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Pediatric Rheumatology

breaking borders 

Cooperation in Research



Cooperation in Research

• SHARE Project

• EULAR-PRES-ACR papers

• Guidelines- Classifications

• Based on literature EBM

• Large patient registries

• JIA- SLE- Auto inflammatory- ARF-



Single Hub and Access point for 
pediatric Rheumatology in Europe

Treatment approaches in Europe:
from best practices to treat-to-target



Single Hub and Acces point to pediatric Rheumatology in Europe

Improve the quality of care for PRD by:

- resolving existing barriers between networks / research groups

- facilitating exchange of data, ideas and best practices

- improving access to relevant patient information

- facilitating implementation of results into training programs

mission of SHARE



SHARE methods

Literature
review

• Systematic literature search

• Selection of papers (fellows+PI’s)

• Validity scoring by 2 independent experts

Survey

• Formulation of recommendations

• Web-based survey

• Reformulation if <80% agreement or major comments

Consensus

• Consensus meeting

• Nominal Group Technique

• Recommendations accepted when >80% agreement

SHARE Methods



- Focussed on diagnosis and treatment

- English literature, from 1970 onwards*

- No case reports, case series ≥ 3 pediatric patients

- Experienced librarians involved
- Search strings, using MESH terms, clearly defined

Methods : literature review



Paper selection on predefined 
criteria

-JIA: 172 papers

- JDM: 108

- SLE/APS: 128 / 15

- Scleroderma: 52 / 37

Periodic fevers:

- MKD: 28

- CAPS: 25

- TRAPS: 22

- FMF: 25

- Blau: 34

- All papers scored by 2 experts independently on validity and 

level of evidence. In case of disagreement: 3rd expert

- Results grouped and developed into recommendations

- Web-based survey to pre-test recommendations



Evidence based Vs. Consensus based

• Level of evidence

• Expert opinion based



Ann Rheum Dis. 2017 

Dec;76(12):1965-1973

Ann Rheum Dis. 2017

Nov;76(11):1788-1796



Examples - General diagnostic recommendations

%LOE

Based on the current evidence (mainly in adults) on the SLICC-criteria, 

the SLICC criteria can be used as classification criteria in cSLE

100

In the presence of a positive ANA combined with at least two clinical 

SLICC criteria, or in the presence of a positive ANA combined with at least 

one clinical and one immunological SLICC criterion, referral to a 

paediatric rheumatologist should be warranted 

100

When considering a diagnosis of cSLE, anti-Sm, anti-RNP-a, anti-Ro/SS-A 

and anti-La/SS-B should be included routinely at baseline to come a 

positive ANA without an  closer to a definite diagnosis 

100

In a clinical context, when a patient is ANA positive, but anti-dsDNA and 

ENA negative, a diagnosis of cSLE can still be made

100





European consensus-based 
recommendations for the diagnosis 

and treatment of rare paediatric
vasculitides - the SHARE initiative.

•de Graeff N, Groot N, Brogan P, Ozen S, Avcin T, Bader-Meunier B, Dolezalova P, Feldman BM, 
Kone-Paut I, Lahdenne P, Marks SD, McCann L, Pilkington C, Ravelli A, van Royen A, Uziel Y, 

Vastert B, Wulffraat N, Kamphuis S, Beresford MW.

•Rheumatology (Oxford). 2019, 58:656-671 



Rheumatology (Oxford). 2019





ARD 2018- uveitis





Due to the lack of controlled trial data, most 
recommendations relied on expert opinion

The ultimate goal is to –

maintain optimal vision and ocular health

limiting the duration of ocular inflammation

minimizing exposure to long‐term topical glucocorticoids 

expedited use of systemic medications,

preventing secondary ocular sequelae



Recommendations

1. In children and adolescents with JIA at high risk of 
developing uveitis, ophthalmic screening every 3 
months is conditionally recommended over screening 
at a different frequency

2. In children and adolescents with JIA and controlled 
uveitis who are tapering or discontinuing topical 
glucocorticoids, ophthalmic monitoring within 1 
month after each change of topical glucocorticoids 
is strongly recommended over monitoring less 
frequently



Recommendations

8. In children and adolescents with JIA and CAU still 
requiring 1–2 drops/day of prednisolone acetate 1% 
(or equivalent) for uveitis control, and not on 
systemic therapy, adding systemic therapy in order to 
taper topical glucocorticoids is conditionally 
recommended over not adding systemic therapy and 
maintaining on topical glucocorticoids only



Recommendations

9. In children and adolescents with JIA and CAU still 
requiring 1–2 drops/day of prednisolone acetate 1% 
(or equivalent) for at least 3 months and on systemic 
therapy for uveitis control, changing or escalating 
systemic therapy is conditionally recommended over 
maintaining current systemic therapy



Recommendations

11. In children and adolescents with JIA with severe 
active CAU and sight‐threating complications, 
starting methotrexate and a monoclonal antibody 
TNFi immediately is conditionally recommended over 
methotrexate as monotherapy



Recommendations

15. In children and adolescents with JIA and active 
CAU who have failed methotrexate and 2 monoclonal 
antibody TNFi at above‐standard dose and/or 
frequency, 

the use of abatacept or tocilizumab as biologic 
DMARD options, and mycophenolate, leflunomide, or 
cyclosporine as alternative nonbiologic DMARD 
options is conditionally recommended



Recommendations

19. In children and adolescents with uveitis that is 
well controlled on DMARD and biologic systemic 
therapy only, conditionally recommend that there be 
at least 2 years of well‐controlled disease before 
tapering therapy



JDM

The importance- the  yield of capilaroscopy







Severe JDM- new options?









Localized Scleroderma



Ann Rheum Dis 2019;78:1019–1024















One centralized ethic comittee

Easy samples across the borders to 
central research lab

Vision - Future almost here





JIA



Pediatrician Beliefs about Juvenile 

Idiopathic Arthritis May Result in

Referral Delays: A Spanish National 

Survey

Marıa Rosa Pavo, MD, and Jaime de Inocencio, MD, PhD

J Peds 2019



Pediatrician Beliefs about Juvenile Idiopathic Arthritis May 
Result in

Referral Delays: A Spanish National Survey

A national survey -831 pediatricians participated. 

Approximately one half of the respondents 
underestimated the incidence of the disease and 

thought wrongly  that pain was the leading symptom 
of oligoarticular forms.

Misconceptions that can be interfere with early 
recognition and referral of patients with JIA.



Juvenile Idiopathic Arthritis—
Education, Knowledge, and

Patient Outcomes

Persistent, undiagnosed JIA with high
disease activity interferes with daily life
and carries a risk of irreversible 
Physical and psychosocial damage.



Pediatrician Beliefs about Juvenile Idiopathic Arthritis May 
Result in

Referral Delays: A Spanish National Survey

Another national survey?

What is the situation in other European countries?

In adults RA?

In JIA?







Treat to Target TTT Approach

• ACR- 20- 30%!!??

• For ACR 70- 90%!!

• Remission or low disease activity!!

Ravelli A, Consolaro A, Horneff G, et al (30 international)

Treating juvenile idiopathic arthritis to target: 
recommendations of an International task force

Ann Rheum Dis. 2018 Apr 



Treating juvenile idiopathic 
arthritis to target:
recommendations of an international 
task force
• Angelo Ravelli,1 Alessandro Consolaro,1 Gerd Horneff,2,3 Ronald M Laxer,4

• Daniel J Lovell,5 Nico M Wulffraat,6 Jonathan D Akikusa,7 Sulaiman M Al-Mayouf,8

• Jordi Antón,9 Tadej Avcin,10 Roberta A Berard,11 Michael W Beresford,12

• Ruben Burgos-Vargas,13 Rolando Cimaz,14 Fabrizio De Benedetti,15 Erkan
Demirkaya,11

• Dirk Foell,16 Yasuhiko Itoh,17 Pekka Lahdenne,18 Esi M Morgan,5 Pierre Quartier,19

• Nicolino Ruperto,20 Ricardo Russo,21 Claudia Saad-Magalhães,22 Sujata Sawhney,23

• Christiaan Scott,24 Susan Shenoi,25 Joost F Swart,6 Yosef Uziel,26,27

• Sebastiaan J Vastert,6 Josef S Smolen28

• Ravelli A, et al. Ann Rheum Dis 2018;77:819–828









New ERA







Several studies of systemic JIA have indicated that, especially 
in the early phase of this disease, activation of the innate 
immune system, including activation of the IL- 1 pathway, is 
most prominent

IL- 1 blocking therapy specifically would be favorable during 
this so- called “window of opportunity” 

In 2008 we initiated a prospective trial of recombinant IL- 1 
receptor antagonist (rIL- 1Ra) as first- line monotherapy for 
patients with new- onset systemic JIA, in which inactive 
disease was achieved in 85% of the patients within 1 year 

In the present study, we investigated the long- term efficacy of 
our treat- to- target approach using rIL- 1Ra as first- line 
monotherapy



Unsatisfactory response (persistence of fever and arthritis after 7 days of 
treatment) to indomethacin (or NSAID), rIL-1Ra was initiated at a dosage 
of 2 mg/kg/day (with a maximum of 100 mg/day in patients weighing 
≥50 kg) SC

If fever persisted after 3 days, the rIL- 1Ra dosage was increased to 4 
mg/kg/day (maximum of 200 mg/day)

In patients who had persistent disease activity while receiving rIL- 1Ra 
monotherapy, prednisolone 0.5–1 mg/kg/day was added and/or patients 
were switched to alter-native biologic agents, such as canakinumab 4 
mg/kg or tocilizumab 8 mg/kg (for patients >30 kg) or 12 mg/kg (for 
patients <30 kg)

If patients had inactive disease at 3 months while receiving rIL- 1Ra only, 
rIL- 1Ra was tapered for a month (alternate day regimen) and 
subsequently stopped

When a disease flare occurred, rIL- 1Ra was restarted

When multiple attempts at tapering failed, canakinumab was offered in 
order to avoid daily injections





Results 

After 1 mo 55% had completely inactive disease
After 3 mo 83% had inactive disease
After 1 year 76% had inactive disease
After 5 years 96% had inactive disease

Median period of tapering was 3.7 months

Median total duration of treatment was 6 months

60% after stopping therapy remained free of flares and 
have remission without therapy for years
30% more than usual therapy





Results 

Median time to flare was 5 weeks after stopping

Flares often subsided after therapy reinitiation

Non develop growth failure

Severe disease-

1/3 received systemic GC to achieve or sustain inactive disease

More than 50% needed only rIL1a and NSAIDs to achieve inactive 
disease

33% switched to other biologic or MTXcombined with steroids



Best for kids study







TTT- (pediatric BeSt study)

• In 2 years- >70%- inactive disease

• 59%- drug free inactive disease

• Faster response in MTX and Etanrecept

• Time to inactive disease was similar- TTT 

approach

• After stopping medication-3mos in oligo, 6 mos

on poly- 26% flare







DISCUSSION

This guideline includes 39 recommendations for the 
treatment of children with JIA and non-systemic 
polyarthritis, sacroiliitis, and enthesitis

The quality of most of the available evidence was 
low or very low in relation to the relevant clinical 
PICO questions, resulting in 31 of the 
recommendations being conditional



Equivalent data for safety and efficacy between 
the biologics and lack of head-to-head 
comparisons

The exceptions were that TNFi are specifically 
recommended for sacroiliitis, and rituximab is 
considered only after TNFi, abatacept, and 
tocilizumab have been tried 



This guideline considered parent and patient 
preferences assessed by a separate Parent and 
Patient Panel

Primary themes that emerged from that discussion 
were:

1) the importance of shared decision-making

2) the importance of parents and patients receiving 
information regarding not only the preferred 
medication or intervention but also the alternatives

3) parent/patient support of earlier consideration of 
biologics given their experiences with decreased 
adverse effects and improved quality of life with the 
use of these medications relative to their experiences 
with MTX



Studies in pediatrics are underway or planned for a 
number of new medications, including JAK inhibitors 
and IL-17 and IL-12/23 inhibitors, and these 
medications may become useful additions as 
treatment options for JIA, particularly in patients with 
sacroiliitis for whom limited options exist



Treatment should be escalated in patients with even 1 
active joint

The management of inactive disease and the tapering 
and withdrawal of medications for patients with 
inactive disease are not addressed in this guideline but 
will be important for future guidelines



Because the quality of evidence was overall low and 
most recommendations were conditional, clinicians, 
caregivers, and patients should use a shared 
decision-making process when considering these 
recommendations



This guideline considered parent and patient 
preferences assessed by a separate Parent and 
Patient Panel

Primary themes that emerged from that discussion 
were:

the importance of shared decision-
making
2) the importance of parents and patients receiving information regarding not only the preferred 

medication or intervention but also the alternatives

3) parent/patient support of earlier consideration of biologics given their experiences with 
decreased adverse effects and improved quality of life with the use of these medications relative to 
their experiences with MTX





Outcome Measures- patients Role

Establishing an Updated Core Domain Set for 
Studies in Juvenile Idiopathic Arthritis
Physicians and patients/parents together!!

A Report from the OMERACT 2018 JIA Workshop

53 patients with JIA (ages 15–24 yrs) 

55 parents

The Journal of Rheumatology  August 2019,  46 1006-1013



OMERACT ???
• OMERACT = Outcome Measures in 

Rheumatology.

• An international health outcomes 

measurement group.

• Has been funded by unrestricted 

support from more than 12 

pharmaceutical & clinical research 

organizations in the last 2 years.



1997- Outcome Measures-

international patients role

1) MD evaluation of disease activity (10cm 
VAS)

2) Parent evaluation of overall well-being 
(10cm VAS)

3) Functional ability (Childhood Health 
Assessment Questionnaire)

4) Number of joints with active arthritis

5) Number of joints with limited range of 
motion

6) Erythrocyte sedimentation rate



Results - Domain definitions used 

for Delphi Survey voting reference



Mandatory domains are 

•pain, 

• joint inflammatory signs,

• activity limitation/physical function,

• patient’s perception of disease activity 
(overall well-being),

• adverse events. 
• (MTX) 







PAIN-Conclusions

Patients reporting pain at baseline were not in 
remission without medication

Patients that not reported pain at baseline rarely 
reported pain and functional disability at 8 years, 
74% were in remission without medication

Pain and functional disability at baseline was 
associated with the use of DMARRDs and biologics 
during the 8 year disease course

Psychosocial health assessed summary score did not 
show an association with the baseline pain score



PAIN-Conclusions 

Oligo JIA reporting VAS pain score > 0 at baseline, 48% 
developed extended oligoJIA or other JIA compared to 
30% of those reporting no pain

Higher proportion of patients with VAS score > 0 at 
baseline was not in remission without medication 65% 
and reported pain in 61% at 8 years

70% of those reported no pain at baseline remained in 
the persistent oligoJIA at the 8 year follow up

Look for  PAIN



Rheumatology team
Rheumatologist

Primary Physician
Physical therapist - Occupational 

therapist, Medical clown, Social 
worker, Psychologist, Secretary, 
Rehabilitation expert

Patient and family 
(working parties of 
PRES) 





New proposed Classification of JIA

Some of these categories appear to be quite 
homogeneous and present both in children as well as in 
adults, others are heterogeneous and may be better 
defined

1. Systemic JIA is characterized by an autoinflammatory
phenotype with its adult equivalent named adult-onset 
Still disease (AOSD)

2. RF-positive polyarthritis represents the childhood 
equivalent of RF-positive adult rheumatoid arthritis (RA)

3. Enthesitis-related arthritis ERA is a form of 
undifferentiated spondyloarthritis (SpA)



New proposed Classification of JIA

2 categories: RF-negative polyarthritis and PsA, have 
been shown to be heterogeneous

Both were characterized by early onset and antinuclear 
antibody (ANA) positivity, a more homogeneous entity 
observed only in childhood, representing the majority of 
patients with oligoarticular JIA in the Western world

Therefore, that the number of joints involved and the 
presence of psoriasis may not represent reliable criteria 
for JIA classification



Outlook and outstanding future work

In Step 3: it is foreseen that a prospective 
cohort of 1000 patients with JIA at onset 
will be collected, with a longitudinal follow up for 1–
5 years

In Step 4: once the prospective data collection is 
finished and analyzed, a final consensus conference 
will be organized to discuss the results and to finalize 
the new, validated PRINTO JIA classification criteria



SAFETY ISSUES



Cooperation
Pharma child data-ARD supp 2019

• SERIOUS/AT LEAST MODERATE INFECTIONS IN

• PATIENTS WITH JUVENILE IDIOPATHIC 
ARTHRITIS ON SYNTHETIC AND BIOLOGIC 
DRUGS FROM THE PHARMACHILD REGISTRY.

• Gabriella Giancane, Joost F. Swart, Nikolay Tzaribachev, Nadina Rubio,

• Ruben Cuttica, Ingrida Rumba-Rozenfelde, Wafaa Mohammed Saad Suwairi,

• Calin Lazar, Yosef Uziel, Albena Telcharova, Tadej Avcin, Angela Minaici,

• Claudio Len, Stella Maris Garay, Alina Boteanu, Angela Pistorio, Nico Wulffraat,

• Nicolino Ruperto. 

• 9000 patients- MTX and biologics- safe!!













Conclusion

• First attempt to present very large national 

and international data

• 15284 patients-

• 8274- pharmachild

• 3990- German

• 3020- Swedish

• Most powerful tool for analyzing efficacy 

and safety



SAFETY ISSUES



•Original article

•Efficacy, immunogenicity and safety

•of vaccination in adult patients with

•autoimmune inflammatory rheumatic

•diseases: a systematic literature

•review for the 2019 update of

•EULAR recommendations
Christien Rondaan, 1,2 Victoria Furer,3,4 Marloes W Heijstek,5

Nancy Agmon-Levin,4,6 Marc Bijl,7 Ferdinand C Breedveld,8 Raffaele D’Amelio,9

Maxime Dougados,10,11 Meliha C Kapetanovic,12 Jacob M van Laar,13

Annette Ladefoged de Thurah,14 Robert Landewe,15,16 Anna Molto, 10

Ulf Muller-Ladner,17 Karen Schreiber,18,19 Leo Smolar,20 Jim Walker,21

rmdopen-2019-001035Klaus Warnatz,22 Nico M Wulffraat,23 Sander van Assen,24 Ori Elkayam3,4

RMD Open

2019;5:/



MTX, Biological drugs 

• Patients should not receive live attenuated 

vaccines while on these drugs. ??

•Measles outbreak 



Breaking borders
Cooperation is powerful 

Live Attenuated Vaccines in Pediatric
Live Attenuated MMR/V booster Vaccines in 
Pediatric Rheumatic Diseases are Safe:
Multicenter, retrospective data collection



Patient Therapy – 234 patients

• 124 while on MTX, of whom 3 reported local mild side-
effects. 

• 71 on MTX + biologics, 9 reported mild, transient local 
skin reaction, fever or URTI. 

• 39 on biologics, 1 reported fever.

• No vaccinal infection-MMRV was reported. 

• None of the patients experienced disease flare.

• We hope that the current recommendation will be 
updated!



The article is available on Pubmed

https://www.ncbi.nlm.nih.gov/pubmed/31987692

https://www.ncbi.nlm.nih.gov/pubmed/31987692


From pediatric to adult care

• Cooperation



EULAR/PReS standards and 
recommendations for
the transitional care of young people 
with
juvenile-onset rheumatic diseases

• Foster H. E et al

• Ann Rheum Dis 2017;76:639–646



Transition paper





By ages 18-21, or according to 

your child’s developmental ability
Parent and Child

Interactions that

Encourage 

Independence

Transition Timeline for Children and  Adolescents with Special Health Care Needs: 

Chronic Illnesses / Physical Disabilities

Programs

Years

Birth 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Birth to 3-5, or according to your 

child’s developmental ability

• Assure your infant the world is a good place in which to 

live. The development of a sense of trust is vital to the 

development of a healthy personality.

• Allow your child to develop at his/her own individual 

rate

• As a parent it is important to take short breaks from 

your child to renew energy with which to enjoy 

him/her.

• Begin keeping a record of your child's educational and 

medical history, including immunizations.

By ages 6-11, or according to your child’s 

developmental ability

• Begin helping your child interact directly with 

doctors, nurses, therapists, and teachers.

• Assess your child’s perception and basic 

knowledge of his/her special health care need.  

Build on their understanding.

• Continue teaching your child normal self-care 

skills as well as skills related to his/her special 

health care need.

• Determine whether reasonable accommodations 

are needed to ensure equal access to school 

programs; if so, ask if your child qualifies for a 

504 plan.

• Encourage hobbies and leisure activities; include 

exploring community and recreational activities, 

clubs, 4-H, Scouts, Campfire, YMCA, sports, etc.

• Continue to encourage decision making skills by 

offering choices.

• Continue assigning your child chores appropriate 

for his/her ability level.

• Take your child shopping whenever possible so 

he/she can help in choices.

• Let your child choose how to spend some or all of 

allowance.

• Teach your child the consequences of his/her 

behaviors and choices.

• Allow your child to experience the consequences 

of a poor choice as well as a good choice.

• Begin teaching your child self-advocacy skills.

• Begin asking your child “What will you do when 

you grow up?”

• Assess your teen’s perception and basic knowledge of 

his/her special health care need.  Fill in gaps in 

understanding.

• Continue teaching your teen normal self-help skills as well 

as skills related to special health care need.

• Begin helping your teen keep a record of his/her medical 

history, including conditions, operations, treatments (dates, 

doctors, recommendations) and 504 plan if he/she has one.

• If has a 504 plan, encourage teen to participate in any 504 

meetings.

• Begin helping your teen take responsibility for making and 

keeping his/her own medical appointments, ordering their 

own supplies, etc.

• Begin exploring health care financing for young adult at 

age 17.

• Discuss sexuality with your teen.

• Help your teen identify and build on his/her strengths.

• Explore support groups, if teen is interested.

• Begin to explore and talk about possible career 

interests with your teen.

• Help your teen find work and volunteer activities.

• Continue to allow your teen to help with family chores.

• Continue to encourage hobbies and leisure activities.

• Help your teen identify and be involved with adult or older 

teen role models.

• Begin, with your teen, looking for an adult health care 

provider.

• Encourage teen to contact campus disabled student 

services to request accommodations if he/she will be 

attending college.

• With teen, check eligibility for SSI the month he/she turns 

18.  At age 18, the teen’s financial resources are evaluated, 

not the parents/guardians’.

By ages 12-18, or according to your child’s 

developmental ability

• Act as a resource and support to 

young adult.

• Encourage young adult to 

participate in support groups 

and/or organizations relevant to 

his/her special health care need.

• Finalize health care financing 

with young adult.

• With young adult, finalize 

transfer of medical care to adult 

provider. 

• For young adult attending college, 

encourage continued contact with 

disabled student services as 

needed for accommodations.

• Encourage young adult to 

investigate services provided by 

Department of Vocational 

Rehabilitation (DVR) if he/she 

has not already done so.

Transition Toward 

Preschool

Transition Toward 

School

Birth to 3 Program
Preschool Program

Transition Toward 

Adolescence

Transition Toward Adulthood and Post School Options

School Program

Post School Program: Employment

Post Secondary education (2 or 4 year college 

or vocational school)

Supports and Services to Consider (see back for contact information)

By ages 3-5, or according to your 

child’s developmental ability

• Assign your child chores appropriate for his/her ability 

level.

• Encourage decision-making skills by offering choices.

• Teach consequences of your child’s behaviors and 

choices.

• Continue involvement in community and recreational 

activities that include children with and without special 

needs.

• Begin asking “What do you want to do when you grow 

up?”

• Begin teaching your child about his/her special health 

care need.

• Begin teaching your child self-care skills: normal skills 

and those related to his/her special health care need.



From pediatric to adult care

• Cooperation

• Good example in our society- in meetings

• EULAR-PRES combined meeting.

• We need to improve transition and continuity of 
care!



SLE- LUPUS







Adult SLE patients – childhood onset
• Single study visit-

• SLEDAI and Damage score

• HRQoL –SF-36- pain, vitality, mental health, 
,emotional, social,…

• National data- 136 identified-

• 111 patients included

• Median disease duration- 20 years

• Most manifestations were within first 2 
years of onset





• SLEDAI- 4 (relatively low)

• 45%- IV antibiotics in hospital for 
infections

• Half of them more than once.

• Damage score- depends on disease length



• 62%- damage-

• MSK, CNS, Renal

• Damage accrual-associated with-

• Disease duration, APLA, Hypertension,











Conclusion-

• Childhood onset SLE- major impact on 
adult life.- significant damage!

• Lower HRQoL (physical appearance, 
coping styles)

• Renal transplants, CVA, MI

• Need for optimal control

• Screening measures (cardiovascular) 
starting before age 30



Auto inflammatory 





Classification criteria for 
autoinflammatory
recurrent fevers
Hereditary recurrent fever (HRF) syndromes are

genetic disorders secondary to mutations in

genes involved in the innate immune response.

A number of classification or diagnostic criteria

have been developed in the past.

Overall, these criteria lack accuracy and do not

consider the results of genetic analyses, now

an essential tool for the accurate diagnosis and

classification of HRF.



Classification criteria for 
autoinflammatory
recurrent fevers
• Based on 360 real cases from the 

Eurofever registry

• * Genetics + clinical

• * Or- only clinical







Classification criteria for 
autoinflammatory
recurrent fevers
What does this study add?

We developed and validate new evidence-based

classification criteria for HRF and PFAPA, combining

international expert consensus, statistical

evaluation of real patients from a large data set

of patients in the Eurofever Registry.



Classification criteria for 
autoinflammatory
recurrent fevers
The new classification criteria combine for the 
first time clinical manifestations with genotype.

The use of these classification criteria is

recommended for inclusion of patients in

translational and clinical studies, but they

cannot be used as diagnostic criteria.





Canakinumab for the Treatment of 
Autoinflammatory Recurrent Fever 
Syndromes

• De Benedetti F, Gattorno M, et al. 

• N Engl J Med 2018;378:1908-19

• .

• Landmark paper describing the efficacy 
of canakinumab in TRAPS, HIDS and 
colchicine resistant FMF.



JAK1/2 inhibition with baricitinib in 
the treatment of autoinflammatory
interferonopathies
• .

• Sanchez GAM, Reinhardt A, Ramsey S, 
et al.

• J Clin Invest 2018;128:3041-52.

• Elegant prospective study of JAK 
inhibition in interferonpathies.

• More to come on JAK inhibition other 
than in RA



Acute Rheumatic fever

• Still a problem?



Acute Rheumatic Fever
J Peds 2018

• Epidemiologic Impact of the New Guidelines for 
the Diagnosis of Acute Rheumatic Fever

Francesco Licciardi, et al - Italy

Different criteria for-

Low risk Vs. high risk populations





◼ High incidence- middle east, Asia, Australia

◼ Low incidence- Europe, USA

◼ Updated criteria- 1992- 2015

◼ A distinction between high risk and low risk 

populations

◼ <2 out of 100,000



pediatric hospital in an area- Turin, Italy 
(north West)

◼ 2007-2016

◼ 2.3 millions people- 203,000 children (5-14)

◼ Group A-classic- now LR region criteria- 135

◼ Group B- new HR region  criteria- 28



◼ The use of HR criteria led to a 20.7% increase in 

the diagnosis of ARF in the entire study period

◼ Among group B patients, 53.6% had 

polyarthralgia, 21.4% monoarthritis, and 25% 

both polyarthralgia and monoarthritis.



◼ Our results highlight that the annual incidence of 

ARF in the Turin metropolitan area was 

persistently above 2 out of 100 000

◼ over a 10-year period in children between the age 

of 5 and 14 years, even using the LR criteria. 

◼ Therefore, according to the latest guidelines, the 

criteria for HR populations should be used in our 

region



the incidence of ARF in patients younger than 5 

years of age is rare.5,9 

Therefore, in this subgroup using HR criteria may

lead to significant over diagnosis.



◼ A crucial question is whether group B patients are 

really affected by rheumatic fever.

◼ Our results suggest that they are likely patients 

with ARF with a milder phenotype









800 children-
Secondary prophylaxis days 

covered
• From 103 days to 20 days a year in 10 years.

https://acr.confex.com/data/abstract/acr/2015/Paper_50687_abstract_63431_0.gif


Conclusion

• Poor adherence to secondary penicillin prophylaxis

• PO > IM

• Necessity? 

• Are we satisfied? 

• Putting all together- important to diagnose- HR population

• Look for cardiac involvement! Important morbidity!

• If only arthritis- is prophylaxis really  important?



 

Dear PReS members and colleagues,  
 

We would like to inform you that PReS has endorsed the initiative described below. All 
information on IRB and protocol as well as how to enter a case is available on the website of 

the COVID-19 Global Rheumatology Alliance.  

https://u8152250.ct.sendgrid.net/ls/click?upn=wbhA4awvX3PT0D50ausPYmw4Lbn4Mpsb-2BZYmSUNXpBC7OW-2B-2Fuk5El0oYkbxM8Mp4uPPrOa5-2BNiNsE2IXkbXRdQ-3D-3DuqNa_du9x1pjcf596ujnox1ci4HJO5vU3D-2BLgzjJYmv8pZfIvVoNfsdIzgZXRGYV5HBGRuj7FyAiQGM0mky-2FHt-2FOl0fYxuNaNnkJQFRNVTU-2FSlqFxmsojjR4TqsF80jxyokEP4TDydTdgtWFP5QwJUljx-2Bx8sj14ITYti6Ey6YfkMrMh8GMnIC9DhkWxY4u-2BmgwC7UneXCMxKmyiOJIjLHh3Q-2FjldKie13UtcW2G-2FHZoAsWCoAGU6hWyKNg9YjTEfgeYTrtlP92OsmaYB3w6eM-2Fa9OqO0M2eB8oiyrZlkkhOXryJnZbSD6diVuEJDmcdcmAb9E1lnllRm8HAGx4JWINmPksbNo-2Fn8BWjKwBHnYrRz-2FgsgDwuBrhsODdyRlQOTZramsj0FPmZUQiTs4C1whJXDAhHDcdU93u1AY5vSsFEEals-3D


 

COVID-19 Global Rheumatology Alliance is a large group of academics, clinicians and 
patients working to establish a global, freely accessible registry where doctors can add 

details of their patients who either (1) Have a rheumatic disease, or (2) Are on a drug used 
in rheumatology who become infected with COVID-19. The Alliance is interested in all 

cases, from asymptomatic to severely affected. 
  

It intends to grow a large real dataset in order to update the literature in a frequent and 
systematic way. Consequently, it will provide a summary of what is and isn’t known in 

relation to rheumatology and COVID-19, including medications and our diseases. 
  

The aim is to be able to provide information back to doctors and patients about how 
rheumatic disease patients and those treated with rheumatology drugs fare when they get 

infected with COVID-19. It will potentially provide valuable information going forward to 
help make decisions about how to treat our patients. 

  
We thank for your cooperation, and wish you all safe and healthy period, in this difficult 

times. This period also unite us all together, as a big global community! 
 

We all hope and pray that we will all meet in Prague, where  most of the epidemic will be 
behind us. 

 
Kind regards, 

  
Sefi Uziel 

Chair of Clinical Affairs 
for the PReS council  



Corona Era- Education


