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BACKGROUND 

1985:  

•Edward Blau: Familial syndrome affecting 11 members over 4 
generations. Granulomatous disease of skin, eyes and joints. HLA 
B27 negative. J Pediatr 1985; 107: 689-693 

BLAU SYNDROME. 

•Douglas Jabs: Granulomatous arthritis, recurrent uveitis and 
cranial neuropathies. AD inheritance pattern. ANA, RF, HLA B27 
negative. Synovium biopsy: granulomatous inflammation with 
giant cells. No dermatologic features described. Am J Med 1985; 78: 

801-4. 

JABS SYNDROME 

 



EARLY ONSET SARCOIDOSIS 

North AF Jr. Sarcoid arthritis in children. Am J Med 

1970; 48:449-55.  

Granulomatous boggy arthritis, rash and uveitis.  

 

Miller. Early-onset "sarcoidosis" and "familial 
granulomatous arthritis": the same disease. The 

Journal of pediatrics. 1986;109(2):387-8.  



Early Onset Sarcoidosis (EOS): sporadic.  

Blau Syndrome: Familial.  

 JUVENILE GRANULOMATOUS ARTHRITIS 

   

JUVENILE SYSTEMIC GRANULOMATOSIS 
 



GENETICS 

16Q12-21 

NOD-2/CARD-15 

A. Borzutzky et al. Clin Immunol. 2010;134(3):251-61.  



J.P. Boyle. Open Biol. 4: 140178 



A. Borzutzky et al. Clin Immunol. 2010;134(3):251-61.  







NOD 2 and disease 









LAST REVIEW 

FAMILIAL: 146 

 

•60  R334W 

•34  R334Q 

•9    E383K 

•…. 

 

SPORADIC: 62 

 

•24  R334W 

•15  R334Q 

•4 E383K 

•.... 

 

 

 

MONOGENIC AUTOINFLAMMATORY DISEASE 



NATURAL HISTORY 

•Earliest: skin rash.  

•Arthritis: poliarthritis with tenosynovitis.  

•Uveítis: last but not least.  

 



CLINICAL MANIFESTATIONS 





SKIN 

• Macular-papular-
nodular. 

• Lichenoid-like. 

• Others: ptyriasis lichenoid, leg 
ulcers, ichtyosis vulgaris, 
leuchocytoclastic vasculitis, 

eritema nodosum.    



ARTHRITIS 
Presentation: 

OLIGOARTHRITIS (7/31). 22%. 

POLYARTHRITIS (23/31). 78%. 

 

 

• Wrists, ankles, knees, PIPs. 

• MCP, elbow (1/3). 

• Hip, spine, TMJ (rare). 

 

 

• Symetrical. 

 

81% Limited ROM. 

53% Joint deformities.  

 

Camptodactily PIPs. 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 
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Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 



48% moderate to severe 
impact on well being.  

 

31% no pain at all. 

 

41% normal function. 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 









UVEITIS (81%) 

Bilateral (96%). 

• ANTERIOR (100%) 

• INTERMEDIATE (52%) 

• POSTERIOR (72%) 

• HTO (36%). 

 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 



SEQUELAE 

ANTERIOR POLE 

 

• Sinechiae 64% 

• Cataracts 55% 

• Band Cheratopathy 23% 

 

POSTERIOR POLE 

 

• Optic atrophy 14% 

• Macular edema 14% 

• Retinal detachment 9% 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 

logMAR scale: 
• 68% AVC normal 
• 18% AVC   moderate 
• 14% AVC   severe 



89% BILATERAL 

100% CHRONIC 

Duration 15 yrs. 

29% ANTERIOR 

12% INTERMEDIATE 

59% PANUVEITIS 

Acta Ophthalmol. 2015 May;93(3):253-7 



Acta Ophthalmol. 2015 May;93(3):253-7 

LogMAR scale 
Median 0,48 



10% 90% 

MULTIFOCAL CORIORETINITIS 

Acta Ophthalmol. 2015 May;93(3):253-7 



EXPANDED MANIFESTATIONS (52%) 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 



TREATMENT 

• 5/9: Combination therapy: 
CS + IS ( 2 MMF, 2 MTX, 1 
MMF + MTX) + anti TNF (3 
A, 2 I). 

• 1/9: CS + IV MP + I 

• 2/9: CS + I (1 intraocular 
dexametasone implant). 

• 1/9: Topical CS.   

 

Acta Ophthalmol. 2015 May;93(3):253-7 

Rheumatology (Oxford). 2015 Jun; 54 (6): 1008-16 



TREATMENT 

• CORTICOSTEROIDS 

 Topical, intraarticular, intravitreal, oral or e.v. 

 

• INMUNOSUPRESIVE 

 MTX, MMF, AZA, CsA. 

 

• BIOLOGICS 

 

1.  ANTI TNFalpha: Infliximab, Adalimumab, (Etanercept). 

 

2.  ANTI IL-1: Anakinra, Canakimumab. 







 CASE REPORT 



HOSPITAL CLINICO UNIVERSITARIO VIRGEN DE 
LA ARRIXACA 

MURCIA 



CASE 1 

2007. Spain. Healthy female. American 
aboriginal ancestry (Ecuador). 

2009. Return to Ecuador.  

Fever + Rash + Arthritis.  

Arthrotomy both ankles. (Typhoid fever).  

Treatment for one month (antibiotics?) 

2011. Return to Spain with her father (health 
related). 

 



LORCA 
2011(May) Hospitalization. 

40 day fever + asthenia + abdominal pain + arthritis. 

2011 to 2013  

JIA Polyarticular RF-. Rheumatology dep.   

Recurrent anterior uveitis.  Ophtalmology dep.  

3 joint injections (knees) 

Topical steroids 

 Deflazacort + Metotrexate + Adalimumab 

 

 





Emergency room. 24 kg.  

(Deflazacort 4 mg + Ada 20 mg + Mtx 2.5 mg/7d).  

14 days of fever (max. 39.5ºC) + arthralgia + abdominal pain + 
vomiting + loss of well being. Acute phase reactants: CRP 14.56 
mg/dL. ESR 112 mm/h. 

 

  

October 2013 

Hospitalization 

•Serology and cultures negative. 

•Autoimmunity: ANA, ENA, Igs, Complement. NORMAL. 

•Abdominal US, chest X-ray. 

(ADA y MTX stoped. EV Cefotaxime) 



ARTHRALGIA 

+ Arthritis (+ tenosynovitis both ankles). 



EYE 

+ Panuveitis:  Bilateral tyndall +/++ 

    Optic disc edema. 

 

 



 



EYE/SINUPATHY 



METOTREXATE 7.5 MG + PREDNISONE 5 MG + CEFUROXIME + TOPICAL STEROIDS 
+ JOINT INJECTION (ankle) 

NOV’13: STOP topical steroids. No papilar edema, no uveitis. Metotrexate 10 
mg/7d.  

DEC’13: STOP prednisone. 

JAN’14: JOINT INJECTION (both ankles). ETANERCEPT NOD-2 
FEB’14: Arthritis right ankle. 

MAR’14: HOSPITALIZATION.  
Fever 72 h (max 40ºC) + adominal pain + cephalea + arthritis knees.  
ESR 115 mm/h. CRP 4.03 mg/dL. 
Cefotaxime e.v + Cefuroxime oral 15 d. 

APR’14: RESULTS NOD 2. R334Q.  
PREDNISONE (0,5 mg/kg). Tonsil hypertrophy. Limph node enlargement. 
 
 

 





MAY’14: Subtle arthritis. STOP prednisone.  

JUL’14: Arthritis left knee. JOINT INJECTION. 

METOTREXATE 20 MG.  

AUG’14: Arthritis PIPs 3, 4 left + ankles. PREDNISONE (0.5 mg/kg). ESR 40. 
CRP 2,08 

SEP’14: Arthritis ankles. STOP ETANERCEPT. 

NOV’14: INFLIXIMAB 6 MG/KG 0, 2, 6, 14 wk and every 8 wk. ESR 19. 

CRP 0,04.  

MAR’15: Asthenia, ESR 63, CRP 0,90. INFLIXIMAB 6 MG/KG every 6 wk.  

 











BLAU/EOS 

PARENTS NOD-2 SEQUENCING 

(Family reengage) 

 

NEGATIVE 
 

• SPORADIC JUVENILE SYSTEMIC 
GRANULOMATOSIS. (EARLY ONSET 
SARCOIDOSIS) 



Summary 

• Arthtritis + Uveítis +/- Skin. 

• Systemical disease (fever, AFR) 

• Limph node enlargement. 
 

TREATMENT EXPERIENCE: 

• Corticosteroids (good response). 

• Adalimumab (secondary failure/immunogenicity?). 

• Metotrexate (partial/no response) 

• Etanercept (no response) 

• Infliximab (response/limph nodes) 



CASO 2 

• 7 yrs. 

• Caucasian (European). 

• Ophtalmology referral. 

• Granulomatous Pan-Uveítis. 





Floculos vitreos 

Nervio óptico 





• Physical examination: Normal.  
• Serology, negative. 
• Chest X ray, Abd US, Cardio US: Normal. 
• Fecal Calprotectine NEGATIVE.  
• ACE: 77,4 U/L (18-55). ESR 18 mm/h. CRP 0,30 mg/dL. 
• Corticosteroids 2 mg/kg. Metotrexato 15 mg s.c./7d. 

Adalimumab 40 mg s.c/14d.  
• Dermatitis (paniculitis like): Biopsy (non specific 

perivascular dermatitis with mild eosinophyl 
infiltration). 

• NOD-2 sequencing. 





• ADALIMUMAB 40 MG. 

• METOTREXATE 20 MG. 

• CORTICOIDES stopped.  

 

 

 

¿DIAGNOSTIC? 

• Sarcoidosis 

• EOS 

14-MAY-2015 

 

FECAL CALPROTECTIN 

369 ug/g (0-50) 

 

FECAL BLOOD TEST 

0 ng/ml 



THANK YOU 

Pablo Mesa del Castillo B. 
mesacasti@gmail.com 

Paula Alcañiz Rodríguez. 
paulova81@hotmail.com 

 


