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NOVEDADES EN LA
ENFERMEDAD DE KAWASAKI
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Un poco de historia... ;:%

Descripcion EK Tomisaku Kawasaki

Japoén 10 casos muerte por infarto de miocardio

1980s cateterismo cardiaco, ecocardiografia --- aneurismas
1985 IVIG, reduccion de aneurismas
1990s No todos los pacientes responden a IVIG

v Cuél es la causa de la EK?

Qué otros tratamientos utilizar?
Qué pasara con los pacientes que sobreviven?
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Novedades

1. Etiopatogenia
— Busqueda del agente etiolégico

— Susceptibilidad Genética

2. Tratamiento

3. Evolucion a largo plazo
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Novedades en la etiopatogenia
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Datos a favor de la infeccion

« Afavor de la infeccién:
— Manifestaciones clinicas y analiticas
— Edad: 6m-5a

— Epidemias, predominio invierno-primavera

* Pero en 50 afios de investigacion, todavia no se ha identificado el agente causal

Table 1 |Aetiological agents postulated for Kawasaki disease
Postulated agent Proposed pathogenesis Current status Refs
Mercury Direct toxic effect Lack of supporting evidence 9%
Rickettsia-like agent Infection of i Lack of i id 36
cells
Propriobacterium acnes Infectic 7 Lack of: i icl 35
cells
Rug shampoo Aerosolization of mites or a direct toxic Lack of supporting evidence 37-39
effect
Leptospiraspp. Infection of endothelial cells Lack of supporting evidence 99
Streptococcus sanguis Infection or toxin effect Lack of supporting evidence 100
Retrovirus Infection of lymphocytes Lack of supporting evidence 4043
Epstein-Barr virus or Inf fuarious celltypes Lack of supporting evidence 101,102
Toxic shock syndrome toxin 1 (TSST1) Superantigen-induced immune response  Not confirmed by follow-up studies 4446
Bacterial toxin other than TSST1 i duced it Lack of: i id still under 72-14
investigation
Coronavirus NL-63 None Not confirmed by follow-up studies 47-49
Human bocavirus None Reported by one group; currently 50
unconfirme
Previously unrecognized persistentRNA  Infection of: ith antigen- Under i 17-22,87
virus. driven immune response; cytoplasmic
inclusion bodies are formed and can persist
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¢ Teoria del super-antigeno/ toxina bacteriana
— Descamacion (escarlatina, SST)
— Expansion selectiva de familias VB del receptor de células T

— Citoquinas en sangre periférica

* No es especifico de la respuesta a un superantigeno

¢ No se ha podido comprobar
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« Estudios recientes
— Células plasmaticas IgA en tejidos inflamados (arterias, TRS, rifion...)
— Lapresencia de If B IgA y If T CD8 sugieren la respuesta inmune a un patégeno intracelular
(virus) con puerta de entrada respiratoria

Lungs
infant . &
(” : K{ %2 @6 +  Elagente EK se inhala e infecta las
\Z;\ | > - © células epiteliales bronquiales ciliadas

* Macrdfagos fagocitan al agente y
activan respuesta inmune

KD oo Pancreatic, biliary,

4 B 'glA N
agent I 5] salivary and prostatic ducts plasmacelE

Macrophage /- Bronchial

o s o
IED)E\ cell @ @
g0 %

—»  Bloodvessel  wmp

o lia w Infant circulatory
o G BREoRE w

@
e Ag es trasladado a sangre periférica y
o,"n?;’fﬁ,fhage tejidos diana

e Enlas cél bronquiales queda los
cuerpos de inclusion citoplasmaticos

e Las cel. Bronquiales son infiltradas por
M@, IfT i cel plasmaticas IgA

T lymphocyte leytoplasmic
inclusion body

Rowley AH, Baker SC, Orenstein JM, Shulman ST. Sear ching for the cause of Kawasaki disease—cytoplasmic
inclusion bodies provide new insight. Nature Reviews Microbiology 2008; 6: 394-401.
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« Por ME han identificado cuerpos de inclusion citoplasmaticos:

— Agregados de proteinas virales y acidos nucleidos
- RNA
—  “Nuevo” virus RNA ???

Futuro: Posibilidad de secuenciacion y bioinformatica para identificar el posible agente
causal

Rowley AH. Kawasaki Disease: Novel insights into et iology and genetic susceptibility. Annu Rev Med 201 1.62
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¢ Mecanismo por el que se producirian los aneurismas

e ¢ Monocitos y M¢ circulantes (con el

agente EK) se adhieren a las cél
Internal elastic 2 :
laminae endoteliales y a través de vasa
Smooth Monocyte or macrophage

muscle cell that contains KD agent vasorum penetran a la adventicia

*  Activa mas monocitos y Mg —
estos segregan VEFG, MMP, TNF,

Media citoquinas

hyerajelstic |« Activacion de If T CD8+ y cel B IgA

Adventitia

Intima

Thrombus

New blood vessel
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¢ Teoria de la transmision por vientos troposféricos

a)
3 40007 T T
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1971 1974 1977 1980 1955

Vientos del noroeste relacionados con alta incidencia de EK en Jap6n
Medidas atmosféricas y oceanograficas, que relacionan los patrones de pression
con el viento de superficie a capas troposféricas

Rodé X, Ballester J, Cayan D, Melish M, Nakamura Y, Uehara R, Burns J. Association of Kawasaki disease with
tropospheric wind patterns. Sci Rep. 2011. 1, 152
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¢ Teoria de la transmisién por vientos troposféricos
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Rodé X, Ballester J, Cayan D, Melish M, NakamuraY, Uehara R, Burns J. Association of Kawasaki disease with
tropospheric wind patterns. Sci Rep. 2011. 1, 152
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* A favor de la predisposicion genética:
— Prevalencia elevada en Asia (Japon)

— Mayor riesgo en hermanos e hijos de pacientes con EK

+ Durante décadas se ha intentado buscar los genes que conferirian una susceptibilidad a
padecer EK
— estudios con pocos nimeros de casos

— no permitian confirmar los hallazgos en otras cohortes
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e Enlos Ultimos afios estudios “Genome-wide”

1. Poblacion Japén
* Estudio de GW en hermanos con EK y padres sanos
« Identifica 10 loci que parecen asociados a susceptibilidad para padecer EK

Onouchi Y, Tamari M, Takahashi A et al. A genome-wi  de linkage analysis of Kawasaki disease: evidencef  or
linkage to chromosome 12. J Hum Genet. 2007. 52:179

2. Poblacién caucasica
* Identifica 8 loci asociados a susceptibilidad para EK

Burgner D, Davila S, Breunis WB et al. A genome-wid e association study identifies novel and functional ly
related susceptibility loci for Kawasaki disease. P LoS Genet. 2009 5: e1000319
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— SNPs 1,4,5-triphosphate 3-kinase C (ITPKC)

« Laactividad reducida de ITPKC
’meu en EK produciria una aumento de
e

Antigen-presenting cell

la activacion de If Ty una

Antigen caty cat

[ S respuesta inflamatoria exagerada

; : TCR complex ORAI
- /Hydm,s‘—s | ,.-” o ¢ Asociado a susceptibilidad de EK
A.m [ y formacion de aneurismas en la
@ \ am poblacién japonesa y en una
& cohorte US

Phosphorytation it Daphosphorylation
@ ey | .
c ]

Onouchi Y, Gunji T, Burns JC et al 2008. ITPKC func tional polymorphism associated with kawasaki disea se
susceptibility and formation of coronary artery ane urysms. Nat. Genet. 40: 35-42
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Genome-wide association study identifies FCGR2A as a
susceptibility locus for Kawasaki disease

Chiea Chuen Khor'=»73, Sonia Davila®*73, Willemijn B Breunis®>®73, Yi-Ching Lee’, Chisato Shimizu®?,
Victoria ] Wright'?, Rae S M Yeung!'-'3, Dennis E K Tan®, Kar Seng Sim*, Jie Jin Wang!*1,

Tien Yin W‘nng“’m’”, Junxiong Pnngi'w, Paul Mitchell'®, Rolando Cimaz!%20, Nagib Dahdah?!,

Yiu-Fai Cheung®2, Guo-Ying Huang??, Wanling Yang??, In-Sook Park?!, Jong-Keuk Lee?®, Jer-Yuarn Wu’,
Michael Levin!®74, Jane C Burns®®74, David Burgnermy'n, Taco W Ku i_iperss's’n, Martin L Hibberd 374,
Hong Kong-Shanghai Kawasaki Disease Genetics Consortium?”2, Korean Kawasaki Disease Genetics
Consortium”2, Taiwan Kawasaki Disease Genetics Consortium’2, International Kawasaki Disease Genetics
Consortium?2, US Kawasaki Disease Genetics Consortium™ & Blue Mountains Eye Study”?

¢ GWAS
— 2173 pacientes con EK
— 9383 controles

« Identifica
— Locus nuevo FCGR2A
— Confirma asociacion ITPKC

[SartJoan Tevmateig ]
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Futuro en etiopatogenia g

1. Definir las proteinas y acidos nucleidos en los cuerpos de inclusion citoplasmaticos de EK
a. lIdentificacion del agente etiologico. Posibilidad de:
« Test diagndstico
* Mejorar tratamiento

* Vacuna

2. Definir los genes que confieren susceptibilidad a padecer EK y un mayor riesgo de

desarrollar aneurismas coronarios

a. Prevenciony nuevas terapias génicas
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No todos los pacientes responden a IVIG...

g:

Pediatr Infect Dis J. 2001 Jun;2006):635-7.

Raman ¥, Kim J, Sharkev A, Chatila T.

Response of refractory Kawasaki disease to pulse steroid and cyclosporin A therapy.

Division of Cardiology, Immunology and Rheumatology, St. Louis Children’s Hospital, MO, USA.

Case Report

Infliximab as a Novel Therapy for Refractory
Kawasaki Disease

JENNIFER E. WEISS. B. ANNE EBERHARD, DEV YANI CHOWDHURY. and BETH S. GOTTLIEB
The Journal of Rheumatology 2004; 31:4

hrdio

eurismas

Letters to the Editor

Efficacy of infliximab in long-
lasting refractory Kawasaki
disease

Nihon Rinsho Meneki Gakkai Kaishi. 1995 Jun;18(3):282-8.

plasmapheresis].

[Article in Japanese]

Mori M, Tomono N, Yokota S.

Department of Pediatrics, Yokohama City University School of Medicine.

[Coronary arteritis of Kawasaki disease unresponsive to high-dose intravenous gammaglobulin successfully treated with

Yonsei Med J. 2002 Aug;43(4):527-32

Lee MS, An SY, Jang GC, Kim DS

A case of intravenous immunoglobulin-resistant Kawasaki disease treated with methotrexate.

Department of Pediatrics, Yensei University College of Medicing, C.P.0. Box 8044, Scoul 120-T52, Korea. drmslee@freechal.com

1 Pediatr. 2000 Nov;137(5):723-6.

Dale RC, Saleem MA Daw S, Dillon M.
Great Ormond Street Hospital for Children, London, England

Treatment of severe complicated Kawasaki disease with oral prednisolone and aspirin.
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Estudios con infliximab

Infliximab treatment of intravenous immunoglobulin-resistant

Kawasaki disease

Jane C. Burns, M.D.7, Brookie M. Best, Pharm.D., M.A.S.1-2, Asuncion Mejias, M.D.3, Lynn
Mahony, M.D.3, David E. Fixler, M.D.3, Hasan S. Jafri, M.D.3, Marian E. Melish, M.D.% Mary
Anne Jackson, M.D.5, Basim I. Asmar, M.D.®, David J. Lang, M.D.7, James D. Connor, M.D.
", Edmund V. Capparelli, Pharm.D.', Monica L. Keen, B.S.°, Khalid Mamun, B.S.s, Gregory
F. Keenan, M.D.8, and Octavio Ramilo, M.D.3

SD and WFB

J Pediarr. 2008 December : 153(5): 833-838. doi:10.1016/j.jpeds.2008.06.011.

g?

Estudio multicéntrico
prospectivo
randomizado

Mo « Infliximab es seguro y bien tolerado en pacientes
(r=24)
—— e con EK (no se observaron EA atribuibles a
i oot F ninguno de los grupos terapéuticos)
[ Remicade ‘ ’ Wi ‘ «  Estudio de farmacocinética de infliximab. Similar
g | ini independiente de la edad
Crossed-Over | | Crossed-over
&t Tl ‘ ‘ e ‘ ToRureads ‘ + No muestra suficiente para valorar efectividad
L Responsa Trsteduit . Puerta_ablerta de infliximab como tratamiento para
Lt L =) EK resistente a IVIG
SartJoan Mooty ]
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Estudios con infliximab

Infliximab for Intravenous Immunoglobulin Resistance
in Kawasaki Disease: A Retrospective Study
Mary Beth Son, MD, Kimberlee Gauvreau, ScD, Jane C. Burns, MD, Elena Corinaldesi, MD,

Adriana H. Tremoulet, MD, MAS, Virginia E. Watson, MD, Annette Baker, RN, MSN, PNP,
David R. Fulton, MD, Robert P. Sundel, MD, and Jane W. Newburger, MD, MPH

J Pediatr 2011;158:644-9,

Estudio dos centros
retrospectivo, comparando:
« duracién de fiebre

« tamafio de AC

106 Retreated Patients

%6 Patients
VIG

20 Patients
Infliximab

65 patients (76%) 21 patients 17 patients (85%) 3 patients (15%)
no further (24%) 1o further subsequent
treatments subsequent treatments treatments

treatments

7 patients treated with

2 patients treated
IVIG. IVMP

with IVIG

4 patients treated with
IVIG, Infliximab

§ patients treated with
IVIG, IVMP. Infliximab|

Therapedutic regimens for patients with KD requiring re-treatment after receiving IVIG (2 g/kg) as primary therapy.

g?
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Infliximab for Intravenous Immunoglobulin Resistance
in Kawasaki Disease: A Retrospective Study
Mary Beth Son, MD, Kimberlee Gauvreau, ScD, Jane C. Burns, MD, Elena Corinaldesi, MD,

Adriana H. Tremoulet, MD, MAS, Virginia E. Watson, MD, Annette Baker, RN, MSN, PNP,
David R. Fulton, MD, Robert P. Sundel, MD, and Jane W. Newburger, MD, MPH

J Pediatr 2011;158:644-9,

Estudio dos centros
retrospectivo, comparando:
« duracién de fiebre

« tamafio de AC

~:A |P:,qu|
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Infleamab MG

LAD

Infiamat MG
RCA

inflamen MG
Maximum

Duration of Faver idays)

Infliximat MG

se asocié a menos dias de fiebre y estancia hospitalaria
no mejoré la afectaciéon coronaria

La estrategia de administrar infliximab, comparado con IVIG, como primer re-tratamiento:

Isa 1‘3(“—}41\—
e D

¢  Objetivos:
1. Porcentaje de pacientes que persisten con fiebre 24h después de IVIG
2. Ne°dias de fiebre, valores hemoglobina, marcadores inflamacién, z score AC

Reumatologia

Estudios con infliximab .

¢ 200 pacientes- randomizados a:
— IVIG + INF
— IVIG + placebo

« Estudio de dos centros, randomizado, doble ciego, placebo control.

* Determinar si afladiendo infliximab al tratamiento con IVIG puede reducir el % de pacientes
resistentes al tratamiento.

11
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¢ Corticoides como terapia inicial (+IVIG )

Table | Summary of patients receiving corticosteroids in initial treatment

Reumatologia

$7

Study Patient characteristics Aspirin  IVIG Corticosteroid
Total Therapy Sex Age  Therapy mghkg gkg No. of Drug Dosage Duration of
patients  group (male %) (year) day per day per dose doses preparation (mg'kg per day) therapy (days)
2007 Newburger 199 1ol 62 29 10 80100 2 1 VMP 30 1
etal [17]
2006 Inoue et al. (8] 178 90 57.3 45 9 30 1 2 Pred 2 3
Okada et al. [21] 32 14 56.3 28 9 30 1 2 Pred 2 3
Sundel et al. [25] 39 18 69 10 20-25 2 1 IVMP 30 1
2000 Okada et al [20] 94 62 74 28 6 30 2 1 IVMP 30 1
Jibiki et al. [10] 92 46 48.9 23 17 30 04o0r05 45 Dex 0.3 3
Shinohara 212 170 - - 9 30 0 0 Pred 2 Defervescence
etal 1[22]
Shinohara 87 62 = = 9 30 020r04 5 Pred 2 Defervescence
etal 2 [22]

1VMP intravenous methylprednisone, Pred prednisolone

Inoue: combinacion IVIG+pred mejoré el curso clinico y prondstico de AC sin EA
Newb: no muestra ventajas el afladir MP al trat clasico (similar hospit, retratamiento y EA)

Zhu B, Hai-tao L et al. A meta-analysis on the effe  ct of corticosterois therapy in Kawasaki disease. E  ur J Pediatr 2011
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« Corticoides como terapia inicial (+IVIG)

Experimental Control 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Inoue et al[8] 5 90 16 88 284%  0.26(0.09,0.76] Ll
Jibiki et al[10] 6 46 6 46 97% 1.00 [0.30, 3.37]
Newburger et al[17] 12 101 15 97 251% 0.74 [0.33, 1.67] &
Okada et al[20] 21 82 18 82 292%  0.40[0.17,0.95] &
Sundel et al[25] 2 18 5 21 76%  040[0.07,2.37] —
Total (95% Cly 317 284 100.0%  0.50[0.32,0.79] L 4
Total events 46 60

| | |

Heterogeneity: Chiz = 3.84, df = 4 (P = 0.43); I2= 0%

|
001 0.1 1 10 100
Test for overall effect: Z = 2.97 (P = 0.008)

Favours experimental Favours control

IVIG + Corticosteroids wIG 0Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-, Random, 95% CI

Inoue et alg] 2 90 10 88 11.6% 0.18[0.04, 0.83] —

Jibiki et al[10] 2 46 2 46 83% 1.00[0.13, 7.42] -1

Newburger et al[17] 30 99 28 93 235% 1.01[0.54, 1.87] —

Okada et al[21] o 14 o 18 Not estimable

Okada et al[20] 15 62 15 32 19.2% 0.36 [0.15, 0.89] —

Shinchara et al1[22] 21 170 8 42 19.4% 0.60[0.24, 1.47] -

Shinchara et al2[22] 1 62 6 25 73% 005[0.01,0.48] ¥

Sundel et al[25] 4 16 3 21 106% 2.00[0.38, 10.58] N

Total (35% CI) 559 365 100.0% 053[0.27, 1.04] >

Total events 75 72

Heterogeneity: Tal? = 0.41; Chi2 = 13.46, df = 6 (P = 0.04); I2 = 55% T S —
001 01 1 10 100

Test for overall effect: Z - 1.83 (P - 0.07)

Favours experimental Favours control

Reumatologia
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Respuesta al
tratamiento

Incidencia
aneurismas

Zhu B, Hai-tao L et al. A meta-analysis on the effe  ct of corticosterois therapy in Kawasaki disease. E  ur J Pediatr 2011
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Eur J Pediatr (2009) 168:181-185
DOI 10.1007/500431-008-0727-9

ORIGINAL PAPER

Keiko Okada « Junichi Hara « Ichiro Maki «
Kazunori Miki « Kouji Matsuzaki « Taro Matsuoka «
[akehisa Yamamoto « Toshinori Nishigaki -

Pulse methylprednisolone with gammaglobulin as an initial
PR Syunji Kurotobi - Tetsuya Sano -
treatment for acute Kawasaki disease For the Osaka Kawasaki Disease Study Group

MP + IVIG IVIG
n 62 (high risk KD) n 32 (high risk historical)
66% response 44% response p=0.048
24.2% C lesions 46.9% C lesions p=0.025
3.2% CAA 25% CAA p=0.02
sart Joan Revmatetogia |
de Diw ©
* Cortidoides como terapia de rescate
Corticosteroids WIG Qdds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2008 Fyrukawa et al[6] 5 44 2 19 30.0% 1.09[0.19, 6.18] i
Hashino et al[7] 7 9 5 8 14.3% 2.10[0.25,17.59] i
2008  Miura et al[14] 2 g 2 8 162% 1.20[0.12,11.87] I
2009 Qgata S et al[19] 0 13 3 14 395% 012001261 & —
Total (95% CI) 73 49 100.0%  0.87 [0.32, 2.36]
Total events 14 12
| . ) )
Heterogeneity: Chi2 = 2.38, df = 3 (P = 0.50); I12= 0% ! ) ! i )
001 01 1 10 100

Testioravenll eflect .2 028 [P-=0,78) Favours experimental Favours control

Fig. 2 The incidence of coronary artery lesions following failure of primary treatment and after secondary treatment. Secondary treatment
consisted of either corticosteroids or a second round of IVIG

Ogata: diferencias significativas en duracion de fiebre y costes médicos, pero no en CAA

Zhu B, Hai-tao L et al. A meta-analysis on the effe  ct of corticosterois therapy in Kawasaki disease. E  ur J Pediatr 2011
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Recomendaciones de seguimiento de pacientes con EK

Reumatologia

comnary artery

complex aneurysms in
same coronary artery,
without abstruction)

V (caronary artery
chstruction)

aneurysm, ormultiple or

therpy and warfarin
(target INR 2.0-2.5) or low-
molecular-weight heparin
(target: antifactor Xa level
05-1.0 U /mL) should be
combined in giant
aneurysms

Lang-term low-dose aspirin: Centact or high-impact sports should Biannual follow-up with
warfarin or low-molecular- be avoided because of risk of echocardiogram and ECG;
weight heparin if giant bleeding; other physical activity annual stress test/ evaluation
aneurysm persists; consider recommendations guided by stress of myceardial perfusion scan
use of fblockess to reduce test/ myocard al perfusion scan
myoardial O, outcome
consumption

be avoided because of risk of
bleeding; other physical activity
recommendations guided by siress
test/evaluation of myocandial
perfusion scan outcome

echocardiogram + ECG;
annual stress lest/evaluation
of myccardial perfusion scan

Risk Level Pharmacological Therapy Physical Activity Follow-Up and Diagnostic Invasive Testing
Testing
1 (no coronary artery None beyond Ist 6-8 weeks No restrictions beyond Tt 6-8 weeks Cardiovascular risk assessment, None recommended
changes at any stage of counseling at 5-y intervals
illness)
11 {transient coronary artery Nene beynd 1st 6-8 weeks No restrictions beyend 1st -8 weeks Cardiovascular risk assessment, None recommend ed
ectasia disappears within counseling at 3 to 5y
15t 6-8 weeks) intervals
11 (1 smalkmedium Low-dose aspirin (35 mg/kg For patients <11y old, no restriction Annual andiology follow-up Angiography, il naninvasive test
comnary artery aspirin per day), at least beyond 1st 6-5 weeks; patients 11 with echocardiogram + ECG, suggpsts ischemia
aneurysm/major until aneurysm regression 20y old, physical activity guidec combined with
comnary artery) documented by biennial stress test, evaluation cardiovascular risk
of myccardial perfusion scan; assessment, counseling;
contact or high-impact sports biennial stress
discouraged for patients taking test/evaluation of myecardial
antiplatelet agents perfusion scan
IV (=1 large or giant Long term antiplatelet Centact or high-impact sports should Bannual (ollow-up with 15t angiography at 6-12 mo or

sooner if clinically indicated;
repeated angiography if
noninvasive test, clinical, or
laboratory findings suggest
ischemia; elective repeat
angiography under some
circunistances (see text)

Angiography recommended to
address therapeutic options

Diagnosis, Treatment, and Long-Term Management of Kawasaki Disease: A
Statement for Health Professionals From the Committee on Rheumatic Fever.

Endocarditis, and Kawasaki Disease, Council on Cardiovascular Disease in the

Young, American Heart Association
Tane W. Newburger. Masato Takahashi. Michael A. Gerber, Michael H. Gewitz,

Lloyd Y. Tani. Jane C. Burns. Stanford T. Shulman. Ann F. Bolger. Patricia Ferrier

Robert S. Baltimore, Walter R. Wilson. Larry M. Baddour. Matthew E. Levison.
Thomas T, Pallasch. Donald A. Falace and Kathryn A. Taubert
Pediatrics 2004:114:1708-1733
DOI: 10.1542/peds.2004-2182

i,
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Reumatologia
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Pacientes con EK sin lesidn coronaria o transitoria

Son la mayoria de pacientes!

Intentar de alguna manera (coste médico y psicoldgico/beneficio) mantener “atados” al sistema de

salud:
— Visitas (+/- exploraciones) periddicas
— Registros
— Informe o tarjeta resumen

Prevencion de riesgo coronario:

Acute phase Kawasaki disease in summary
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Omset of Kawasaki disease:

Clinical indings
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Reumatologia

Name, oddress, phons umber of hospital, nd
name of physician are 55 follows:

Described on.

Supervised by the Japan Kawasaki Disease Rescarch Socety
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— Lesion vascular de la EK es diferente a la de la aterosclerosis por otras causa
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Novedades en la Enfermedad de Kawasaki

Todavia no conocemos la causa de la EK

— Aunque parece que cada vez estamos mas cerca

Reumatologia

g

Porqué algunos pacientes no responden a IVIG y qué tratamiento deberian recibir?

— Estudios en marcha

Qué pasara con los pacientes con EK que no tienen|  esiones cardiacas?

— Préximos afios
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