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A 24-month open-label study of canakinumab in neonatal-onset multisystem
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Interleukin-1 blockade by anakinra improves clinical symptoms in patients
with neonatal-onset multisystem inflammatory disease.
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The schedule of administration of canakinumab in cryopyrin associated
periodic syndrome is driven by the phenotype severity rather than the age.
Caorsi R, Lepore L, Zulian F, Alessio M, Stabile A, Insalaco A, Finetti M,
Battagliese A, Martini G, Bibalo C, Martini A, Gattorno M.

Arthritis Res Ther;15:R33.

CAPS
CAPS
phase 111
5 2013
CINCA 7 MWS/CINCA 2 MWS 4 13 12 CACz885D2306
trial
Eorl 1
Primary outcome
1
Secondary outcome
MWS 3 MWS/CINCA 1 CINCA 3 2 mg/kg
(or 150 mg) 8 week MWS/CINCA 1 CINCA 4 4
mg/kg (or 300 mg) 8 week MWS 1 2 mg/kg 8week
MWS or MWS/CINCA 4
( 4 0 1 ) 2 (
0 1 ) CINCA 7 1
5 1 non-responder
MWS or MWS/CINCA 6 3 2
1 1 10 on demand
2.5 mg/kg 1 3.7 mg/kg
CINCA 7 6 3 1
2 3 4 1 6
2 mg/kg/day
CINCA MWS/CINCA MWS (3.7 mg/kg

—158




vs 2.1 mg/kg)

12

Fz, AM

col

—159




Sustained remission of symptoms and improved health-related quality of life
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Favourable effect of TNF-alpha inhibitor (infliximab) on Blau syndrome in
monozygotic twins with a de novo CARD15 mutation
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Blau syndrome: cross-sectional data from a multicentre study of clinical,
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sarcoidosis/blau syndrome: Its possible action and mechanism

early-onset

Yasui, K., Yashiro, M., Tsuge, M., Manki, A., Takemoto, K., Yamamoto, M.,

Morishima, T.
Arthritis and Rheumatism;62; 250-257

/Blau
NF-k B Blau
2 in vitro
2008
Blau 2
16 6
MTX
CRP 3
8 9 Blau
MTX
8 WBC CRP
Eorl 2 mg/kg/
WBC,CRP,
MMP-3, ACR Pedi
Blau NOD2 p.Asn670Lys
CRP
2 mg/kg/ CRP
2 NOD2 p.Cys495Tyr CRP

2 mg/kg/

—175




CRP

CRP 3 mg/kg/
-6.23D
8cm 2
in vitro
2 mg/kg/ Blau
2 Blau primary endpoint

—176




Blau syndrome (familial granulomatous arthritis, iritis, and rash) in an

African-American family

Cuesta, |.

A., Moore, E. C., Rabah, R., Bawle, E. V.

Journal of Clinical Rheumatology; 6; 30-34

Blau 1
Blau 1 3
2000
Blau 3
6
4
4
9 14 22
Eorl
(1 mg/kg/ )
0.5mg/kg/ )
MTX
(0.25 mg/kg/
)  MTX 12.5 mg/m?, 15 mg/kg/day, 50
mg/kg/day

MTX 10 mg/m?/week

NSAID

0.6 mg/kg/

—177



Blau

NSAID

MTX

—178
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Ultrasonographic assessment reveals detailed distribution of synovial
inflammation in Blau syndrome
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syndrome: A case report of the youngest diagnosed proband in Japan

Yasumura, J. Wago, M. Okada, S. Nishikomori, R.

Takei, S. Kobayashi, M.

Mod Rheumatol 2014

2 TRAPS

2 TNFRSF1A hetero T50M

Eorl

30 mg/kg/day

—220




TRAPS

0
2 TNFRSF1A hetero T50M
5
1
35
Role of interleukin-6 in a patient with tumor necrosis factor
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syndrome in a patient with TRAPS following etanercept therapy

Simsek, 1. Kaya, A. Erdem, H. Pay, S. Yenicesu, M. Dinc, A.

Journal of Nephrology 2010 23 1 119-123

TRAPS

TRAPS hetero F6OL 26 6
TRAPS

Eorl

25 /day 2

30

—222




37

Successful treatment of tumor necrosis factor receptor-associated
periodic syndrome with canakinumab

Brizi, M. G. Galeazzi, M. Lucherini, 0. M.

Cantarini, L. Cimaz, R.

Annals of Internal Medicine 156 12 907-908

TRAPS
35 TRAPS 1 TNFRSF1A hetero V95M
2
Eorl
50mg /week
C 100mg/day

150mg/8weeks

TRAPS
CRP, ESR, SAA

8
TRAPS
TRAPS

—223




38

Beneficial response to interleukin 1 receptor antagonist in traps
Simon, A. Bodar, E. J. Van Der Hilst, J. C. H. Van Der Meer, J. W. M.
Fiselier, T. J. W. Cuppen, M. P. J. M. Drenth, J. P. H.

American Journal of Medicine 2004 117 3 208-210

TRAPS IL-1RA

2003 2 A ~2004

TRAPS 19 hetero C43Y
Eorl NSAIDS
C 100 mg/
TRAPS
0
NSAIDS
30 mg/
TRAPS
10 mg/
TRAPS
39

—224




Tumor necrosis factor receptor-associated periodic syndrome (TRAPS) or
familial hibernian fever: Presentation in a four-day-old infant
Savage, T. Loftus, B. G. Tormey, V.
McDermott, M. F. Moylett, E.
Journal of Clinical Rheumatology 2008 14 6 342-345
4 TRAPS
P 2 4 TRAPS hetero T50M
Eorl
C
TRAPS
0
2
TRAPS

1) AA amyloidosis complicating the hereditary periodic fever syndromes

2) Proinflammatory action of the antiinflammatory drug infliximab in tumor necrosis factor
receptor-associated periodic syndrome

Arthritis and Rheumatism 2009

In vitro

3) An international registry on autoinflammatory diseases: The Eurofever experience

—225



Annals of the Rheumatic Diseases 2012 71 7 1177-1182

4) Autoinflammatory syndromes: Report on three cases

5) Autophagy contributes to inflammation in patients with TNFR-associated periodic syndrome
(TRAPS)
Annals of the Rheumatic Diseases 2013 72 6 1044-1052

In vitro

6) Inflammatory response to heparinoid and heparin in a patient with tumor necrosis factor
receptor-associated periodic syndrome: The second case with a T61l mutation in the TNFRSF1A gene

7) Treatment of the nephrotic syndrome with etanercept in patients with the tumor necrosis factor
receptor-associated periodic syndrome

New England Journal of Medicine 2000 343 14 1044-1045

Treatment of renal amyloidosis with etanercept in tumour necrosis factor receptor-associated
periodic syndrome

8 Ocular manifestations of the autoinflammatory syndromes

review

9) Role of etanercept in the treatment of tumor necrosis factor receptor-associated periodic
syndrome: Personal experience and review of the literature
International Journal of Immunopathology and Pharmacology 2010 23 3 701-707

10) Progress in classification and treatment for TNF receptor-associated periodic syndrome
Japanese Journal of Clinical Immunology 2011 34 5

11) Recurrent pericarditis caused by a rare mutation in the TNFRSF1A gene and with excellent
response to anakinra treatment

Clinical and experimental Rhematology 28 5 802

TNFRSF1A TRAPS

12)Sacroileitis and pericarditis: Atypical presentation of tumour necrosis factor

—226



receptor-associated periodic syndrome and response to etanercept therapy
Clinical and Experimental Rheumatology 2010 28 2 290-291
R920Q TRAPS

—227



—228
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