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Patients enrolled in the PRINTO projects

Country Pharmachild EPOCA Eurofever MAS
Albania
Algeria 140
Argentina 123 473 55 39
Armenia 101
Australia 10 1
Austria 25
Belgium 13 15
Bosnia 2
Brazil 375 299 13 34
Bulgaria 57 300
Canada 7 1 38
Chile 119 5
China 14 20
Colombia 10
Croatia 100 100 11 13
Czech R. 124 203 194
Denmark 524 402 131 6
Finland 276
France 150 284 29
Egypt 34
Estonia 210
Georgia 190 9 6
Germany 424 275 34
Greece 432 375 96 39
Hungary 126 297 24
India 103 375 3 55
Iran 320
Israel 81 216 162 10

June 2015

Country  Pharmachild EPOCA Eurofever MAS
Italy 1161 1304 772 338
Japan 6 7
Latvia 259 304 6 47
Lithuania 301 217 7
Lybia 148 42
Mexico 12 199 1
Netherlands 466 317 97 9
Norway 331 375 5
Oman 16 143 6
Paraguay 151
Poland 29 248 5
Portugal 82
Romania 409 411 38
Russia 470 43 15
Saudi Ar. 62 59 39 3
Serbia 272 349 4 6
Slovakia 124 208 1
Slovenia 53 117 13 14
S.Africa 65
Spain 662 566 196 39
Sweden 50 1 4
Switzerland 457 100 94 1
Turkey 460 170 131
UK 200 296 2
Ukraine 200
USA 412 6 98
Venezuela 8
Total 7304 11455 3201 1111
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PReS Congress 2015 Rome, Italy
Annual PRINTO General Meeting:
Thursday, June 11", 2015

at 18:15 in Room Vivaldi,
after the Annual PReS General Meeting

Agenda
- Introduction (A. Martini)

- Update on PRINTO Projects (N. Ruperto)

- MYPAN (P. Brogan)

- Pharmachild (N. Wulffraat, J. Swart, N. Ruperto)

- SHARE (P. Dolezalova, N. Wulffraat)

- The PRES EuroFever project (M. Gattorno, S. Federici)
- EPOCA/MAS studies (A. Ravelli, A. Consolaro, F. Minoia)

The PharmaChild Project

This project is a retrospective and prospective registry with the aim to col-
lect moderate-severe serious adverse events and related efficacy in JIA
patients treated with biologics and/or MTX on a long-term period.

The project and related web database is now up and running (see attached
table). The web data base has been created with the aim to be an interna-
tional electronic resource for all PRINTO centres in order to collect safety
and efficacy information on JIA patients. It will allow the immediate
graphic quantification of the disease activity (JADAS, ACR, flare, inactive
disease etc) status as well as the possibility to autonomously download
electronic data for local research or other related purposes. The web sy-
stem has been designed to be friendly enough to be used in daily clinical
practice.

As of May 2015, 93 PRINTO centres have been activated. 10968 patients
have been entered into the census, 7304 in the retrospective and 2052 in
the prospective. The European Union grant (PI Dr N. Wulffraat 2011-2014)
has expired in September 2014 and we are looking for other funding.

The Abatacept JIA Registry
This registry is a sub-study of the PharmacChild project (scientific data

property of PRINTO) meaning that the registry will use exactly the same
prospective case report forms and web resources with a complete freedom
to publish the related results. This project is an observational registry fi-
nanced by Bristol-Myers Squibb (Prot. IM101240) that aims to describe the
long-term safety of the abatacept treatment for JIA in routine clinical prac-
tice. The study is conducted by PRINTO in collaboration with PRCSG (for
North American sites). Administrative aspects (ethics committees, con-
tracts and local monitoring) will be handled by the CRO inVentiv Health. As
of May 2015, 14 PRINTO centres from 8 countries have been activated and
110 patients have been entered in the study web system.

The EPOCA study (EPidemiology, treatment and Outcome of Childhood
Arthritis).

The study is aimed at photographing the current status of children with JIA
across continents and countries. PRINTO national coordinators (NCC list at
www.printo.it) were asked firstly to translate and cross-culturally validate
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the parent and child versions of the Juvenile Arthritis Multidimensional
Assessment Report (JAMAR) and secondly to assess 100 consecutive JIA
patients and 100 healthy children. Additional centres are participating
by collecting each 100 consecutive JIA patients. The national language
translations of the JAMAR will be published in a dedicated supplement
on a rheumatologic journal
The aim of this study is therefore twofold:
1) to foster regular use of parent/patient-reported outcomes in paediat-
ric rheumatology practice;
2) to obtain information about the frequency of ILAR categories, treat-
ment modalities, and
current outcome of JIA around the world.
As of today 52 translations have been completed and other 3 are in
progress (see www.printo.it/jamar.asp). The data collection phase start-
ed in 2011 through a dedicated web database on the PRINTO member
area and as of today almost 8000 JIA patients and 3500 healthy controls
have been collected.

The PReS EuroFever project.

The PRES Eurofever project. The Eurofever Registry (PI Dr M. Gattorno)
aims to increase the knowledge on the clinical presentation, response
to treatment and complication of Autoinflammatory Diseases. A new
longitudinal section dedicated to treatment efficacy, safety and quality
of life has just been implemented and is available online in the new
version of the web system. The registry is fully enrolling: a total of 3201
patients have been enrolled so far: among them 288 with CAPS, 425
with CRMO, 905 with FMF, 192 with MKD, 650 with PFAPA and 271 with
TRAPS. New papers have been recently published (see list on next pa-
ge). Other publications are ongoing: first paper on PAPA and
CRMO, new evidence based PFAPA criteria, validation of the recently
published classification criteria for monogenic periodic fevers.

The SHARE project
The “Single Hub and Access point for paediatric Rheumatology in Eu-

rope” (SHARE) is a European project whose main objective is to provide
the European countries with recommendations for the care of children
with rheumatic disease, based on systematic literature reviews and on
the online surveys sent by PRINTO to individual centres belonging to its
network all over the world. To ensure the patient perspective is put
forward, a dedicated survey has been implemented online in 14 differ-
ent languages.

Thanks to the data gathered through SHARE, PRINTO is updating the
website for families. The site will offer scientific information regarding
the paediatric rheumatic diseases (PRD), the list of centres dealing with
PRD, and the list of the family associations in more than 50 languages.
We are now translating the disease information in all languages. The
new website will have customized illustrations, dynamic features and it
will be accessible by various devices, such as smartphones and tablets.
You can have a look at the draft of the new website for families at the
following link: www.printo.it/pediatric-TEST/home

(PI Prof Nico Wulffraat, EU project number 2011 1202).

The Abirisk project
This project (Anti-Biopharmaceutical Immunization: Prediction and
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Analysis of Clinical Relevance to Minimize the Risk, www.abirisk.eu,
funded by Innovative Medicines Initiative, Grant Agreement nr.
115303) aims to provide an integrated approach to investigate anti-
drug antibody formation in JIA treated with biopharmaceuticals. The
Abirisk project is conducted by PRINTO as a Pharmachild registry
substudy (same case report forms) and the goal is to collect, besides
clinical information, biosamples (Serum and RNA) of 200 children
with JIA, newly treated with adalimumab, etanercept or tocilizumab
(both naive or after failure with other biologics) at start of therapy
and follow-up, for a total of 6 study visits. As of today, 32 patients
have been enrolled in 4 different countries.

The MAS criteria study

The MAS Classification Criteria Study is a multinational project, which
is aimed at developing and validating a new set of classification crite-
ria for systemic JIA-associated MAS. The data obtained in the data
collection part of the project have been published in 3 papers (Davi S
at al. Arthritis Rheumatol. 66:2871-2880; Minoia F et al. Arthritis
Rheumatol. 66:3160-3169; Minoia F et al. J. Rheumatol 2015 Apr 15
[Epub ahead of print]). The new classification criteria have been es-
tablished in the International Consensus Conference on MAS Classifi-
cation Criteria, which was held in Genoa, Italy on March 21-22, 2014.
The paper that presents the new criteria has been submitted for pub-
lication. The last step of the project, which is planned to be started
shortly, will lead to the validation of the new classification criteria in
a prospective cohort of MAS patients. In the last year, the collabora-
tion with the Histiocyte Society has led to start a new project aimed
at comparing the features of the 362 patients with sJIA-associated
MAS collected in the data collection part of the project with a large
sample of patients with familial hemophagocyitic lymphohistiocyto-
sis. The results of this study will be presented as poster at EULAR
2015.

New onset JDM trial

The enrollment of the trial is now closed with 139 patients rando-
mized from 55 centres in 23 countries. No major safety concern has
been identified since last year. The analysis of the data has been com-
pleted and the first paper accepted by Lancet. We would like to con-
tinue to follow-up all patients enrolled in order to have for each 5-10
years of follow-up data.

The MYPAN trial in Childhood Polyarteritis Nodosa (PAN)

An Open Label Randomised Controlled Trial of Mycophenolate Mo-
fetil (MMF) Versus Cyclophosphamide (CYC) for the Induction of Re-
mission of childhood PAN sponsored by University College London
and coordinated by the Children Hospital in Liverpool and PRINTO is
underway. MYPAN will investigate the comparative efficacy and safe-
ty of MMF (experimental treatment) vs CYC (standard treatment) for
induction of remission of childhood PAN. This will be the first ever
randomized trial for childhood PAN. As of today 35 centres have
shown interest in participating in MYPAN and we are currently work-
ing to start the submission procedures to the regulatory authorities
and ethics committees in these centres (Pl Dr P. Brogan).
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Membership

In 2015, PRINTO has reached 1318 effective members in 516

centres from 83 countries.
WELCOME ABOARD!

If you wish to become a PRINTO member and receive regular up-

dates about our research activity and invitations to our projects
please go to:
https://www.printo.it/membership.asp

Your cooperation will be more than welcome and your effort will be essen-

tial for the research in the field of paediatric rheumatic diseases
For more info: printo@ospedale-gaslini.ge.it

Recent PRINTO publications

For reprints go to www.printo.it and click on “papers”.

O Piram M, Koné-Paut |, Lachmann HJ, Frenkel J, Ozen S,
Kuemmerle-Deschner J, Stojanov S, Simon A, Finetti M, Sor-
mani MP, Martini A, Gattorno M, Ruperto N, on the behalf of
EUROFEVER, EUROTRAPS and the Paediatric Rheumatology
International Trials Organisation (PRINTO) networks. Valida-
tion of the auto-inflammatory disease activity index (AIDAI)
for hereditary recurrent fever syndromes. Ann Rheum
Dis 2014;73:2168-2173

Lachmann HJ, Papa R, Gerhold K, Obici L, Touitou I, Cantarini
L, Frenkel J, Anton J, Kone-Paut |, Cattalini M, Bader-Meunier
B, Insalaco A, Hentgen V, Merino R, Modesto C, Toplak N,
Berendes R, Ozen S, Cimaz R, Jansson A, Brogan P, Hawkins
PN, Ruperto N, Martini A, Woo P, Gattorno M for the Paedi-
atric Rheumatology International Trials Organisation
(PRINTO), the Eurotraps and the Eurofever Project. The phe-
notype of TNF-receptor associated autoinflammatory syn-
drome (TRAPS) at presentation: a series of 158 cases from
the EUROFEVER/EUROTRAPS international registry. Ann
Rheum Dis 2014;73:2160-2167.

Federici S, Sormani, Ozen S, Lachmann HJ, Amaryan G, Woo
P,6 Koné-Paut |, Dewarrat N, Cantarini L, Insalaco A, Uziel Y,
Rigante D, Quartier P, Demirkaya E, Herlin T, Meini A, Fabio
G, Kallinich T, Martino S, Butbul AY, Olivieri A, Kuemmerle-
Deschner J, Neven B, Simon A, Ozdogan H, Touitou I, Frenkel

) ¢

) ¢

J, Hofer M, Martini A, Ruperto N, Gattorno M, for the Paedi-
atric Rheumatology International Trials Organisation
(PRINTO) and Eurofever Project. Evidence-based provisional
clinical classification criteria for autoinflammatory periodic
fevers. Ann Rheum Dis 2015 May;74(5):799-805

Brunner HI, Ruperto N, Zuber Z, Keane C, Harari O, Ken-
wright A, Lu P, Cuttica R, Keltsev V, Xavier RM, Calvo I, Ni-
kishina I, Rubio-Pérez N, Alexeeva E, Chasnyk V, Horneff G,
Opoka-Winiarska V, Quartier P, Silva CA, Silverman E, Spin-
dler A, Baildam E, Gamir ML, Martin A, Rietschel C, Siri D,
Smolewska E, Lovell DJL, Martini A, De Benedetti F, for the
Paediatric Rheumatology International Trials Organisation
(PRINTO) and the Pediatric Rheumatology Collaborative
Study Group (PRCSG). Efficacy and safety of tocilizumab in
patients with polyarticular-course juvenile idiopathic arthri-
tis: results from a phase 3, randomised, double-blind with-
drawal trial. Ann Rheum Dis 2015;74:1110-1117

De Benedetti F, Brunner H, Ruperto N, Schneider R, Xavier
R, Allen R, Brown D, Chaitow J, Pardeo M, Espada G, Gerloni
V, Myones B, Frane J, Wang J, Lipman TH, Bharucha KN,
Martini A, Lovell D for the Paediatric Rheumatology Interna-
tional Trials Organisation (PRINTO), and the Pediatric Rheu-
matology Collaborative Study Group (PRCSG). Catch-up
growth during tocilizumab therapy for systemic juvenile idi-
opathic arthritis: Results from the TENDER trial. Arthritis
Rheum 2015;67(3):840-848.

Minoia F, Davi S, Horne A, Demirkaya E, Bovis F, Li C, Lehm-
berg K, Weitzman S, Insalaco A, Wouters C, Shenoi S, Espa-
da G, Ozen S, Anton J, Khubchandani R, Russo R, Pal P,
Kasapcopur O, Miettunen P, Maritsi D, Merino R, Shakoory
B, Alessio M, Chasnyk V, Sanner H, Gao YJ, Huasong Z, Kitoh
T, Avcin T, Fischbach M, Frosch M, Grom A, Huber A, Jelusic
M, Sawhney S, Uziel Y, Ruperto N, Martini A, Cron RQ, Rav-
elli A; on behalf of the Pediatric Rheumatology International
Trials Organization (PRINTO), the Childhood Arthritis and
Rheumatology Research Alliance, the Pediatric Rheumatolo-
gy Collaborative Study Group (PRCSG), and the Histiocyte
Society. Clinical features, treatment, and outcome of mac-
rophage activation syndrome complicating systemic juvenile
idiopathic arthritis: a multinational, multicenter study of
362 patients. Arthritis Rheum 2014 Nov;66(11):3160-9

\

) ¢

[0 Davi S, Minoia F, Pistorio A, Horne AC, Consolaro A, Rosina

S, Bovis F, Cimaz R, Gamir ML, llowite N, Kone-Paut |, de
Oliveira SKF, McCurdy D, Silva CA, Sztajnbok F, Tsitsami E,
Unsal E, Weiss JE, Wulffraat N, Abinun M, Aggarwal A, Apaz
MT, Astigarraga |, Corona F, Cuttica R, D'Angelo G, Eisen-
stein EM, Hashad S, Lepore L, Mulaosmanovic V, Nielsen S,
Prahalad S, Rigante D, Stanevicha V, Sterba G, Susic G, Takei
S, Trauzeddel R, Zletni M, Ruperto N, Martini A, Cron RQ,
Ravelli A, on behalf of the Pediatric Rheumatology Interna-
tional Trials Organization (PRINTO), the Childhood Arthritis
& Rheumatology Research Alliance, the Pediatric Rheuma-
tology Collaborative Study Group, and the Histiocyte Socie-
ty. Performance of current guidelines for diagnosis of mac-
rophage activation syndrome complicating systemic juve-
nile idiopathic arthritis. Arthritis Rheum 2014;66(10):2871-
2880

Minoia F, Davi S, Horne A, Bovis F, Demirkaya E, Akikusa J,
Ayaz NA, Al-Mayouf SM, Barone P, Bica B, Bolt |, Breda L,
De Cunto C, Enciso S, Gallizzi R, Griffin T, Hennon T, Horneff
G, Jeng M, Kapovic AM, Lipton JM, Magni Manzoni S, Rum-
ba-Rozenfelde I, Magalhaes CS, Sewairi WM, Stine KC, Vou-
giouka O, Weaver LK, Davidsone Z, De Inocencio J, loseliani
M, Lattanzi B, Tezer H, Buoncompagni A, Picco P, Ruperto
N, Martini A, Cron RQ, Ravelli A; Pediatric Rheumatology
International Trials Organization; Childhood Arthritis and
Rheumatology Research Alliance; Pediatric Rheumatology
Collaborative Study Group; and the Histiocyte Society. Dis-
secting the Heterogeneity of MAS Complicating Systemic
Juvenile Idiopathic Arthritis, J Rheumatol. 2015 Apr 15.
[Epub ahead of print]

Levy R, Gérard L, Kuemmerle-Deschner J, Lachmann HJ,
Koné-Paut |, Cantarini L, Woo P, Naselli A, Bader-Meunier
B, Insalaco A, Al-Mayouf SM, Ozen S, Hofer M, Frenkel J,
Modesto C, Nikishina I, Schwarz T, Martino S, Meini A,
Quartier P, Martini A, Ruperto N, Neven B, Gattorno M, for
the Paediatric Rheumatology International Trials Organisa-
tion (PRINTO), and Eurofever. Phenotypic and genotypic
characteristics of cryopyrin-associated periodic syndrome:
a series of 136 patients from the Eurofever Registry. Ann
Rheum Dis 2014; [Epub ahead of print]

)



