BIGE(LEDNARY X 5 — ¥ EflE%2 2 U7/, HBEHUE
S M HBV-DNAREM: S5 R 2 D 235 #:451]

B&5:jpn

HhRE

~FH: 2017-10-03
*F—7—NK (Ja):
*—7— K (En):
YRR

X—IJL7 FL R:
FiT/:

http://hdl.handle.net/2297/7061




<SEFIHE>

BUE{LR DNA # Y 2 5 —¥B{EX 2 L7, HBe fitkiik

67 . 67

HBV-DNA [&MEIEF D 2 FIR A

m A=

BT i

MR B FHE KE ¥ B— fME @&

R ¥R &F R—
#H EE MR
m IE-%##*

rX& =

74 R R

£ § ' HBebhitsiBt B EBMHFEEOLAFHED, BELL, Bl 25BAXERL
7z, 2613 DNA H Y 2 5 —+ (DNA-P) (3fB#TH -7 h%, dot blot gic X 5 HBV-DNA
REETH- I, £ T, 2EEMICEKT 5 DNA-P 0%#H L BIFELOBEX AT 579, PCR
Bk 2 HBV-DNA, ##i+ HBc il DR & DNA-P RIGEH OB RKEIGIC X 5%
T8 »dc, FFEBIC s\ T HBc iR S hF, ¥ 7- PCR #:C2 HBV-DNA 3 H X hic
2, HBV 3o EHFE L. 612, DNAP RIGEMIESKBTAA T ERY, =D
DNA-PZ HBVHERLBEL Ghichot, kXY, SEOBFE{Liziz HBV LIS OB/
BIELTsh, X 5EMKITS DNA-P ORI EESLELE: Shi, o,

HCV hifax ELFHER, EFl 1l oxBHETH Y, FORE/IC HCV OBSAURI X hi:,

HSIAEE: DNAEY 25—+
#HF HBc HE  PCR %
Loz

B BUBHERFEREIZH TS e FiE 5 e Hith~ O sero-
conversion !X BEIFF£ Y 1 A+ 2 (HBV) O OE
TERE®RL, —BICHFRLBE LT LaambhT
WAY, LaL, —E0EMZETIE, e HisBtC
bbb b5 v AT I F—EHOEE YRS, FF
RENEFTTHZ LML > TV 5259, 5L
TfEFICHL, DNA £ Y £ 5 — ¥ (DNA-P), IgM-HBc
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Acute on chronic

HBe $1 k(5 14 B U 18 ¥ FF %

{LL, T DBk, DNA-P 2B TH - 7o 7cd BEIF L0
HRLHERI X hio B3, dot blot B2 X 2% Tk HBV
DNA 2SEtETH - BT RED 2 EFAILRRL,
FB BT ABELOBFXE ST BRTEE
HBV 0RO~ —» —, B3IV CHEHFLY 1L A
(HCV) #ifdiz ot Lico T35,
EFER

fEMI 1 : 708K, 4, FEFNS54E HBsAg, eAg BB
MR EE I, EMG8E, e B EFRBMRT
KLWEhic, BF62EX H eAg 13k L, ehifs
PIERERE & e o Tu e, BEFI63EI0A BENIR, £
HHBEREYAEL, WEAHB LA LDYB AR L
frote, ARMBRERE TR, BEOFHELRD,
YA AR —Hh—o T3, HBe #iERB# T, IgM-
HBc 5k, delta Hifk, IgM-HA 5&3BHTH » 1o,
¥ 72, DNA-P i3404cpm &BETH - 743, dot blot
Bz & 5 HBV-DNA g TH - 7=(Table 1D, ABR
#, acute on chronic & L-CMifaTwFEE, [FN #5
%17\, GPT, DNA-P X{ET L1 Do, 5205 HAF
REeHHEFTLIET Lz (Fig. 1), SR CR, Fd
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Table 1 Laboratory data on admission of
patient 1.
WBC 5,900 /mm? T.P 7.5g/dl
RBC 412X 10* /mm? Alb 48.2% o« 2.8%
Hb 12.4g/d! o 68% 8 4.8%
Ht 38.6% vy 37.4%
Plt 158 X10° /mm? ZTT 56.0u
HBsAg +) TTT 44.1u
(>10,240, RPHA) ALP 234 1U/L
anti-HBs  (—)(0.4, RIA) | GOT 1,662 IU/L
HBeAg (—=>(0.5, R1A) | GPT 8331U/L
anti-HBe (+)(100, RIA) | LDH 670 1U/L
anti-HBc(IgM) y-GTP 651U/L
(—){0.9, RIA) | T-Bil 20.0 mg/d!
DNA-P (+>(404CPM) | D-Bil 11.1mg/d!
HBV-.DNA (=) PT 16.8 sec
anti-delta (-) HPT 24.0%
anti-HA(IgM)

(—=3{0.6, RIA)
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Fig. 1 Clinical course of patient 1.

RoE@ER%E, »LUEGCEHEHLED, EER
HFSEEEORBTHH, B4 BHELRODERSED
ExbFDH BN, VWS acute on chronic D HKR
E—HTHHRRTH -7 (Fig. 2a).

fER 2 | 64i%, Ltk FBFI634E 7 B UMbk HEliz T
HBs IR E Y isl X hic, K53 FRETRE 24
BERENHEL, REAS TR, BEOHEELREY,
acute on chronic Z O UB AR LIt~ v 11
A= —#H—Ti¥, HBe Hifki2fB# ¢, IgM-HBc bifk,
delta Hifhk L U IgM-HA ifkiigcdh - 1o, Fi,
DNA-P 24 ¢, dotblot Ziz X 5 HBV-DNA i3

32%1%5 (199D

liver show extensive necrosis of hepatocytes.
(a:case 1, b: case 2)
Case 2. 64 + .F.

Table 2 Laboratory data on admission of

patient 2,

WBC 4,200 /mm® T.P 6.7g/dl
RBC 383 x10* /mm? Alb 51.5% a, 3.1%
Hb 13.0g/d! o 65% B8 4.9%
Ht 38.9% y 34.0%
Plt 91X 10° /mm® ZTT 24.2u
HBsAg (+)(36.0, RIA)| TTT 23.7u
anti-HBs (+) (2.2, RIA) | ALP 403 1U/L
HBeAg (=>(0.3, RIA) | GOT 1,183 1U/L
anti-HBe  (+)(99.5, RIA)| GPT 8331U/L
anti-HBc(IgM) LDH 833 1U/L

(=)(0.9, RIA) | v-GTP 111 1U/L
DNA-P (+)(829CPM) | T-Bil 30.8 mg/d!
HBV-DNA (=) D-Bil 22.0 mg/d!
anti-delta (=) PT 16.0 sec
anti-HA(IgM> HPT 30.0%

(=)(0.5, RIA)

HTH -1 (Table 2), ABgth, MBPTHRBELL Y
f77c\v,, GPT,DNA-P O ET 2B » 7 b DDOHEAFHRA
FALw CRTE L (Fig. 3), SRR, Kk
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Fig. 3 Clinical course of patient 2.

JFREFRERIE L B H O BH 2B 7 (Fig. 2b).
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kX v HBV-DNA ¥ #& L. %7, DNA-P
& HBV i@ > #5357 DNA-P KILEYOE
KKBEIC L MR T -7, Ebiz, HCV Hifkx
EIA¥. (A1 v+, +) CHELL,

1. #A%kch HBc iR ki
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EFIEEBEz v e - LT, 574 vEABIAH
LEBRFICISVT, =51 10 BSA-POR)# v + %
Hu /- BSA # (Biotin-Streptavidin #) T# It -»
o, BR% Fig. 4 RT, 2 v+ v —AHTRERY
MRH HBc HiE A REB I hTwWb0rR L, fEF
1 R0 2 CREFESTIC HBe HERRAD bhith -
7.

2. I HBV-DNA o#&H

HBV-DNA MBI ARBOMB X RAV-7A» Vi
T 7N DNA X% L7, PCR &, T Cwift
HLIZ L CHERBED 754 ~—2 o b B
T double PCR#, 3%7 # e — 25 Al TBRISKS
L, fivC=Fova7e<q F ok DNA &3
vy FELTHBELA, &R % Fig. 52RT. lanel,
2, 7, 8k dotblot 512 HBV-DNA BBHE%RT 2 )
Favibe—ab LCHWA, EM 1T lane 3, 4T
fl 2 lane5, 6TH 5, WTFhiFHEIADL AT X
IZDNA DA v V2, 2HEH & b Mz HBV-
DNA 2HHET B = LARE A,

Fig. 4 Localization of HBcAg in the autopsied
liver. (1: case 1, 2: case 2, P: positive control)
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Fig. 5 HBV-DNA detection by Polymerase
Chain Reaction (PCR). 10g!/ of serum was
amplified by PCR using HBV specific primers.
Amplified samples were analyzed by 3%agar-
ose gel electrophoresis followed by ethidium
bromide staining. (lanes 1, 2, 7, 8: positive
contorol. lanes 3, 4 : case 1. lanes 5, 6: case 2.
lanes 1, 3, 5, 7: first PCR samples. lanes 2, 4, 6,
8: double PCR samples. bp : basepairs)

3. DNA-P ¢ HBV OB:E (BT 5 #&at
DNA-P 0Bt CH » 7c YR AR O Mm% A\ T
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Fig. 6 Analysis of DNA-P products by autoradiography. 80u! of serum was
incubated with 32P  dCTP. 404/ of the resultant sample was analyzed by
electrophoresis followed by autoradiography. Electrophoresis was duplicated
using same sample. (ie, lane 2 and 3, lane 4 and 5
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Two autopsy cases with “acute on chronic” hepatitis B who
demonstrated elevated DNA polymerase activity and
tested negative for HBV DNA

Hroshi ADACHI, Shuichi KANEKO, Masayuki YANAGI, Eiki MATsusHITA, Takeshi URABE,
Mitsuhiro TERADA, Shuichi TERASAKI, Yutaka INAGAKI, Masashi UNOURA,
Kenichi KoBavasur*, Hisashi KiDANI, Keijirou NISHIDE**
and Masahiro Hoso***

Two patients with anti-HBe positive chronic hepatitis B developed severe hepatitis. Their sera
tested positive for DNA polymerase (DNA-P), however, negative for HBV DNA by dot blot
hybridization technique. To understand the mechanism of “acute on chronic” hepatitis, we analyzed
HBV DNA by Polymerase Chain Reaction (PCR) method, products of DNA-P by agarose gel
electrophoresis, and presence of HBc antigen by histochemical assay for liver tissues. HBcAg was not
detected in the liver tissues, but HBV DNA tested positive for both sera by PCR. Thus, the quantity of
HBV DNA was considered a little. The products of DNA-P demonstrated smear by the gel
electrophoresis. Therefore, we concluded that the elevation of DNA-P activity did not come from HBV
DNA-P. One of the two cases showed positive for HCV antibody. Understanding of DNA-P assay
should be careful for these patients.

* First Department of Internal Medicine, Kanazawa University (Kanazawa)
** Department of Internal Medicine, Kouseiren Takaoka Hospital (Toyama)
*x*x Sacond Department of Pathology, Kanazawa University (Kanazawa)




