited course of oral glucocorticoids (<3 months) during initiation or escalation of
therapy is conditionally recommended (PICO D.4).t
Bridging therapy may be of most utility in the setting of high disease activity, limited mobility, and/or signif-
icant symptoms.

Physical therapy

* In children and adolescents with enthesitis who have or are at risk for functional limitations, using physical
therapy is conditionally recommended (PICO D.5).

Ringold, S. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Treatment of
S A N D o Z Juvenile Idiopathic Arthritis: Therapeutic Approaches for Non-Systemic Polyarthritis, Sacroiliitis, and Enthesitis. Arthritis
care & research, 71(6), 717-734.
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. Children with juvenile 1diopathic arthritis (JIA) are at increased risk for
developing uveitis and sight-threatening complications.

. Regular ophthalmology screening in children with JIA 1s important for early
uveitis detection, and timely and appropriate treatment.

. Regular ophthalmology monitoring of children with an established diagnosis
of uveitis 1s needed.

. Appropriate use of topical glucocorticoids, non-biological disease modifying
anti-rheumatic drugs, and biologic systemic therapy can improve vision
outcomes.

S A N D o Angeles-Han, S. T. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Screening,
Monitoring, and Treatment of Juvenile Idiopathic Arthritis-Associated Uveitis. Arthritis care & research, 71(6), 703-716.



LEGEND
Strongly recommend
Conditionallyrecommend

Oligoarthritis,
polyarthritis [RF
negative], psoriatic,
and undifferentiated

Systemic JIA,
polyarthritis [RF
posttive], enthesitis-
related arthritis

ANA posttive, JIA
age ofonset< 7
years, and disease
duration < 4 years

ANA negative, JIA
age ofonset27
years, or disease

duration > 4 years

Screen every 3 months (high
risk)[1] (verylow)

Screen every 6-12 months (low
or moderaterisk)[1] (very low)

Figure 1a: Ophthalmologic screening examinations

S A N D o Angeles-Han, S. T. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Screening,
Monitoring, and Treatment of Juvenile Idiopathic Arthritis-Associated Uveitis. Arthritis care & research, 71(6), 703-716.



JIA patients with
inactive uvettis

Patients on stable

treatment (no
change in therapy)

Patients tapering or
discontinuing
therapy

Tapering or

discontinuing
topical

glucocorticoids

Tapering or
discontinuing
systemic therapy

mologic exam Ophthalmologic
within 2 months [4] (very

Ophthal
within 1 month[2] (very

low) low)

S A N D o Z Angeles-Han, S. T. (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Screening,
Monitoring, and Treatment of Juvenile Idiopathic Arthritis-Associated Uveitis. Arthritis care & research, 71(6), 703-716.



LEGEND Patients with JlA and
Strongly recommend active CAU not on
Conditionally recommend topical glucocorticoids

Add topical gluco-corhcoids

- FPrednisolone acetate 1% owver difluprednate
eyedrops [3] (very low)

- Ower systemic glucocorticoeds [B8] (weny o)™

- Prior to changing/escalating systemic therapy [7]
{wr ey o) I

Continues to require 1-2 drops/day of l

prednisolone acetate 19 (or
equivalent) for= 3 months

On systemic
therapy= 3
months

Mot on systemic
therapy

Add systemic therapy+

- Ower mamtamnng on topscal
glucocortiicods alone [8] (very koaw)

Change or escalate systemic
therapy+

- Ower maintaming curmant systemic

therapy [9] (very ow)

( CAU controled )

Taper topical glucocorticoids first
- Before tapering systemic therapy [ 18] (veny low
- There showuld be at least 2 years of well

wmmmm

S A N D o Z Angeles-Han, S. T. et al., (2019). 2019 American College of Rheumatology/Arthritis Foundation Guideline for the Screening,
Monitoring, and Treatment of Juvenile Idiopathic Arthritis-Associated Uveitis. Arthritis care & research, 71(6), 703-716.
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Empowering Rheurmatology Professionals

» =2 50% of young adult JIA patients are lost to

care at the time of transfer
(Hazel 2010, Jensen 2015)

» ~20% of JIA patients not initially transferred
may require later referral to adult rheum
due to delayed flares

(Mikola 2022)

» Adults with JIA may experience erosions,
contractures, visual loss, and other
permanent sequelae

SANDO?Z
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10 Core Care Features for Adults with JIA  “Racumarorocy

Empowering Rbewmartology Professionals

»~ Understanding JIA, the disease:

1. JIA subtypes guide management

2.
3.
4.
5.

u b W N

Attention to uveitis and TMJ arthritis is crucial

Examination of all joints is warranted even in asymptomatic patients
Full remission is strongly pursued

Aggressive management (higher doses, more meds) may be required

» Understanding the patient who has JIA:
1.

. De-escalation of therapy is a double-edged sword

. Acknowledge and clarify differences between pediatric & adult care

Physical exam expectations: all joints assessed, including TMJ

. Demonstrate to your patient that you care about him/her as a whole person
. A careful social history is crucial

SANDOZ
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y Considerations

One Diseasé:- subtypes M

JIA is Not
Adult Counterpart

JIA Subtypeé
- No adult counterpart
» Most common form of JIA

- Arthritis may be painless

_ History of anterior
(painless) uveitis?

oligo-articular JIA
- History of TMJ

RF + polyarticular JIA — Seropositive RA N
'RF - polyarticular JIA ~ Seronegative RA :volvement?
Psoriatic JIA — Adult Psoriatic Arthritis
inthesitis-related arthritis  |= spondlyoarthropathies ~ Axial involvement?
— Adult-Onset Stills Disease g Listony of lung
involvement?

- History of MAS?
- Recent fevers or rash?

- Any associated
symptoms/extra-articular

manifestations?

Systemic JIA « Often more aggressive
 Poor response to TNFi

Undifferentiated JIA gNoadultcounterpart
» Wastebasket term

SANDOZ




AMERICAN COLLEGE
of RHEUMATOLOGY

£S5 SR i .ot
Empowering Rheuratology Professionals

Leibur 2011
At each visit: TMJ protocol:
auscultate the TMJ (listening for and documenting crepitus) & measure the MRI with contrast &
maximal incisal opening (MIO) open/closed sequences

Pedersen 2019 (chapter in Contemporary Management of Temporomandibular Disorders) Stoll 2012; PMID: 22589268

SANDOZ
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Empowering Rhewmatology Professionals

» Pursuit of remission can look different

* Risk-benefit calculus differs for an 8-y/o vs an 80-y/o
- Risk of mild-persistent disease (over many years) is greater
— Risk of infection is much lower in healthy children/young adults

» Maedication metabolism differs by age
* Rate of medication metabolization often decreases with age
- Young adults may need higher doses or more frequent dosing

» Methotrexate: 0.5-1 mg/kg (or 15-30 mg/m?) to a max of 25 mg
» Infliximab: 10 mg/kg IV Q4 weeks

SANDOZ
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The Pediatric Great Debate:

Combination Therapy vs Step-up Therapy
for Juvenile Idiopathic Arthritis

Moderators: Debators:

Daniel B. Horton, MD, MSCE Petra Hissink Muller, MD, PhD
Rutgers University, NJ, USA Leiden University Medical Center, the Netherlands

Daniel J. Lovell, MD, MPH Yukiko Kimura, MD
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aspirin gold cortisone NSAIDs methotrexate biologics+++  JAKi

Slide courtesy of Dr. Yukiko Kimura
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Combination
Therapy

Start MTx +
Biologic

SANDOZ

Step up
Therapy

Start MTx
Then
L ater
biologic If
needed



First: JIA outcomes still need to improve

How often is inactive disease achieved in JIA?

« Depends on definition and population

+ Only 40-60% achieve “inactive disease” at 1-2 years

« 70% CID achieved in one treat to target study (Hissink Muller 2019)

More difficult:

« Maintaining inactive disease, and Remission off Medications (ultimate goal)
+ ~25-75% flare after withdrawal of therapy
 Up to half may not recapture inactive disease after flare (Ringold 2022)

AMERICANCOLLEGE
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Second:
@ Use the Window of Opportunity

- There is clearly a window of opportunity in
RA (and likely for JIA)

. Mistake to tallor initial treatment for the
patlent may never need biologics

o

o AvERCANCOLLEGE [,
\ of RHEUMATOLOGY /

. Patients who will need biologics may miss
the window

. The Big Question is
When does the window close?

SANDOZ




The Window of Opportunity in RA

Multiple high-quality RCTs show that early treatment initiation
results in better radiographic and functional outcomes
Lower absolute levels of joint damage and in lower progression rates
Less rapid rise over time suggesting true disease modification

RA Guidelines (ACR, EULAR): Early and targeted treatment is

important

“Early” treatment timeframe getting shorter (as early as 3 or fewer
months)

Key steps in pathogenesis early on

SANDOZ



Third: What patients and caregivers want

( ACR) . They want treatments that:

oG yfff - Are effective

\ of ReEOMATOLOGY / .

. 4 - Work quickly

. Have lasting impact

SANDOZ
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Early Combination “Induction Therapy”

- We all aspire to precision medicine, but until it is a reality:

- Induce inactive disease with EARLY COMBINATION (MTX + biologic
treatment before 3-6 months) to take advantage of window of
opportunity

Because every child deserves a chance to attain the
best outcomes



Step up Therapy

Problem: we cannot predict (yet) quilcalionae

who needs a biological at the start and who doesn't Empouering Rhcumatolgy Poesionals

Arthrits Care & Ri h
bt Care & Research Ayverican COLLEGE

. & o 2015, pp 134
In the meantime: =220 MReteonstoLocy
. 92018, American Collmge of Rhwsmatalcsy - - S
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Step up Therapy

(@/) 1 ‘T2T with Tight Control’

2 ‘Not all patients need a biological’
::. Methotrexate can induce ID

3 ‘Local factors’
Availability/costs/pain/side effects/future risks

SANDOZ
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Influenza Vaccine

Influenza vaccine is recommended for all children > 6 months of age

Table 4. Whether to give or defer non—live attenuated vaccinations
in patients taking glucocorticoids regardless of disease activity

Other non-live

Influenza attenuated
vaccination vaccinations
Prednisone <10 mg daily™* Give Give
Prednisone >10 mg Give Give
and <20 mg*
Prednisone =20 mg daily™ Give Defert

m = Strong recommendation.

O = Conditional recommendation.

* Or the equivalent dose of any other glucocorticoid formulation, or
the equivalent pediatric dose.

T Defer vaccination until glucocorticoids are tapered to the equiva-
lent of prednisone <20 mg daily.
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Influenza Vaccine

Influenza vaccine is recommended for all children > 6 months of age

Whether to hold immunosuppressive medication at the
time of non-live attenuated vaccination to maximize vaccine
immunogenicity, although holding medications could be asso-
ciated with disease flare (Table 3).

Bass, A. R (2023). 2022 American College of Rheumatology Guideline for Vaccinations in
S AND O y 4 Patients With Rheumatic and Musculoskeletal Diseases. Arthritis care & research, 75(3),
449-464. https://doi.org/10.1002/acr.25045



Influenza Vaccine

Influenza vaccine is recommended for all children > 6 months of age

Table 3. Medication management at the time of non—live attenuated vaccine administration

Influenza vaccination Other non-live attenuated vaccinations
Methotrexate Hold methotrexate for 2 weeks Continue methotrexate
after vaccination*
Rituximab Continue rituximabT Time vaccination for when the next rituximab dose is due, and
then hold rituximab for at least 2 weeks after vaccination
Immunosuppressive Continue immunosuppressive Continue immunosup pressive medication
meaications other than medication

methotrexate and rituximab

0O = Conditional recommendation.

* Hold only if disease adivity allows. Non-rheumatology providers, e.g., general pediatricians and internists, are encouraged to give the influenza
vaccination and then consult with the patient's rheumatology provider about holding methotrexate to avoid a missed vaccination opportunity.

T Give influenza vaccination on schedule. Delay any subsequent rituximab dosing for at least 2 weeks after influenza vaccination if disease
activity allows.

Bass, A. R (2023). 2022 American College of Rheumatology Guideline for Vaccinations in

S A N D O Z Patients With Rheumatic and Musculoskeletal Diseases. Arthritis care & research, 75(3),
449-464. https://doi.org/10.1002/acr.25045
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Conjugated vaccine

PCV 13 (Prevenar)

PCV15 (Vaxneuvance)
(FDA approved 2022)
PCV20 (Prevnar 20) (FDA
approved 2023)

The PPSV23 dose should be given at least 8 weeks after PCV13.
When PPSV23 is used, they need another pneumococcal
vaccine at least 5 years

SANDOZ

Pneumococcal
polysaccharide

vaccine (PPSV23)
(Pneumovax)

Children with Certain Risk

*Received recommended doses of PCV13 or PCV15, but
nothing else: These chldren can benefit from the extra
protection offered by PCV20 or PPSV23.

*PPSV23 is the only pneumococcal vaccine ever received:
PCV15 or PCV20 can provide these children important
protection.



Con Jugated vaccine

PCV 13 (Prevenar)

« PCV15 (Vaxneuvance)
(FDA approved 2022)

« PCV20 (Prevnar 20) (FDA
approved 2023)
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PneumoRecs

VaxAdvisor

Tool to hok detarming which
pneumococcal vaccines chikdren
and adulis need.

The PPSV23 dose should be given at least 8 weeks after PCV13.
When PPSV23 is used, they need another pneumococcal

vaccine at least 5 years

SANDOZ

Pneumococcal
polysaccharide

vaccine (PPSV23)
(Pneumovax)

PneumoRecs VaxAdyvisor is available for
download on iOS and Android mobile devices.

Children with Certain Risk

*Received recommended doses of PCV13 or PCV15, but
nothing else: These children can benefit from the extra
protection offered by PCV20 or PPSV23.

*PPSV23 is the only pneumococcal vaccine ever received:
PCV15 or PCV20 can provide these children important
protection.
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