Predictive Factors for Prognosis of Neonatal Intrahepatic Cholestasis
: Non-Familial, Non-Metabolic, Non-Syndromic Cholestasis
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Purpose: The prognosis of neonates with cholestasis is not clear. Some factors, such as high peak
bilirubin levels and liver histologic findings have been claimed to affect the prognosis adversely.
Our study aims to define which factors influence the prognosis of neonatal intrahepatic cholestasis.
Methods: Retrospective reviews of the medical records were performed in 32 cases with neonatal
intrahepatic cholestasis, who were admitted to Department of Pediatrics, Pusan National University
Hospital from July 1995 to July 2002. Neonates were classified into 2 groups according to the
duration of elevated serum alanine aminotransferase (ALT) levels more or less than 6 months. The
data, such as biochemical, histopathologic and radiologic findings, were compared in both groups.
Biochemical data included mean peak level of serum ALT, total bilirubin, direct bilirubin, and
alkaline phosphatase. Histologic parameters related to lobular architecture, fibrosis, inflammatory
infiltration and degenerative features of hepatocytes were arbitrary estimated on a scale of 1 to 3.
Results: There were 19 males and 13 females, whose mean age was 48 days (14 ~77 days). The
peak serum ALT levels were higher in the poor outcome group. Ductular proliferation and
portoportal bridging were more severe in the poor outcome group. But the degree of multinucleated
hepatocytes, hepatocellular swelling and canalicular plug did not appear to be significantly related
to the long-term outcome. The DISIDA scintigraphy by visualization time of gall bladder and
intestine was not useful in predicting outcome of neonatal intrahepatic cholestasis.
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Table 1. Histopathologic Parameters and Grade
Grade
Parameter
1 2 3

Ductular proliferation None or mild Moderate Marked
Portoportal bridging None Moderate Marked
Multinucleated hepatocytes None Only around central vein Diffuse
Hepatocellular swelling None or mild Moderate Marked
Canalicular plug Absent Present

Table 2. Distribution of Patients with Intrahepatic Chole-
stasis by Age and Sex

Age (months)  Male (%)  Female (%) Total (%)
<1 4 (21) 1) 5 (16)
1~2 8 (42) 10 (77) 18 (56)
>2 737 2 (15) 9 (28
Total 19 (59) 13 (41) (100)

FEH2] =2 (ductular
proliferation), & 7t 7} 2L & A (portoportal bridging),
o 7HA| 3 (multinucleated hepatocytes), {FA|3E -
% (hepatocellular swelling), A3 v}/l (canalicular
plug) 57FA] &5 tigt 22 &AAS F = wat
Aol 1HRE I HEEe 2T,
o]ZF cytokeratin G} FFHY S A=
Hu]7g Alopol| A Bzo] ¢+ © o'(l)‘ 14, 57K
2 #FE A5 23, 50 o)
o, GA% v fF= ifﬁ%}E &) 7 3}l A
HES F 9ls AT 13, e A 2808 o
(Table 1)".

Aglst HAF 27025 ¥A alkaline phospha-
tase, & W FH, AHE LTV HuAE =
AFeF o1, YGTP= EE FHolo| Al A7} o] Fof
A A ot ZALEHE oA A 9] 8} 3ith. DISIDA A E
JggM e B 2 A% AFO0FE Hole A

u] ol o

Table 3. Characteristics of Intrahepatic Cholestasis in
Each Group

Group A Group B

No. of patient 14 18
Male/Female 8/6 1/7
Mean age at diagnosis (months) 1.7 1.8
Cause
Neonatal hepatitis syndrome 13 16
Paucity of bile duct 1 2
s vaEt

=
2 AT FAEAL student rtestE ©]-&3HHA L
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o] £ p value<0.052 st

w
[\

o7} 1411‘ 6714%J ol A3

ALTA] }%7}54 B $tolr} 189 o] ATk 4

= Ho 199, oo} 3R or Hoprt F U B
o, 44 ,\] it AF 1871 L(14~772 )olaic}
(Table 2). W] 27 HAPe] Ade Ao} 1+
297, e o] ol vigk dake] o] W7k 05 7|
gto g ZHrHol Jle I HE 55 folrt 39
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> el
ot
>
-
—
o_L, lO i’/ O&‘N'
N
L

o mE

3 Mromet oXl of
[0 M o ox 1o



205141 9|

[=RS1e]

Dolot 2y g

ol

=]

A&

-211

Ol = QAL UIDESA. It AM, biE=d g§E dAl

Ol

Table 4. Comparison of Average Score of Each Histo—
pathologic Parameter between Two Groups

Table 6. Time of Intestine Visualization on DISIDA
Scintigraphy in Each Group

Average score

Parameter o value
A (n=7) B (n=12)
Ductular proliferation 14 20 0.040
Portoportal bridging 1.1 1.9 0.003
Multinucleated hepatocytes 19 22 0.270
Hepatocellular swelling 2.1 22 0.474
Canalicular plug 14 1.6 0.274

Table 5. Time of Gall Bladder Visualization on DISIDA
Scintigraphy in Each Group

Grou <30 >30 Non— No. of
P min min  visualization patients (%)

A 0 5 4 9 (56)

B 1 2 4 7 (44)

Total 1 7 8 16 (100)

S0l AATHp=0.04). =3
A 114, BEAIA 19802 Birel A < 9l
I 7kl FAg o] Bikth(p=0.003). L
x %, BAE e A=
[e3]

_l_?l_
o]7} ¢l tH(Table 4).
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o<’

DISIDA A E] 2ol A Fda} Aol Bl Al

7S 247 308, 60ES 7|50 Hwd] E u U7

T A o 154 IUJL, BTl A 662 IULE BTl A
HA 3] =thp=0.038). 1 9] FF F Y FH, F

Grou <60 >60 Non- No. of
P min min  visualization  patients (%)

A 5 2 2 9 (56)

B 2 3 2 7 (44)

Total 7 5 4 16 (100)

Table 7. Mean Peak Level of Serum Alanine Amino—

transferase, Total Bilirubin, Direct Bilirubin, Alkaline
Phosphatase in Each Group
Mean peak level
p value
Group A Group B
(n=14)  (n=18)
Alanine aminotransferase
UL 153.8 662.1 0.038
Total bilirubin (mg/dL) 7.1 90 0.183
Direct bilirubin (mg/dL) 41 59 0.1
Alkaline phosphatase (IU/L) 14108 17824  0.127

A3 W59, alkaline phosphatase®] #HI2|= A
o)A 7.1 mg/dL, 4.1 mg/dL, 1410.8 TU/LQ! ®Hd, B
ol = 9.0 mg/dL, 5.9 mg/dL, 1782.4 IU/LE %
2kl ko] 7h 1A TH(Table 7).
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