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ABSTRACT

Kawasaki disease prescots with unusual features in-
volving respiratory, gastrointestinal, urinary, cutaneous, skel-
etal and neurologic systems. This paper aims to deseribe the
profile of Kawasaki disease patients in CGHMC. A total of
28 patients with Kawasaki disease from April 1938 to April
1999 were reviewed and analyzed vsing descriplive statistics
from 3 months to % years with peak incidence among the less
than 1 year old. Male to female ratio of 1.15 : 1. Polymor-
phous rash, conjunctival injection and cervical lymphaden-
opathy were the most common manifestations. Atypical pre-
scntations which failed to meet the criteria set by the Center
for Disease Control were noted in 21% of the study popula-
tion. Hemolysis and vasomolor reactions were also observed
im 2 patients given IVIG. All 28 patients received aspirin. Of
the 22 patients given TVIG, all except one received high dose
IVIG (2g/kg). Six patients had cardiac involvement despite
IVIG administration within the recommended period. Mo sig-
nificant difference in sociodemographic and clinical param-
eters were noted beiween patients with and without cardiac
involvement. Thus 2 sound basis as to which paticnts would
benefit from 1V and the timing of its administration needs
o be established, A study with adequate sanple size requir-
ing the use of 2-I} echo is critical to document cardiac in-
volvement ameong suspected cases of Kawasaki diseasc. An
analytical iype of research is necessary to determine the risk
factors of Kawasaki disease in the fulure. A meta-analysis of
hospital data can be done on a nationwide basis.

Kawusaki Disease was [irst describad by ‘Tomisaku
Kawasaki in 1967 as an “acute febrile mucocutancous lymph node
syndrome.” In the United States, it was first described by Melish
et al in 1974" and in the continental US by Tobn et al in 19767
Since then, therfe were reported outbreaks of Kawasaki disease in
New England in 1980-1992.* In Australia, there was also report
of 139 from Muy 1993 — June 1995.° It now appears 10 have a
worldwide distribution.

Kevwords, Kawisuki disease, deseriplive peulile

In the Philippines, the first case of Kawasaki diseasc
was reported by Mabilangan in 1982 * and another 2 cases by
Songeo in the same year.” Two more cases were reported by Santos
Ocampo in 1983 and three cases from the Visayas in 1984.% The
first adolescent case was reported by Victorio in 1986.° The first
documented coronary aneurysm was reported ina 5 year old boy
with Kawasaki disease by Arciaga in 1987,

There were also a number of case scries locally. A four
year review of 40 patients was done by Pecache at the Hospilal of
the Infant Jesus. frotn 1990 - 1993.7 While Santiago did a six vear
review in Children's Medical Center risk included 18 patients,
four of which had coronary artery aneurvsm. "

The increasing incidence of Kawasaki disease world-
wide and in the local setting was also noted in Chinese General
Haspital and Medical Center (CGHMC) when we reviewed our
records from 1988 to the present: 1988 — | case: 1990 (1) 1993
(2); 1994 (1) 1995 (3); 1996 (S): 1997 (2); 1998 (8);, 1999 (5).

Kawasaki disease with awypical presentation has been
observed more frequently in the recent past. Burns reporied a
geries of 8 patients younger than & months of age with aypical
presentation which were associated with high morbidity and mer-
tality.? Avner described 2.5 vear old girl who fulfilled only three
of the diagnostic criteria {fever, conjuctivitis. adenopathy} and
developed giant coronary aneurysm.™ In this review, we also ob-
served a number of atypical Kawasaki disease cases who did not
ful 6ill the critéria set by the American Heart Association aml ve
developed cardiac involvement.

A nationwide survey (1993) in Japan among 3938
Kawasaki disease cases given intravenous immunoglobulin (TVIG)
revealed that the proportion of those with cardine sequelar ws
higher in patients with IVIG than those without 1¥1G regardless
of age and sex. Their explanation Tor this phenomenon is that
those who were more severely affected were more likely 1o be
treated with IVIG, '™ On the other hand, Pecache olwerved tat the
propottion of patients who developed coronary aneursym was the
same (25%) for those who received aspirin alone (7/28) and for
those who received aspirin and IVIG (4512).°

*Active Consultnnt, Dparument of Pediatrees, Chingse Gomcral [lospiinl Medical Cenig



_ Based gn these findings, there seems to be a need o
review the criteria in the diagnosis and protocol of managing
Kawasaki disease. With the increasing number of cases with atypi-
:ﬁﬂl presentation reported abroad and in the Philippines, early rec-

: ognition and treatment is vital The authors were encouraged (o
pregent their present experience st Chinese General Hospital
and Medical Center hoping that the study will contribute to the

existing body of knowledge on Kawasaki dizesse in the midst of

scarcity of local data,
OBJECTIVES

The study was underaken 1o deseribe the profile of

Kawasaki cases at CGHMC as to the sociodemographic back-
ground and clinical presentation; to compare the cases of Kawasaki
disease patients with or without cardiac involvement according
to demographic variables (sex and age), duration of fever, labo-
ratory findings, tvpe of treatment and timing ol [V1( administra-
tion; to deterrnine the adverse reactions to VIS and describe the
Kawasaki cases with typical presentation but with vnusual fea-
tures and Kawasaki cases with alypical preseotation,

MATERIALS AND METHODS

The medical records of children adinitted at Chinesc
General Hospital diagnosed as Kawasaki Disease from April

1988-April 1999 were reviewed. The criteria lor diagnosis of

Kawasaki disease is based on clinical findings as set by the Cen-
ters for Disease Control Alanta GAY

Diagnostic Criteria for [(awasaki Disease

1. Fewver of § or more days associated with at least 4 of the
following changes

a. Bilateral conjunctival injection

b One or more changes of the mucuos membranes of the
upper respiratory tract including pharvngeal injection,
injected lips. dry. fissured lips and “strawberry
tongue”.

c. One or more changes of the extromitivs :nr.ludmg
peripheral ervthema

. Rash, polymorphous, primarily truneal
e. Cervical lymphadenopathy

2. The iliness cannot be explained by some other known
- disease process

Demographic, clinical. laboratory, echocardiographic,

. therapeutic, and follow-up data were extracted from each medi-

cal record, Typical Kawasaki disease was diagnosed by the pees-

ence of fever of § or more days with at least 4 or § criteria or

fever plus 3 major criteria if coronary artery aneurysm was re-
corded by echocardiography.

Fever waz defined ax equal 1o or more than 37.89C. The
day of illness was counted from the onsct of [over. The fiest post-
treatment days was defined as the 24-hour peried baginning with

- the initiation of aspirin plus [VIG therupy. By echocardiography,
B COronary artery was considered abnormal if the diameter of the

internal lumen was at least 3 mm or if the internal diameter of a
segment was ar least one and a-half times that of an adjucent seg-
ment or if the Jumen was clearly irregular. Patient whose
echocardiography showed an intemnal coronary diameter preater
than 8 mm was considered to have giant coronary artery anen-
rysm, "’

ESR was determitied by Wintrobe muethod. CRC and
other laboratory twests were performed by standard methods in the
clinical laboratory, Chest X-ray, FCG and or 2-D
echocardiography were done either on admission or on fillowe-up
after discharge.

This study is retrospective and descriptive in design. For
analysis, descriptive statistics were used ncluding the measures
of central tendency and measures of dispersion. Ratio and pro-
portion were also caleuluted for the frquency distribution ol cach
variables, Appropriate tables and graphs were constructed.

RESULTS

Twenty eight patients were diagnoscd w have Kawasaki
Erisease at Chinese General Hospital and Medical Cemer during
the study period. Ages ranged from 3 months to 2 vears (e 1)
[Kawusaki disease oceurred most among the §-12 months with 8
cases, Howewver, up to 3 years {25-36 months), Lhe incidence is
still high. Figure shows the sex diswribution with 54% of the cases
being males and the rest were females with a ralio of 1.15:1 Asco
ethnicity, 54% were Filipings, 25% Filipinos-Chinese, 14% Chi-
nese and 7% Fapanese-Tilipinos {Fiz.3).
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DISTRIBUTION OF KAWASAKI CASES BY RACE AT CGHMC

Table 1 shows the major features manifested by our pa-
tients. Fever of more than 5 days were noted in all our patients,
The fever ranged from 5-14 days with a mean duration of 9 days.
Polymorphous rash (89.2%), conjunctival injection (78.6%) and
cervical lymphadenopathy (67.8%) were the most common prin-
cipal manifestations in our patients. The size of some cervical
lymph nodes were not measured. The other manifestations com-
monly observed were changes in the extremities {peripheral edema
and erythema 53.6%); periungual desquamation 17.8%; straw-
berry tongue 32% and mucosal erythema 25%.

TABLE 1. PERCENTAGE DISTRIBUTION BY MAJOR FEATURES
OF KD* AT CGHMC
Major Features Mao. of Cases Percentage
Fever 28 10000
Injected conjuctivae 2 78.50
Mucuos membrane changes
Strawberry tongue q 320
Mucosal erythema 7 25.00
Red fissured lips 22 78.60
Cervical lymphadenopathy 19 67.80
Changes i extremetics
Peripheral ervthema 15 53.60
Peripheral edema 15 53.60
Periungal desquamation 5 17.80
* Rash 25 89.20
N=28
*KD = Kawasaki disease

The unusual and associated features of Kawasaki disease are sum-
marized in Table 2. The most common respiratory findings were
cough and colds. A case with pulmonary edema with ascites and
hydrocoele was observed.

The associated features of the gastrointestinal tract in-
cluded anorexia (35.7%), vomiting and diarrhea (25%), abdomi-
nal pain (10.7%), abdominal distention (10.7%), ileus (7.1%) and
hydrops of the gallbladder (7.1%). Hepatomegaly, melena, bil-
ious vomiting and ascites were seen in another case.

Proteinuria was the most common finding in the urinary
tract (52%). Other findings included pyuria (26%), hematuria
(12%) and hydrocoele (3.6%). Pyuria is defined as more than 5

leucocytes per high power field. Urine culture and sensitivity was
done on only one patient and this did not show significant results.

Perianal rash was noted in 28% of patients between 3-
17 days of illness (mean = 9 days). The onset of periungual
desquamation appeared between the 4-21th day of illness (mean
= 13 days).

Arthritis and arthralgia were seen in 7.15% of patients.
Irritability was the most common neurologic manifestation
(64.9%) in our study.

TABLEL PERCEMTAGE DISTRIBUTION BY UNUSUAL &
ASSOCIATED FEATURES OF KD* AT CGHMC

Unusual and Associated Features Mo. of cases Percentage
Respiratory

Cough 7 25.00

Colds B 28.70

Pulmonary edema | 3.60
Gastrointestinal

Anorexia 10 3570

Nomiting** 7 25.00

Dharrhea 7 25.00

Abdominal pain 3 10.70

Abdominal distention | 360

lleus 2 710

Hepatomegaly 1 3.60

Hydrops of the gall bladder 2 10.70

Melena 1 3.60

Ascites I 360
Lirinary

Pyuria® 6 .00

Proteinuria™ 12 52.00

Hematuria® 3 12,00

Hydrocele I 3.60
Cutaneous

Perineal rash 7 25,00
Skeletal

Arthralgiaf Arthritis 2 7.0
Meurologic

Irritabyility 18 64,50

N=28

*KID = Kawasaki

**1 with bilious vomiting

* 3 without urinalysis

All of the 28 patients received aspirin at a dose of 80-
100 mg/kg/day which was decreased to 3-10 mg/kg/day once the
fever subsided. Twenty two patients were given IVIG, all of whom
received a single high dose (2g/kg) except for one who received
the low dose (400 mg/kg/day)ifor 5 days.

Based on literature, the risk factors for coronary involve-
ment in patients with Kawasaki disease are below 1 year of age,
male, sex, prolonged duration of fever (> 14days), elevated plate-
let count and ESR level. "%

A comparison of our cases in CGHMC with and with
out cardiac complication, according to these risk factors is seen
in Table 3 and 4. Among the 15 patients who did not develop
cardiac complications, 47% were below | vear old. There were
more males than females. Platelet count was elevated in 47% of
patients. This determination among patients with normal platelet
however was done prior to the tenth day of iliness when the rise



was not vet expected. As for the ESR level, all patients had el-
gvated results. Unfortunately, data was available only for 8 pa-
tients.

Only a small percentage {1 3%} of those withowt cardiac
complications had fever of 14 days duration {mean = 9 days, range
of 3-14 days), Three of the 13 cases did not receive [VIG. Among
those given IVIG (12}, one received a low dose. The timing of
giving IVIG was mostly within the recommended day with only
4 patients receiving [VIG after the tenth day.

A total of 5 patients developed cardiac abnormalities
{Table 4 ). of these 20% were below 1 vear and 60% were pre-
dominantly male. Forty percent had an elevated platelet
{430,000} taken before day [0. According to Literature, the plate-
let count 15 expected to increase after this period. The ESR were
all elevated. The IVIG were given within the recommended day
{</=10" day of illness) except for one who received the IVIG on
day 13 The mean duration of fever  was 10 days.

Based on the data presented. the findings for patients
with or without cardiac complications described according o the
risk factors above are almost the same. {Table 5).

ADVERSE REACTIONS TO IVIG

Among the 22 patients who received IVIG, 2 patients
developed adverse reactions during infusion. These reactions
consisted of hemolysis in one patient, while another patient de-
veloped vasomaotor reactions,

Hemolytic reaction was observed ina 5% male of Fili-
pino-Japanese ancestry with a weight of 25 kes. He was treated
with a single 2 gm/kg/dose IVIG within 12 hours and Aspirin at
100 mgfkg/day. Eleven days after giving 1V1G, the patient com-
plained of tenderness and submandibular mass on the left side of
the neck, 3x3 om, smooth, Mluctuant and movable. He was also
noted to have pallor and epigastric tenderness. The rest of the
physical examination was notmal.

The laboratory results showed CBC with hemaoglobin of
7 gms, hematocrit .21 with a WBC of 41,700, ESR of 73 mm/hr,
Reticulocyte count was 0.482. Urine was dark vellow, hazy with
RBC 0-2/hpf, WBC 1-3/hpf and trace albumin, Serum amylase
was 109 UL, LIDH: 469 W01, Serum sodium: 4.3 mmol/L, BUN:
37 mmol/L, Creatinine: 65 mmol/L. Stool was negative for oc-
cult blood.

TABLE 3. KD* PATIENTS WITHOUT CARDIAC INVOLYEMENT WITH SELECTED RISK FACTORS”

LUase . Ape Sex Plate x 1040
=1 3 [ Dy Taken)
I B ms. i 2500 ([28)
2 29 mus, F 220 (D)
5 47 mus, M 450 (DE)
1] 10 mos. F 287 (137}
4 93 mos, I 324 ([0}
2 L5 muos, he | F26{D21)
L3 36 mus. M Adeg**( [
{3 M) s, I 260 (124)
1% 9 mos, M 377 {8
w0 Il mos. IF ERE N
21 I s, M 2E2{214)
22 13 mos, 3 S99 (D15
3 3 mas. %) a3 (D)
3 62 mos, M I D Yy
i) 3 mos. 3 543 ()

mean =20.2 mos Bhd: TF

1.14:1

R Kawasaki disease
“Mormil 2-0 Eche
** Ay o Jequate

ESR mm/hr - Fever duration Dose of IVIG Tyvpe of Bx
{2y Taken) Dravs {given day)
33 (09) 8
! 5 A0t (0}
37011} 12 28 (311}
3709 7 2g(D2h)
! 7 2e (0
310122y 14 2 (¥}
ST 11 2 (DE}
i 7 2 (D}
/ 12
341 12 2p (D
3515 G 2p Dy
i 14 2p(Ir6)
! & Zg (1¥7)
73 {027} 13 2e (D7)
! [ !

mean = 4

Worthwhile noting from table 4 were that three patients with
cardiac complications received 1VIG  within the recommended
period (renth day). Therefore giving IV1G earlier would be more
beneficial, Yanagawa suggested that IVIG treatment is effective
if administered on and before the seventh day of illness.'*

Osmotic fragility test showed initial hemolysis with
0.50% NaCl, complete hemolysis with 0.44% NaCl{Control:initial
hemolysis with 0.48% NaCl. complete hemolysis 0.42% NaCl),
GoPD assay was negative, Abdominal ultrasound showed mini-
mal ascites, thickened gall baldder wall, non dilated ducts, no
liver, pancreatic, splenic or renal pathology.



TABLE 4. KD* PATIENTS WITH CARDIAC INVOLVEMERT WITH SELECTED RISK FACTORS

Case No, Age Sex Platchet Count ESK mavhe
In thousands (duy taken)
dave taken

] A8 mos b 446 (D8] 6 {8}

13 d6moes M 293 {1y7) 350N

year

14 2mos F I {7} a1 (o7

clfasion

[} Nnws M 653 (D9 {2

ellusion

.

7 &hinps F S5 Uy S0

*KD = Kawasaki disease

**LCA = Lefl coronary anery

SROA = Right coronary anlety

Day (VGO Fever duration Cardiaz Complication
given in days {1ay 2-D Echo was taken)
) @ Granl angussym
1A% RCAMLE mim
{23}
B 7 Borderling
LCA 2229 mm
([x48); Munnal alter |
10 10 Mild pericrdinl
1LCA 24 mam
{139 Nomal {1265
13 | bdild perecardial
RCaA 4 mm, LA ST
(B3 Marmal (1503
k] {1]

Peripheral smear showed microcytic hypoclromic RBC
with slight poikilocytosis, no abnormal WBC seen, fow reactive
Iymphocytes, increased platelots. Gastroenterology consull was
done. The paticnt was placed on H-2 blocker (ranitiding 1V) and
antacids. He was also seen by a hematologist. The assessment
was hemolytic reaction based on the presence-of reticulocylosis,
dark-colored wrine, anemia and some spherocytes, Packed red
cells were ransfused. The patiem was asyvmptomatic after trans-
fusion. Repeat CBC upon discharge showed hemoglobin of 12
gim, hematocrit .38. WBC 14,500, neutrophils {0.62), lvmpho-
cytes (0.25), monocytes (0.3), cosinophils (0.08), basophils {0.02),
platelet count 755,000, On follow-up, the patient was asymptom-
atic.

Vasomotor reaction was experienced by a 6 vear old Fili-
pino — Chinese male with a weight of 17.7 kes. He complained of
dyspnea, chest tightness and wheezing, skipped beats and pulimo-
nary edema a day after IVIG (2 g7ke given in 16 hours) adminis-
tration. The total fuids including the volume of IVIG was com-
puted at the maintenance rate for his ape. There was no Huid over-
load. Initial chest X-ray showed cardiomegaly with noemal pul-
monary vascular marking. Repeat chest X-ray done 24 hours af-
ter IVIG showed cardiomegaly with questionable pulmonary
cdema. The patient had skipped beats, ascites and hydrocoele.

BUM was 4.5 mmal/L. creatinine 0.41 mmolf]., Sodium

40 mmel/L, Potassium 4.3 mmolL, Chloride 103 mmol/L. Flat

plate of the abdomen showed no pathology. Symptoms were re-

- lieved by slowing down the rate of IVIG infusion. Salbutarol in-

halation and diurctics (Furosemide IV) at 0.6 mgike was given,

The patient was discharged. He, however developed a giant coro-
nary aneursynm,

10

KAWASAKI DISEASE WITH UNUSUAL FEATURES

Two ypical Kawasaki discase cases but with unusual
presentations were seen in our study, The fndings of pulmonary
edema, ascites and hydrocoele were demonstrated in case no6.
A four year old male who developed pulmonary edema and car-
diomegaly {documented by chest X-ray), carditis, skippesd bems
{sinus pause on ECGY, ascites and hvdrocovle. Two-D
cchocardiogram done on Dy 23 showed a giant aneureson, righy
and left coronary arteries measuring 7-8 mm. Repeal 2-Dvecheon
the 37% day of illness showed the left coronary artery o b persis-
tently diluced {5-8 mend with mild pericacdial ellusion, A wade U
6 holosystolic murmur uf the apex, A" intercostal space, lell
midelavicular line was noted at 5 % montbs ol lness. Two -
dimengional echocardiogram showed hypokinesin from mididle
ta base of the posiecior and inferior wall of the lell venricle. The
paticnt was scheduled for cardiac catherization but was Iost 1o
follow-up.

Another patient (case no.27T) had associated sasireiniestinal -
wres of hepatomegaly, vomiting, ascites and melom, She was a3
year old female who presemted with fever, throat pain, 3 episodes.
of bilious vomiting, melena, abdominal distention, ileus and
hepatomegaly prior to the appearance ol the major Reatures of
Kawasaki dizease. Prothrombin titme was 11,8 secomds (contool |
L1.2 seconds, INR=1.0). Prothrombin ratio =1, activity = 34.6%,
APTT wax 43 2 scconds {control: 33,9 seconds),

CBC on admission showed leucocylosis (23,000). Neu-
trophils ((.83), lymphocytes (.07). basophils (.09, Monocyvies



TABLE 5. SUMMARY OF CARDIAC FINDINGS INKD*ACCORDING TO RISK FACTORS”

Risk Factors Without Cardiac Involvement With Cardiac [nvolvement
n=15 n=5
I. Age<l year 47% 20%
2. Sex (male)
number 8/15 375
ratio 1.14:1 1.5:1
3. ESR >20mm/hr 100% 100%
4, Platelet =450,000 47%; 4%
5. Duration of Fever 3% 40%
==14 days mean =9days mean =10 days
*KD = Kawasaki disease
\Criteria set by Beiser & Gersony

(0.1}, Hemoglobin (101 gm/dl), Hematocrit (.30), Platelet Count
(323,000). Repeat CBC showed WBC 13,600, neutrophils (.77),
lymphocytes (.09), bands (.08), monocytes (.04), platelet count
(442,000), hemoglobin (.81) and hematocrit {.24). No reticulo-
cytosis. SGPT was 63 U.L. Stool was positive for occult blood.
Meckel's diverticulum study using technetium 99-pertechnetate
was negative for ectopic gastric mucosa. Ultrasound of the whole
abdomen showed hepatomegaly, non-dilated ducts, non-specific
minimal cul de sac fluid, no gallbladder, pancreatic, splenic or
renal pathology were noted. The patient was given vitamin K, H2
blocker, IV fluids and packed red cells transfusion. High dose
IVIG (2gm/kg) was given on the 9" day of illness. Aspirin was
started when melena ceased and was advised to complete intake
for 6 months. 2-D echocardiogram done on the 28" day of illness
showed borderline size right coronary artery aneurysm. Presently
she is asymptomatic. She is scneduled for repeat echocardiography
after a year.

DISCLUSSION

The lack ot a definitive laboratory test for Kawasaki dis-
ease limits the clinician’s ability to diagnose this disease entity
with speed and accuracy. The clinician has relied on the well-
described features of Kawasaki disease to assist in the diagnosis.
The age distribution. male predominance and characteristics of
the principal symptoms of our patients were similar to those re-
peried in the LIS, Japan, Australia and Thailand. %% Most cases
were seen in children younger than 3 years of age. A Review of
literature showed that the disease is rare after 8 years. This was
true in our setting with only one of our patient being 9 years old.

The most common feature was the rash seen in 89.2% of
our patients followed by injected conjuctivae 78.6%, cervical lym-
phadenopathy 67 8% and irritability 64.3%. These findings were
similar with that of Pecache.” Reports from Japan and the US
showed that cervical lvmphadenopathy was the least frequent di-
agnostic feature seen, ' However, in this study it was one of the
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most common feature seen as in the study of Pecache. Could this
be due to a concomitant Primary Koch’s infection as supported
by chest X-ray findings in some patients? Unfortunately PPD
was not done for any of our patients.

Intravenous immunoglobulin preparations can contain
aggregates with anticomplementary activity.”'* These prepara-
tions can produce vasomotor symptoms including chills, nausea,
flushing, chest tightness and wheezing. The formation of immu-
noglobulin aggregates can be substantially reduced by using sta-
bilizing agents, such as maltose, in the immunoglobulin prepara-
tion. Infusion over several hours also reduces the likelihood of
vasomotor symptoms. Today, all intravenous immunoglobulin
preparations in the US are manufactured with stabilizing agents,
are acidified and are recommended for infusion over several hours.

Leucocytosis with shift to the left was seen in 86% of
the patients. Marked thrombocytosis was not observed since the
blood samples were taken before the 10™ day of illness whereas
the expected rise is seen in the second and third week after the
onset of fever.”

Renal involvement such as urethritis, priapism,
epididymo-orchitis, cystitis, prostatitis, acute renal failure, inter-
stitial nephritis, nephrotic syndrome and isolated azotemia were
reported in the literature. * These were not seen in this study. Only
one patient had hydroceele. Urinalysis of our patients showed
proteinuria (52%), pyuria (26%) and microscopic hematuria
(12%).

Gastrointestinal symptoms like diarrhea and vomiting
are common and mild in Kawasaki disease except in the presence
of hydrops of the gall bladder. The most common symptoms of
hydrops of the gall bladder was abdominal pain, cccasional vom-
iting and abdominal distention. Gall bladder distention was best
detected by ultrasonography. This is thought to be due 10 exten-
sion of periportal inflammation to the cystic duct and is gencrally



self-limited.®' The patients were placed under close monitoring
and medical management. No surgical intervention was done.
Symptoms resolved spontancously. One of the patients with hy-
drops of the gall bladder with concomitant melena developed
coronary aneurysm. Could it be possible that patients with more
severe gastrointestinal symptoms was more prone to develop coro-
nary aneurysm?

Perineal or perianal rash and/or desquamation was a com-
moen cutanecus manifestation in a study done in Taiwan.® Sev-
enty five percent of the patients had this manifestation whereas it
was seen infrequently in other parts of the world. It begins in 3 or
4 days as erythematous macules or papules in the perianal area
that rapidly progresses to confluence. Within 5-7 days of onset of
illness, the rash will desquamate.™* It always precedes fingertip
and toe desquamation by 2-6 days. The reason for the appearance
ofthis rash in the groin is not clear. However, the increased trauma,
heat and moisture aftecting the area may play a role. The pres-
ence of this rash may facilitate early diagnosis of Kawasaki dis-
ease and hence may influence the initiation of early therapy.™

In this study, 28.6% of patients developed perineal rash.
On the average, the rash appeared in 9 days (range 3-17 days).
Periungual desquamation was also noted in 28.6% of patients.
The average day of desquamation is 13 days (range 4-21 days).
While the appearance of the perineal rash may help in the early
diagnosis of Kawasaki disease, we cannot rely on this since it
may appear late or not at all, as in our study.

Respiratory tract symptoms such as cough, rhinorchea
and abnormal chest X-ray are common.® These were aiso ob-

served in our study. The findings observed were bronchopneu-

monia, perihilar pneumonitis and Primary Koch’s infection.
Meurologic manifestations were relatively uncommon in

our study with similar findings in previous reports from Japan by

‘Huang in the US and Japan.”

Mo significant difference between the Kawasaki disease
patients with and without cardiac complications with regard to
age, male sex, elevated ESR, thrombocytosis, duration of fever
in the study maybe due to the limited sample size and timing of
laboratory determination. High dose IVIG is effective in reduc-
ing the incidence of coronary aneurysm, if this is administered
within 10 days from the onset of illness. '™ All patiemts (21)
except one were given high dose 1VIG. However, despite giving
IVIG as early as the 8™ day of illness, there were some who de-
veloped coronary abnormalities. Many reports have suggested that
IVIG treatment is effective if administration is started on or be-
fore day 7 of illness."* The high percentage of patients with car-
diac sequelae in those treated with 1VIG was possibly due to the
Tact that these were the more severe cases of Kawasaki disease. A
baseline 2-D echo is ideal to document if coronary lesions are
already present prior to IVIG therapy. 1f there are fianancial con-
straint, baseline EKG and chest X-ray should be taken. I the EKG
and chest X-ray showed abnormalitics, a baseline 2-D echo should
then be requested.

Marasini claimed that late administration of IVIG ap-
pears 1o have some benefit in his studyv.”” Those given IVIG later
than 10 davs showed resolution of the coronary aneurysm. This
was also observed in some patients despite late administration of
IVIG.

TABLE 6. ATYPICAL CASES OF KAWASAKI DISEASE AT CGHMC

Case ng,  "Age sex Criteria Fulfilled Mlaabel Caunt ESE i/l VGG Fever duration 2:01F Echo Fondhings
I thowsands (day) [dayy [duy) {day)
1 B mos [ J-cervical 250 () 53 (0 noe 5 davs Hommal {129y
ymphadenopathy
rash
penpheral eryihema
5 42 mos L | Jecomjuetival 250 (%) ST} 2o (DH1} 12 days “ommal {1126
L) Lot s
pharyngecal
igeetion and
red Iips
& 10 mos T Jered lips 28T (0T TN 2 (D7) T days Narmal (D%}
=prer |p|||:'|.'|| cclemi Mogrwal (D38E)
amed ]JI..'IIIIHI.I.‘I' Sarmal (IG5}
wash
13 (N T M 2acomungtival 053 () 2402y 2pila13) 14 days Mald pencandial eflusion,
red lips RCA®** mmn, LCA*IT mm
{Lx13)
Naommal {130)
22 18 mas F A-phacyngeil 9915 nie Zu(Da6) 14 days Mormal (D14}
vl Lips Mormul (1345}
rish
cervical
lymphadenoparhy
ot | 3 mos F 3-EUJPjIIII¢[i'I'H| 443 HJB} nixLe REe [ days. Hormal (1334}
njection
rash
peringueal
desquaination
*iean b L3 mos
*EROCA = right coronnry nrtery
*LCA = left corannry artery
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ADYERSE REACTIONS TO IVIG

The use of 1VIG has been associated with remarkably
few side effects, Minor adverse reactions include fever. chills,
nausea, abdominal pain, Aushing, headache, dizxiness and joint
pain. Severe reactions have been found cecassionally. Most side
effects are aborted or prevented by decreasing the rate of infu-
sion or by pretreatment with aspirin, diphenhydramine or both.*

Hemolytic reactions and thrombosis are rarely reported
as a consequence of [VIG administration. It maybe due o high
dose IVIG administered in patients with lgA deficiency, Comenzo
et al reported a patient whe developed significant hemolysis be-
cause of the quantity of anti-A 1 antibody present.™ The ability of
the anti-Al antibody to cause clinically significant hemolysis
maybe attributed to the dose ol IVIG givan; the liter of the anti-
Al antibody in the [VIG prepanstion, the strenght of the paticnl’s
Al antigen expression or a combination of abl these Ewlors.™

Intravenous imoumoglobulin preparations can contyin
ageregates with anticomplementary activity.”*" These prepara-
tions can produce vasomotor symploms ingluding chills. nausea.
flushing, chest tightness and wheezing. The fonmation of immu-
noglobulin aggregates can be substantiatly reduced by nsing sta-
bilizing agents such as mallose, iv the immunoglabulin prepara-
tion. Infusion over several hours also recuces the likelihood of
vasomotor symptoms, Teday, all intravenous immunogliobulin
preparazions in the VIS are manuficiured with stabalizing agents,
are acidified and are recommeended for imfusion over several hows.

The vasomotor reactions and failure of IV1G w prevent
coronary aneurysm in this patient maybe due Lo the presence of
apgregates with anticomplementary aetivity it the particular 1V 1G
preparation given this patient. 1 is also possible that there is IgA
deficiency in this patient,™ Unfortunately, no lpA level was ob-
taincd in both of these paticins whe developed adverse reactions,

Physicians using 1VIG should be aware of the range of
adverse reactions associuted with passive transler ol blood pypa
antibodies so that they miay dingnose such reactions prompliy,
implement appropriate transtusion recommendations ad mod ify
therapy as needed.

Experts in North America consider a child with fever
having 2 of the 3 criteria and with coronary aneritis by 2-D
echocardiography 1o have atppical Kawasaki discase. In Japan, a
child with any 3 of 3 criteria {with or withoul coronary arterilis)
is considered to bave atvpical Kinwasaki

Roughly 20% ol our cases presented atypically e hav-
ing fulfilled less than 4 of 5. Amony the six patiens who had
atypical presentations, one patient hud only 2 diagnostic leatures
and still developed cardiac involvement. The diagoosis of
Kawasaki diseasze in infants is often difficult beciuse they do naot
have the classic signs and svmptoms und individual manilesta-
tions may be subtic. Coronary aneursyin were thonzle lo oceur
predominantly in the subacule phase of Kawiasaki disease in young,
children with severe disease and prolonged fever.

Not only are fewer clinical lindings necessary for one to
suspect Kawasaki disease but also the individual ¢riteria are sub-
Jjeet 1o wide variation.® The maximum leve) of platelet count and
ESE and duration of fiever are of value only in retrospect.™ Hence,
baseling 2-1) echo is highly recommended especially in atvpical
cases. Clinicians must be aware of the wide variation of clinical
presentation of Kawasaki disease so that he can take an aggres
sive approach in making the diagnosis, in obtaining carly cardiac
evaluation and prompt initiation of therapy.'" A need o review
our eriteria for the diagnosis of Kawasaki disease is vital,

SUMMARY AND CONCLUSION

A 10 year review of Kawasaki cases at Chinese General
Haospitat and Medical Center showed that the disease is more
cennmon in males. Peak ape way below | vear Polvmarjhous
rash, comjuctival injection and cervical lymphudenopathy were
the most commen prineipal manilestations in our paticns.

Al 28 patients received aspirin, Twenty Iwo patients
received hizh dose 1VIG (2eka) except lor one patient who wis
given 400 g’ keddose for 3 days. Cacdiac abnormalities were
noted in 3 patients treated with hish dose [VIG. (One patient had
d giant corenare artery ansurysm, lone paticnts had a cardiae com-
plicatems consisting of barderline coronary artary ancurysmes smd
mild pericardinl elfusion, Bepeat echocardiography of 3 patients
were normal, Mo sipnifican diflerence in age, male sex, dronl-
ocviesis, elevated ESR level and duration of fover were noted in
those Kawasaki patients with and without cardiac imvolvement.

Three patients with cardiac mvolvement received IVIG
wilhin the recommaended period, “This may seggest giving IVIG
as carly as the seventh day of illoess or as soon as Ue dingnosis is
made, [Cis also possible that these patients who received 1VIG
lhiad more severe cardine involvement, A baseline 213 eeho s
ideal 10 document i coronary lesion are alreidy present prior to
IVIG administeation.

Adverse reactions (o IV 1G were noted In 2 paticols given
VIG5 which consist of hemolysis :and vasormotor reactions. Phy.
siciuns should be aware of these reactions, so that appropnale
measures an be instituted when the sitation arisce,

Kawasaki discase is also associated with featues por-
aning 1o the respiatony. pastromtestinal, urmnary, cutancons, skel-
etitl and neurolosic systems,

Twenty pereent ol our patients who did oot Tl the 4
out of § eriteria sel for Kawasalki disvase were labelod as slvpical
Kawasnh disease, Most of our cases fulfilled only 3 criteria, One
patiemt with 2 eriteria fulfilled developed coronary anery inen-
rvsm which eventually resolved. Baseling 2-1 echo prior o 1VIG
therapy and early administcation of IVIG is recommended fuor
patients with alvpical presentations and nmuseal Teatuees,



RECOMMENDATIONS

1.

w3

Do a baseline 2-D echocardiogram in all patients as soon as
the diagnosis of Kawasaki disease is made prior to giving
IVIG. Regular follow-up is also recommended to monitor
the progress of coronary artery aneurysms,

As soon as the diagnosis of Kawasaki Disease is confirmed
give IVIG before the 7" day of illness since diagnosis is
made on clinical criteria. Qur findings have shown that four
patients developed coronary abnormalities even if IVIG was
given within 8-10" day of illness.

Platelet count will not be helpful if done o the first weelc
since the expected rise is on the second and third week of
illmess. However, elevated platelet count is not one of the
criteria for diagnogis. The thrombocytosis will be documented
if taken on the 2™ and 3* week of ilIness.

Do a meta-analysis of data from all hospitals in the country
in the absence of 4 nationwide study.

Do a prospective study to determine risk factors for
Kawasaki Disease and its cardiac sequelae.

Always review the criteria for the diagnosis of Kawasaki dis-
ease as not to miss the atypical cases,

LIMITATION OF THE STUDY

The limitation ol the study include having a small num-

ber of cases. We have compiled only 28 cases. The laboratory

examinations were not complets in all patients. The timing of

laboratory determination is not uniform, Many of the attending
physicians did not request for actual platelet count, ESR and 2-D
echocardiogram, so some of the data were lacking.
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