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The Comparison of Interferon-a Treatment by Dosages and Retreatment
for Chronic Hepatitis B in Children

Chang Hwan Jang, M.D., Kyung-Hee Lee, M.D., Wi Kyung Hwang, M.D., Ki Won Oh, M.D.
Woo Saeng Park, Jun Hwa Lee, M.D., Cheol Woo Ko, M.D. and Byung-Ho Choe, M.D.

Department of Pediatrics, Kyungpook National University
School of Medicine, Daegu, Korea

Purpose: We compared the therapeutic efficacy of low dose with that of standard dose of interferon
(IFN) treatment and also compared the first IFN treatment with retreatment.

Methods: We have studied 51 children (age, 2~ 14) treated for chronic hepatitis B from March
1990 to August 1999. Twenty seven children had been treated with 3 MU/m2 (2.66+0.66 MU/mz)
of IFN-a three times a week for 6 months (range, 6 ~12 months), whereas 24 children with 6
MU/m2 (4.45+0.94 MU/mZ). There was no significant difference in gender, age, initial ALT and
HBV DNA levels between each comparative group.

Results: Among the 27 children treated with 3 MU/m’ of IFN, ALT level had normalized in 11
children (41%) and anti-HBe seroconversion occurred in 9 children (33%) one year after the
initiation of treatment. In comparison, among the 24 children treated with 6 MU/m2 of IFN, ALT
normalized in 12 children (50%) and anti-HBe seroconversion occurred in 7 children (29%). In
comparing the first treatment group to retreatment group, ALT level had normalized in 23 children
(45%) and anti-HBe seroconversion occurred in 16 children (31%) among the 51 children treated
with the first course of IFN treatment. In comparison, ALT normalized and anti-HBe seroconversion
occurred in 3 children (25%) among the retreated 12 children.

Conclusion: There was no significant difference in the therapeutic efficacies between 3 MUjm’
and 6 MU/m” dose of IFN treated groups in ALT normalization and anti-HBe seroconversion. The
retreatment efficacy of IFN-a was as effective as the first treatment. (Korean J Pediatr
Gastroenterol Nutr 2003; 6: 152~ 160)

Key Words: Chronic Hepatitis B, Interferon, Treatment, Children
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A ARl vl v BE 2hde] wl=rt Al
A = 02 A& BAZ interferon-a®] X & AT o] H3F
Hivp Aom 53] & zold mE X8 &H A
T BY HES AAI AR 53] FofAlotet ¢ o]gf X9 Hwd AXF A Aol djs}
gupeto] v E Ao Z AT H AN EGS o Hud vix o AAELS Aol A9 vHg B
doz & ke HollA AZg o5 P AMSEA ¥ k9] A F A einterferon] §-F zholel] uw}
7b Ha ok vt fFHEe] =& A9l 2 X8 &3 Aol X859 vl A E A F
M= AR A ot Al A= Aol F A 7 o tigh JAA A (historical prospective) IS
2olng T4 BY 119 AHED IS S 4 AN 2
AI717] YA = AAotell tidt o E oo
AbeLol gk BY 7Hed whol¥ 2~HBV) KA+ o F A CHat S
A7} B4 o)t
mA 7hd X 2ol A F7hA e gnjo| ] A 9} 19903 3¥HE 1999 8¥71A] AENSuH Y

BAZAA L AZEAA T o} A A3 wrEaE Lolytol] YA E ol ~144) F 670 L Ol*c}
HgAe gl dA7A = interferon-a2} lamivu-  HBsAg, HBeAg % HBV DNA7Z} &Adojx, 83
dine©] AMEEH I o A aFV} e AoE ALTHZ} AsHol Av 5199 Fols ﬂl*&ii
BEy=E3 o) Interferon-a] X & &I+ HBeAg  interferon-25 5 334 6~771L(6~1271€)7t I
2 HBV DNAQ| A4 & 7|Fo2 dukgoz oAy 5 &8 &8 FASIATH

st Aol AS- 25~40%0 4 &3t Jokal B 199613 8L 71A W UgE x7] o} 27HA 3
Ha Qlou RuA wE xpolzp Bl Y Lole]l  MU/m® (2.66£0.66 MU/m)E Fo3t911 1996 9

Table 1. Baseline Demographics and Clinical and Pathologic Characteristics of Interferon 3 MU/m? and 6 MU/m?
Treatment Group

Tx (treatment) group IFN 3 MU/m® Tx group  IFN 6 MU/m? Tx group  p-value
No. (M/F) 27 (23/4) 24 (16/8) 0.12
Age: mean (range) 10 (4~14) yrs 9 (2~14) yrs 0.335
Tx dose (MU/m?) 2.66+0.66 4.45+0.94 <0.001
Tx duration: mean (range) 6 (6~12) mos 7 (6~12) mos 0.098
PreTx ALT level <x2UNL* 3 (11%) 5 (21%) 0.365

x2~5 UNL 10 (37%) 11 (46%)
>x5 UNL 14 (52%) 8 (33%)
PreTx HBV <200 15 (56%) 7 (29%) 0.097
DNA level (pg/mL) 200~ 1,000 7 (26%) 13 (54%)
>1,000 5 (19%) 4 (17%)
PreTx liver histology =~ CPH' 1 (4%) 2 (8%) 0.765
CAH" | mild 14 (52%) 12 (50%)
CAH, mod 5 (19%) 4 (17%)
CAH, severe 0 1 (4%)
CAH w/ LC 2 (7%) 1 (4%)

*UNL: upper normal limit, " CPH: chronic persistent hepatitis, ¥ CAH: chronic active hepatitis.
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2 o]F Y3 57] Fho} 24 Al 6 MU/m’ (445
£0.94 MU/m?)S Eolatit.
%X 82 Interferon 3 MU/m*E Fojuigrd 3o}

o] g 777 6L~ 1270 Y)01 e
B AHE interferon FHAZF AHE 7|F0R

1044~ 144) 9t 222 interferon 6 MU/m’S
Fof wold StolEo] i A7) THL 6~
Aol HEAHE oM~ 14A) A &
F 2tol& HQl F o Alold AW, A7, X573
X873 ALTX| 9} HBV DNA SolAE SAZHS
2§93 2ol7t gl th(Table 1).

Interferon-a 2 X & BHF-EHS 3504120 MU/m’
ol Hit ilE 717+ 7R L6~ 1271 L)oo
] Folo] FFAH L FAAL AHS 7FoE

1()A1](2~14x1])05{1:]. ZX 89 Wkgo] gy 3ho}
= 12%S Ao E thA| interferon-a A X B S A
63 3l k. ©o] 2] HBeAg, HBV DNA, ALT 5& %
AzdE BT SHHA FRAY sA=HTGIt
st A-At. AXNE HE §FL 3.62+151
MUm’e| A3 H# Mg 717+ 71286~ 12709)
ojglom HFAHL 11AG~15A)PTE 2A =
AAE F o Aol AW, AF, A 85717 A5
7 ALTX| ¢} HBV DNA GollA SASA 02 9
gk zko] 7} §lATH(Table 2).

8% HBsAg, anti-HBs, HBeAg, anti-HBe= &4~
™ & (enzyme linked immunoassay) 2.2 =735} S
© HBV DNA+ blot hybridizationd] £-2 branched
DNA® o] &aff SA3k3Ath ©]& Blot hybridization

Table 2. Baseline Demographics and Clinical Characteristics of interferon—a Initial Treatment Group and

Retreatment Group

IFN initial treatment IFN retreatment p-value
No. (M/F) 51 (39:12) 12 8:4) 0.483
Age: mean (range) 9.87 (2.33~14.67) yr 11.40 (5.17~15.75) yr ~ 0.1856
Tx dose (MU/m?) 3.50+1.20 3624151 0.7695
Tx duration: mean (range) 6.56 (6~12) mos 6.92 (6~12) mos 0.5021
PreTx ALT level <x2UNL 8/51 (16%) 3/12 (25%)
x2~5 UNL 21/51 (41%) 5/12 (42%) 0.701
>x5 UNL 22/51 (43%) 4/12 (33%)
PreTx HBV <200 22/51 (43%) 3/12 (25%) 0.181
DNA level (pg/mL) 200~1,000 20/51 (39%) 4/12 (33%)
>1,000 9/51 (18%) 5/12 (42%)

Table 3. Therapeutic Outcomes and Side Effects of interferon-a 3 MU/m?® Treatment Group and 6 MU/m? Group

IFN 3 MU/m® Tx group IFN 6 MU/m® Tx group p-value
ALT normalization 11/27 (41%) 12/24 (50%) 0.507
Seroconversion 9/27 (33%) 7/24 (29%) 0.749
Adverse effect Fever 14/27 (52%) 16/24 (67%) 0.283
Leukopenia 10/27 (37%) 8/24 (33%) 0.782
Thrombocytopenia 0 1/24 (4%)
Hypothyroidism 0 2/24 (8%)
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Table 4. Therapeutic Outcomes and Side Effects of interferon—a Initial Treatment Group and Retreatment Group

IFN initial treatment IFN retreatment p-value
ALT normalization 23/51 (45%) 3/12 (25%) 0.203
Seroconversion 16/51 (31%) 3/12 (25%) 0.665

Holl 93k HBV DNA X 0, 1+, 2+, 3+, 4+ 2
AR 7 Baso] lo] AFHOR vy o
AT +1& 1~330 pg/mL, +2E 330~660
pg/mL, +32 660~1300 pg/mL, +4+ 1300 pg/mL
ojlAto 7 H3tstyth

7 79 AAEL BT 1d o) 4 B
AR oW interferon AFE & 1dA o] ALTSH
HBV DNAZ2] 9] A4}+3}9} HBeAg®| anti-HBeZ
Y A8 28 FA Bl HAS F28o o
AT 2AFSE T

SAA 2= SPSS 1002 ©] 8319 A3t gom
piE 005 olstE FAITHCRE Fositia AA
stk 72+ o Wghe] o] frFe A, A5 A
ALT 2 HBV DNA FXH & ¥ testS o], X
2713, A8 &7 Hade o]-§

.

f
W2 ot

student t-testE

Z ot

ALTS 8737t s o 4stsha sxolgta
4 ol8t AL ALTS] 343}, HBV DNA®] A3} 5l
HBeAg2| anti-HBeZ 9] Y A3 2F vl o
Arwgol AL AARAY. A5 A% 14 %
A A A interferon 3 MU/m>S o W 279 =
118 @1%) A Astehz sxo] AR 9“ﬂ(33%)°ﬂ
M A 8¥-e-S Btk &9 interferon 6 MU/m’
lEro:] o g = 121:&(50%)0]]/\1 Agg}zq-xq A o]
AR 78 29%) N A EHES Het & ¢
A58 4 0e FATH R F3 Afol7t AT
(Table 3).

Interferon 3 MU/m’2 X &

gk ol 4] Ay g &
fo2e wdo] 148(52%), B ¥

T ZAAaFo] 108

(37%) AR BE Ao e 23] glo] 3
25t} 89 interferon 6 MU/mM 2 X 838+ 7o A]
< Lol 168(67%), W T AT o] 82(33%),
o FaFol 18@%), A7 Astsol 2
#(8%) Ut Interferon 6 MU/mM’E X| 238+ 7o A
14 X7 Fo HEFE 7+4xZ=0] A&Ho] 2§ 3
ML A EE interferonS 3 MUE &
SR A 715 AskEol AW Sof F 13
A 3] o] Fov 18 2Lt 3
< E&3ta 3 HESITh

Interferon-a XS AXFT HRAAM=
ZA BT 519 = 23W@5%) A ALTY] A4 3=

HYT 16H3B1%) A 8] o A5
T2 129 F 3 25%)01 4 ALTY A3t 2 3%
Zgho] A TH(Table 4).

i =t

HBV 7ol &€
o 71915, HBV7Z} 7HA| . Yol =48}
W] HBV o] Uehd AE%
(cytotoxic T-lymphocyte)”7} ©| & 3
Z JAE zHeiA Ao

oA B 7t o] 2 A= Woys)
AA7), BEANE Ys 5 Ak £4 2
o] A]71¢] W A A7} w8 dthr) )
72 anti-HBc IgG7} uj_«z,ﬂ t&vg Z %

ﬂl_u
o
o

JE2 e 2510 = anti-HBe 1gG7} A 22
of B E HBcAgd ZF3sl AEXEA T-HZTE
AsHA HEZ W B8 st gy &

Itk ¥ Milich 5”2 transgenic mouse model-S-

U

Ax _12
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2]2=9] F2lo] AlgtA &
HBV #3719 df= &5 7“*]:154 A &0
Z ¥ 3}(integration)”} Lot} o|FA F3rt A
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HBV7} <3 genome®ll §&o] @ol A AFA o
Z interferon®] &3E Dojd Aol 2y 7t
2227 AsE de Afde 7 24 &
o}26%)} olAlold EA Aok22%) 7+ol HBeAg
2AE Aol7t A9 g

3t interferon-a2] A7) & Fo] e Ao A
Niederau 52 HBeAg %A xS 5071€Y o &
7] 4 2AbE 7 23 A5 51%9 T
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2t 4919] HBeAg 917t AALAEL 1692 K
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A 9
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