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Introducao

» 1° caso (Dr. Kawasaki) - Jan 1961

» 1% revisao de casos (n-50) — 1967

Febre, exantema, conjuntivite, adenopatia cervical, eritema da palma das maos
e planta dos pés

Kawasaki, T. Acute febrile mucocutaneous syndrome with lymphoid involvement with
specific desquamation of the fingers and toes in children.Arerugi 16, 178-222




Epidemiologia

» Primeira causa de cardiopatia adquirida em paises desenvolvidos

Medscape® www.medscape.com

Annual incidence
/100,000 children
Location Date aged <5 years Ciriteria Study

Japan 1997 108 Japanese  (32)
1998 11

Beijing 1995 18.2 Japanese  [35]
1999 27.8

Shaanxi, China 1993 24 Japanese  [43]
1997 2.4

USA 1988 8.1 ICD-9 [33]
1997 18.5

UK 1991/92 4.0 ICD-9 [34+)

1999/00 8.1 ICD-10
Source: Curr Opin Rheumatol © 2003 Lippincott Williams & Wilkins

» Sexo masculino (M:F= 1,3 -1,5:1)
» Pico—2-5A; 80% <5A

» Inverno/Primavera



Etiologia

 Predisposicao
ganética




Clinica

MYSTERIOUS MALADY

Kawasaki disease, discovered in Japan in 1960, is a widespread inflammation of the body’s
medium-sized blood vessels that affects mainly children under the age of five. The cause is
unknown. But the symptoms, which also include fever, are striking.

Red, irritated eyes
Swollen neck lymph
nodes

Red, dry, cracked lips
and swollen
o ‘strawberry’ tongue.

Aneurysms in the
blood vessels of the
heart Ir in about a
quarter of untreated

victims, and will kill
about 1% of them. }
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Rash of the trunk Swollen, red hands
and genitals and feet




Clinica
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Child usually younger than five years

leritation of lips,
mouth, and throat

Swelling of
hands and feet

whites of eyes

Swelling of
the neck

of feet

Peeling skin on
fingertips, palms,
toes, and soles



Clinica

» Manifestagoes cardiovasculares

Acute phase

|

Ring dilatation
Papillary muscle dysfunction

l

Transient atrioventricular
valvular regurgitation

l

Disappearance of regurgitation

Convalescence phase

Remote phase

Figure 2. Mechanism of

Endocarditis | Coronary aneurysms |
Valvulitis
Atrioventricular valve
Aortic valve
Improvement/
disappearance of

regurgitation  Cusp deformation,

Fibrous degeneration

Atrioventricularche =~
Table 5. Characteristics of Myocarditis During the Acute
regurgitation Myocarditis during the acute phase of Kawasaki disease

« is often transient

* is often associated with a slight decrease in left ventricular ejec-
tion fraction

« is often associated with transient pericardial effusion

« is associated with transient abnormalities of all valves, among

development of valvular disead which slight mitral insufficiency and aortic insufficiency may

persist
« is rarely associated with severe myocarditis.

Circulation Journal. 2010;74 (9) 1989-2020.



Clinica

» Manifestagoes cardiovasculares

.Taquicardia
. Sopro de novo
. Galope / Sinais de ICC

MIOCARDITE

. Hipofonese dos sons cardiacos
. Atrito pericardico

PERICARDITE

Circulation Journal. 2010;74 (9) 1989-2020.



Exames complementares

» Alteracoes laboratoriais

Bioquimica

» Aumento da VS (> 40 mm/h) e PCR (> 3mg/dL)
» Hipoalbuminémia (<3g/dL)
» Aumento das transaminases (TGP/ALT)

Hemograma

» Anemia (fase aguda — normocromica normocitica)
» Trombocitose (fase subaguda)
» Leucocitose (> |5 000)

Sumaria de urina

» Pidria estéril (> 10 leucocitos/campo)
» Proteinuria



ECG e Ecocardiograma

Electrocardiograma

. Aumento dos intervalos PR e QT e
. Arritmias (EV, TSV, TV) VQ
. Alteragcoes de ST-T

. Complexos QRS de baixa voltagem
. Ondas Q anormais

Ecocardiograma

. Avaliacao da funcao contractil
. Avaliacao da funcao valvular

. Avaliagao do pericardio

. Avaliacao das coronarias (ectasia, aneurisma, hiperecogenicidade,...)




Lvolucao

Acute | Subacute 1 Convalescent

1 1

1 1
Fever i i

1

a i 1
Arithritis '.
Cardiovascular Myocard:itis Aneurysms
Skin Red palms/soles Desquamation Nail changes
Lips & |
Conjunctiva A
Cervical :
. ; Fase aguda (7-14 dias)
Thrombocytosis Febre + sinais classicos
Weeks C g T 3

Fase subaguda (até 4-6 sem)
Trombocitose + aneurismas coronarios + descamacao

Fase convalescenca (até 3 meses)
Resolugao clinica e normalizagao laboratorial

Fase cronica
Risco cardiovascular/aneurismas




Diagnostico

» DK completa

Conjuntivite (bilateral, nao purulenta)

Rash (exantema polimorfo, maculopapular, nao vesicular)

Edema (eritema das maos e pés)

Adenopatia (cervical, geralmente unilateral, >1,5 cm)

< > m >3 N

Mucosas orais atingidas (quileite, glossite)

Doenga nao explicada por outra etiologia conhecida Pediatrics. 20041 14:1€)708-733.



Diagnostico

» DK incompleta

==
+

. Mais frequente < | A ou > 5-9A

Febre > 7 dias .<|A --- > risco de desenvolvimento de
aneurismas coronarios




Diagnostico

» DK incompleta

Copyright © American Heart Association, Inc. All rights reserved.

Evaluation of Suspected Incomplete Kawasaki Disease (KD)'

(Fever 2 5 days and 2 or 3 clinical criteriaz)

Assess Patient Characteristics3h
T T

Consistent Inconsistent Persistent
with KD with KD Fever
A Laboratory T ts KD
(ssess aboratory Tes Unlikely

CRP 23.0 mg/DL

CRP <3.0 mg/DL
and ESR <40 mm/hr and/or ESR 240 mm/hr

Follow Daily

<3 Supp!emental 23 Supplemental 4
Laboratory Criteria® Laboratory Criteria

Fever Fever Treata gld
continues resolves Echo
for 2 days

No Typical
Peeling Peelmg8

Y
( Echo - t
Fever  Fever ( 7 )
ﬁ & Persists  Abates Trost

\

( KD )

Repeat Echo :

Consult Unlikely
KD Expert

Circulation. 2004;110:2747-2771.



Diagnostico

» DK incompleta

(A)

Serum albumin <3.0 g/dL

Anemia for age

Elevation of alanine aminotransferase B)

Platlets after 7 days >450,000/mm’ 7 score of LAD or RCA>2.5
WBC 215,000/mm’ Coronary arteries mest Japanese Ministry of Health criteria for aneurysm™
Urine WBC>10/HPF Internal lumen diameter:

>3 mm in children <5 years old, or
>4 mm in children >5 years old
Of a segment measures >1.5 times that of an adjacent segment
Clearly irregular coronary lumen
Other 6 suggestive features (if >3 features, positive)
Perivascular brightness of coronary arteries
Lack of tapering of coronary arteries
Decreased LV function
Mitral regurgitation
Pericardial effusion
——————————————————————————————————— Z score in LAD or RCAof 2t0 2.5 EEEE PR
Circulation.2004;110:2747-2771.

} Copyright © American Heart Association, Inc. All rights reserved.



Terapéutica

» Fase aguda

[Acido acetilsalicilico

Dose: 50 mg/Kg/dia (6/6H), max. |g (até 48h apos apirexia ou até |14°dia de doenga)

[Gamaglobulina

Dose: 2g/Kg, dose Unica ey, durante |12 horas
Efeitos secundarios: febre, tremores, hipotensao,...

[ Diuréticos e inotropicos

Se miocardite com repercussao na contractilidade




Terapéutica
» Fase aguda

Table 3 Scoring systems for predicting IVIG resistance

[ 4

P
EGAMI®® / KOBAYASHI? \

SANO>®

Na <133 (2 points)
<4 days of illness (2 points)
ALT> 100 U/L (1 point)
<300x10° /L platelets (1 point
CRP>10 mg/dL (1 point)
Age <12 months (1 point)
>80% neutrophils (2 points)
>5 points

<4 days of illness (1 point)

ALT >100 U/L (1 point)

<300 x[10°/L platelets (1 point)
CRP >8 mg/dL (1 point)

Age <6 months (2 points)

High risk >3 points
Test performance in Japanese vs non-Japanese
Japanese cases

Sensitivity (%) 78

Specificity (%) 76
Non-Japanese cases”'

Sensitivity (%) 42

Specificity (%) 85

Total bilirubin >0.9 mg/dl (1 point)
AST >200 U/L (1 point)

CRP>7 mg/dL (1 point)

>2 points

71
86

40
85

ALT, alanine aminotransferase; AST, aspartate aminotransferase; CRP, C-reactive protein; IVIG, intravenous immunoglobulin.#7 49!




Terapéutica

» Fase aguda - resisténcia a IGIV ﬁ"

[ Metilprednisolona

Alto risco de resisténcia a IGIV | mg/kg, 12-12h ev (max. 60 mg/dia) 5-7 dias (PDN oral)
Resisténcia a IGIV 30 mg/kg ev (max. Ig) 3 dias (PDN oral)

[Gamaglobulina

Segunda dose

[nfliximab

Considerar em casos refractarios
Dose: 6 mg/kg ev |-2 doses (intervalo de 2 semanas entre doses)



Terapéutica

» Fase sub-aguda

[Acido acetilsalicilico

Dose: 5 mg/kg/dia, max. 100 mg (id), 6-8 semanas, indefinidamente se anomalias coronarias

Vacinas:
» Criangas medicadas com AAS por longos periodos devem receber vacina da
gripe e anti varicela..
» Protelar a vacinagao com vacinas vivas pelo menos 3 meses




Terapéutica

» Fase convalescenca / Fase cronica

TABLE 5. Risk Stratification

Follow-Up and Diagnostic
Risk Level Pharmacological Therapy Physical Activity Testing Invasive Testing
| (no coronary artery changes  None beyond 1st 6-8 weeks No restrictions beyond 1st 6-8 Cardiovascular risk None recommended
at any stage of illness) weeks assessment, counseling at
5-y intenvals
Il {transient coronary artery None beyond 1st 6-8 weeks No restrictions beyond 1st 6-8 Cardiovascular risk None recommended
ectasia disappears within 1st weeks assessment, counseling at
6-8 weeks) 3- 1o 5-y intervals
Il {1 small-medium coronary Low-dose aspirin (3-5 For patients <11 y old, no Annual cardiology follow-up Angiography, if noninvasive
artery aneurysm/major mg/kg aspirin/d), at least restriction beyond 1st 6-8 with echocardiogram + test suggests ischemia
coronary artery) until aneurysm regression weeks; patients 11-20 y old, ECG, combined with
documented physical activity guided by cardiovascular risk
biennial stress test, evaluation of assessment, counseling;
myocardial perfusion scan; biennial stress test/evaluation
contact or high-impact sports of myocardial perfusion scan
discouraged for patients taking
antiplatelet agents
IV (=1 large or giant Long-term antiplatelet Contact or high-impact sports Biannual follow-up with 1st angiography at 6-12 mo
coronary arery aneurysm, o therapy and warfarin (target should be avoided because of echocardiogram + ECG; or sooner if clinically
multiple or complex INR 2.0-2.5) or risk of bleeding; other physical annual stress testevaluation indicated; repeated
aneurysms in same coronary low-molecular-weight activity recommendations guided  of myocardial perfusion scan angiography if noninvasive
artery, without obstruction) heparin (target: antifactor Xa by stress test/evaluation of test, clinical, or laboratory
level 0.5-1.0 WmL) should myocardial perfusion scan findings suggest ischemia;
be combined in giant outcome elective repeat angiography
aneurysms under some circumstances

V (coronary artery

(see text)

rculation. 2004;110:2747-277 1.



Seguimento
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Reassessment of carotid intima-media L
thickness by standard deviation score

in children and adolescents after Kawasaki

disease
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Seguimento

» DK e Risco Cardiovascular

Nivel Ill: Em risco

* Aumento de factores de risco cardiovascular
com evidéncia epidemiolégica de doenga
coronaria cedo na vida adulta, mas apos os 30A

> Circulation, | 14, Dec 2006¢



Seguimento

» DK e Risco Cardiovascular

Nivel Ill: Em risco

* Cardiopatia congénita
* Sobreviventes de tratamento oncoldgico
*Doenca de Kawasaki sem aneurismas
coronarios

Circulation, | 14, Dec 2006c



Seguimento

» DK e Risco Cardiovascular

Nivel Ill: Em risco

» IMC < P95
* TA < P95 + 5mmHg
« LDL < 160 mg/dL
» Glicose Jejum < 100, HgbAIC < 7%

; Circulation, | 14, Dec 2006c




Seguimento

» DK e Risco Cardiovascular

HIGH-RISK PEDIATRIC POPULATIONS: RISK STRATIFICATION AND TREATMENT

Step 1.
RISK
STRATIFICATION

Circulation, | 14, Dec 2006c



Em resumo

- Kawasaki Disease

Small and medium vessel vasculitis

mnemonic: “Warm CREAM”

NEEDS:
Warm - fever >5d

PLUS 4 of 5: ) r\.‘
1. Conjunictivitis + bilame‘dwlﬁlrﬁle@t R

2. Rash - erythematous, maculopapular, or mobilliform

3. Erythema palms and soles - with swelling
4. Adenopathy, cervical - 1 unilateral node
5. Mucous Membrane - dry, red, strawberry tongue

Treatment: Complications:
1. High dose ASA Coronary artery aneurysm
2. IVIG Myocarditis

So do an echo!




Ehh, What's
up Doc... with
that 5 Days of
Fever Alarm?

Obrigada






