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and/or death. However, a recent study using methionine
choline~deficient diet-fed mice demonsirated that an in-
creage in serum ALT levels in NASH was attributable
not to the enhancement of hepatocyte necrosis/apoptosis
or hepatitis, but rather to the induction of hepatic ALT
mRNA levels,®” and a clear discrepancy between the
changes in NAS and those in serum ALT levels has been
observed in another clinical trial for NASH.?® Our findings
corroborate the idea that seram ALT levels are not alwaysa
reliable biomarker of NAFLD activity. Thus, we would like
to propose determination of serum fragmented CX 18 levels
along with ALT levels for accurate assessment of ther-
apeutic response in future NAFLD/NASH studies.

Clinically, this study was able to support the potential
usefulness of fragmented CK18 measurement for distin-
guishing NASH from NAFLD. Serum levels of totai CK18
and Hsp90« and HOMA-IR values were also significantly
increased in NASH patients, meaning evaluation of these
parameters might help identify patients having NASH mote
efficiently than 1 marker alone. Further studies are required
to verify it.

In conclusion, this study established the usefulness
of serum fragmented CK18 as a noninvasive, simple, and
reliable biomarker that may complement the shortcomings
of liver biopsy and serum ALT measurement, Although the
number of patients in our longitudinal analysis was smail,
we believe that measurement of serum fragmented CKI18
levels is a promising tool for monitoring disease status and
assessing treatment response in patients with NAFLD. To
confirm our observations, larger validation analyses and
longitudinal prospective studies are needed.
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Fragmented CK18 as a Predictor of NAFLD Activity Score

TABLE 5. Characteristics of 20 Patients who Received a
Follow-up Biopsy

Characteristics Values
Age (v) 61 £15
Female 13 (65%)
NAS at first biopsy 53+L16
Interval between biopsies (y) 29+14
Intervention
Lifestyle correction 8 (40%)
Treatment with highly purified EPA 8 (40%)
Treatment with pioglitazone 3 (15%)
Treatment with bezafibrate 1 (5%)
Changes in NAS
Improved 13 (65%)
Unchanged 0 (0%)
Deteriorated 7 (35%)

EPA indicates eicosapentaenoic acid; NAS, NAFLD activity score.

Platelet count, serum AST levels, and HOMA-IR
values were also correlated with the stage of fibrosis,
suggesting that these parameters may reflect the progres-
sion of fibrosis in NAFLD as well. Differently from a
report by Diab et al,?® fragmented CK18 levels did not
show a meaningful association with the stage of fibrosis in
the current analysis. This disagreement might be explained
by the differsnt proportion of patients with advanced
fibrosis (3% in Diab et als’ study vs. 27% in the present
study).

It is noteworthy that fragmented CK18 levels corre-
lated with NAS more strongly than ALT levels. More
importantly, changes in NAS were mirrored by those in
fragmented CK18 levels, but not by those in ALT levels.
To our knowledge, this is the first trial to demonstrate
fragmented CK18 as a potentially superior biomarker for
evaluating NAS. Serum ALT levels are conventionally
believed to be a surrogate biomarker of hepatocyte injury
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FIGURE 2. Correlations between changes In NAS and those in serum fragmented CK18, AST, and ALT levels in 20 NAFLD patients who
received follow-up biopsies. Correlation coefficients were calculated using Spearman rank correlation analysis. ALT indicates alanine
aminotransferase; AST, aspartate aminotransferase; NAFLD, nonalcoholic fatty liver disease; NAS, NAFLD histologic activity score.
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and/or death. However, a recent study using methionine
choline-deficient diet-fed mice demonsirated that an in-
crease in serum ALT levels in NASH was attributable
not to the enhancement of hepatocyte necrosis/apoptosis
or hepatitis, but rather to the induction of hepatic ALT
mRNA levels,” and a clear discrepancy between the
changes in NAS and those in serum ALT levels has been
observed in another clinical trial for NASH.?® Our findings
corroborate the idea that serum ALT levels are not always a
reliable biomarker of NAFLD activity. Thus, we would like
to propose determination of serum fragmented CK 18 levels
along with ALT levels for accurate assessment of ther-
apeutic response in future NAFLD/NASH studies.

Clinically, this study was able to support the potential
usefulness of fragmented CK18 measurement for distin-
guishing NASH from NAFLD. Serum levels of total CK18
and Hsp90u and HOMA-IR values were also significantly
increased in NASH patients, meaning evaluation of these
parameters might help identify patients having NASH more
efficiently than 1 marker alone. Further studies are required
to verify it.

In conclusion, this study established the usefulness
of serum fragmented CK18 as a noninvasive, simple, and
reliable biomarker that may complement the shortcomings
of liver biopsy and serum ALT measurement. Although the
number of patients in our longitudinal analysis was small,
we believe that measurement of serum fragmented CKI18
levels is a promising tool for monitoring disease status and
assessing freatment response in patients with NAFLD. To
confirm our observations, larger validation analyses and
longitudinal prospective studies are needed.
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Chronic Gastritis in the Setting
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Abstract: Autoimmune pancreatitis (AIP) is a recently recog-
nized disease entity. In some patients, this disease is associated
with other inflammatory diseases. In this study, we aimed to
elucidate the pathologic characteristics of AIP-associated
gastritis (AIP-G). We evaluated and compared the pathologic
findings and immunohistochemical expressions of immunoglo-
bulin G (IgG)4 and IgG in gastric biopsy specimens from 13
AIP-G patients with those from patients of 2 control groups. We
divided the AIP-G patients who did not receive steroid therapy
[AIP-G-ST(—)] into the following 2 groups: without Helicobac-
ter pylori (HP) infection [AIP-G-HP(—)] and with HP infection
[AIP-G-HP(#)]. The control groups comprised 19 patients who
were diagnosed with chronic active gastritis associated with HP
infection and 7 patients with nonsteroidal anti-inflammatory
drug-induced gastritis. We classified the findings for the gastric
mucosa into those for the upper and the lower lamina propria.
The characteristic finding of AIP-G groups was diffusely
lymphoplasmacytic infiltration in the lamina propria. The
IgG4-positive plasma cell/IgG-positive plasma cell ratios
(IgG4/1gG ratios) in both the upper and lower lamina propria
in the AIP-G-ST(-) groups were predominantly higher than the
corresponding values in the other groups. In the AIP-G-ST(-)
groups, the I[gG4/IgG ratio in the lower lamina propria was
predominantly higher than that in the upper lamina propria,
irrespective of the HP status. In conclusion, diffuse lympho-
plasmacytic infiltration in the lamina propria and increased
1gG4/IgG ratio in the gastric mucosa (notably in the lower
lamina propria) may be the characteristic findings of AIP-G.
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(Am J Surg Pathol 2010;34:1241-1249)

From the Departments of *Laboratory Medicine; IRadiology; fBio-
medical Laboratory Medicine; tSecond Department of Internal
Medicine, Shinshu University School of Medicine; jCenter for
Health, Safety and Environmental Management, Shinshu University;
and §Department of Laboratory Medicine, Shinshu University
Hospital, Matsumoto, Japan.

Correspondence: Takeshi Uehara, PhD, MD, Department of Labora-
tory Medicine, Shinshu University School of Medicine, Asahi 3-1-1,
Matsumoto 390-8621, Japan (e-mail: tuehara@shinshu-u.ac.jp).

Copyright © 2010 by Lippincott Williams & Wilkins

Am | Surg Pathol « Volume 34, Number 9, September 2010

he relationship between immunoglobulin G (IgG)4 and

sclerosing disease with regard to autoimmune pancrea-
titis (AIP) was first reported in 2001.5 AIP, also known
as lymphoplasmacytic sclerosing pancreatitis, is a unique
form of pancreatitis characterized by the following find-
ings: (1) irregular narrowing of the main pancreatic duct
because of fibrosis and lymphoplasmacytic infiltration and
an increased number of IgG4-positive plasma cells and
eosinophils in the pancreas; (2) hypergammaglobulinemia
with a predominant increase in the IgG4 levels; and (3)
alleviation of symptoms after steroid therapy.®!#32 AIP is
now recognized as a distinct entity worldwide.!*1722

AIP has also been reported to be associated with
various diseases in organs other than those in the pan-
creaticobiliary system?1%17.25; these diseases include chro-
nic sialadenitis, retroperitoneal inflammation,”!%?7
lymphadenopathy of the intra-abdominal, hilar, or media-
stinal lymph nodes,'® interstitial pneumonia,®?* pulmonary
inflammatory pseudotumor,?®3% hepatic inflammatory
pseudotumor,'>1%?° inflammatory abdominal aortic aneu-
rysm,!3 prostatitis,”® and tubulointerstitial nephritis.?>?*
Further, Kamisawa et al'® have proposed that AIP is
the pancreatic lesion involved in a new clinicopathologic
entity, namely, IgG4-related sclerosing disease.

Many cases of chronic active gastritis associated with
Helicobacter pylori (HP) infection (CAG) have been
reported in Japan.S Few cases of gastritis not associated
with HP infection have also been reported.'® Recently, Shinji
et al?! found that the incidence of IgG4-positive plasma cells
in- gastric biopsy specimens from patients with AIP was
significantly higher than that in specimens from patients
with CAG. However, the distribution of IgG4-positive
plasma cells and the characteristic histopathologic findings
of AIP-associated gastritis (AIP-G) have not been reported.
To elucidate the clinicopathologic characteristics of AIP-G,
we evaluated the clinicopathologic findings of patients with
AIP-G and compared the immunohistochemical expression
of IgG4 in the AIP-G patients with that in the control
groups, which included patients with abdominal distress.

MATERIALS AND METHODS

Patients and Materials
Between 2002 and 2009, we analyzed 13 AIP-G
(Table 1) and 26 control patients at the Shinshu University
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TABLE 1. Clinical Features of Autoimmune Pancreatitis-associated Gastritis

Case No. Age(y) Sex  Pathologic Diagnosis  Biopsy Area HP Serum IgG4 (mg/dL)*  Endoscopic Finding  Symptom
1 79 M cG FA Negative 1950 Redness EG
2 53 F CG PA, FA Negative 227 NP NP
3 59 M CG PA, FA Negative 965 Erosion NP
4 55 M CG FA Negative 2970 NP NP
5 76 F CcG PA Negative 420 Erosion NP
6 56 M CAG FA Positive 156 NP NP
7 62 M CAG PA,FA Positive 305 Atrophy NV
8 60 M CAG FA Positive 1240 NP NP
9 62 M CAG PA, FA Positive 825 NP NP

10 78 M CAG FA Positive 541 NP NP

11 76 M CAG PA,FA Positive 698 Redness NP

12 56 M CAG PA, FA Positive 265 NP EG

13 67 M CAG PA, FA Positive 500 NP EG

*Normal value: 1gG4, < 70mg/dL (cut-off value, 135mg/dL).

CAG indicates chronic active gastritis with HP infection; CG, chronic gastritis; EG, epigastralgia; F, female; FA, fundic area; HP, Helicobacter pylori; 1gG,
immunoglobulin G; M, male; NP, nothing particular; NV, nausea and vomiting; PA, pyloric area.

Hospital. Of the 13 API-G patients, 9 had no symptoms, 3
had epigastralgia (patients 1, 12, and 13), and 1 had nausea
and vomiting (patient 7).

All the patients with AIP-G showed the following
characteristic findings of AIP: (1) irregular narrowing
of the main pancreatic duct, (2) sonolucent swelling of
the pancreas, (3) hypergammaglobulinemia, and (4) high
serum IgG4 level (cut-off value, 135mg/dL). All the
patients with AIP-G underwent enhanced abdominal
computed tomography (CT) and Gallium (Ga)-67 citrate
scintigraphy for the pancreatic lesions. One patient
(patient 1) underwent pancreatoduodenectomy. The
patient was diagnosed as having AIP, because of the
presence of lymphoplasmacytic sclerosing pancreatitis
without neutrophil infiltration and cancer. The other
AIP-G patients did not undergo any operation for the
pancreatic lesions and biopsy for suspected pancreatic
cancer.

The histologic specimens obtained from the 13
AIP-G patients included biopsy specimens. The stomach
biopsy specimens obtained from 7 patients (patients 2, 3,
7.9, 11, 12, and 13) included specimens from both the
fundic and pyloric areas, those from the other 5 patients
(patients 1, 4, 6, 8, and 10) included specimens only from
the fundic area, and those from the remaining 1 patient
(patient 5) included specimens only from the pyloric area.
In 4 patients (patients 2, 3, 11, and 13), the specimens
were obtained from 6 biopsy points. HP infection was
detected only in the specimens from 8 of the 13 patients
(patients 6, 7, 8, 9, 10, 11, 12, and 13). Of the 8 AIP-G
patients who had HP infection, 2 developed the infection
after steroid therapy (patient 12 and 13). Patient 1 was
receiving proton pump inhibitor therapy, although he was
free of HP infection. First, we divided the AIP-G patients
into the following 2 groups: steroid nontreated group
[AIP-G-ST(-)] and steroid treated group [AIP-G-ST(+)].
We further divided the AIP-G-ST(-) patients into the
following 2 groups: without HP infection [AIP-G-HP(-)]
and with HP infection [AIP-G-HP({+)].

1242 | www.ajsp.com

The control groups were divided into the following
2 groups: CAG and nonsteroidal anti-inflammatory drug
(NSAID)-induced gastritis (NSAID-G). The CAG group
comprised 19 patients who were clinically diagnosed
with chronic active gastritis caused by HP infection.
The NSAID-G group comprised 7 patients with no
HP infection. None of the patients in the control groups
showed the characteristic findings of AIP.

Histopathology and Immunohistochemistry

All the specimens from the 39 patients were fixed
in 20% formaldehyde and embedded in paraffin. Next,
4-um-thick serial sections were cut from these blocks and
stained with hematoxylin-eosin (HE). The sections were
treated with rabbit monoclonal antibodies against human
IgG (Dako, Glostrup, Denmark; dilution, 1:5000) and
affinity-purified sheep polyclonal antibody against human
IgG4 (The Binding Site, Birmingham, UK dilution, 1:50)
by using the avidin-biotin immunoperoxidase method.
The number of immunohistochemically identified IgG4-
positive plasma cells and IgG-positive plasma cells in 10
randomly selected 10000-um2-wide areas of the gastric
mucosa specimens of the upper and lower lamina propria
were counted. The fundic and pyloric mucosae were used
for the assessments. The IgG4-positive plasma cell/IgG-
positive plasma cell ratio (IgG4/IgG ratio) of the AIP-G
group was compared with those of the control groups.

The number of mononuclear cells in the gastric
mucosa in 10 randomly selected 10000-um2-wide areas
of each specimen was also counted. We compared the
number of mononuclear cells in the AIP-G group with
those in the control group.

Mucosal neutrophilic inflammation, intestinal meta-
plasia, and glandular atrophy were separately graded as
none (0), mild (14+), moderate (2+), or marked (3+),
in accordance with the schematic diagrams provided in
the Update Sydney System.? Eosinophil infiltration was
assessed by 2 pathologists (T.U. and H.O.) and graded as

© 2010 Lippincott Williams & Wilkins
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follows: absent or minimal (0), mild (1+), moderate (2+),
and severe (3+).

The data are expressed as the median (25th to 75th
percentile).

Comparisons were made using the Mann-Whitney
U test. Differences were considered statistically significant
when the P value was less than 0.05.

This study was approved by the Ethics Committee
of Shinshu University, Japan.

RESULTS

Clinical Findings

Gastric biopsies revealed that, of the 13 patients
with AIP-G, 5 had chronic gastritis and 8 had chronic
active gastritis. An endoscopic examination revealed that
2 patients had redness, 2 patients had erosion, 1 patient
had atrophy, and 8 patients had no abnormal findings.
In patient 6, an enhanced abdominal CT image showed
thickening of the stomach wall (Fig. 1A), and Ga-67
citrate scintigraphy revealed accumulation of radioactive
material on the stomach wall, which was consistent with
the findings of the CT analysis (Fig. 1B). Ga-67 citrate
scintigraphy did not reveal such accumulations on the
stomach walls of other AIP-G patients.

The serum IgG4 levels were not measured in the 26
patients in the control group because there was no
evidence of AIP in these patients.

Histologic Findings

We have summarized the histologic characteristics
of the AIP-G patients in Tables 2 to 5. Some degree of
diffuse lymphoplasmacytic inflammation was observed in

the fundic and the pyloric mucosae of all the AIP-G
patients (Figs. 2A, B).

In the AIP-G-ST(—) groups, in the fundic mucosa,
the number of mononuclear cell infiltrates in the upper
lamina propria was not significantly different from that in
the lower lamina propria. The number of mononuclear
cell infiltrates in the upper lamina propria in the AIP-
G-HP(+) group was significantly higher than those in
the AIP-G-HP(—) and NSAID-G groups. However, the
number of mononuclear cell infiltrates in the upper
lamina propria in the AIP-G-HP(—) groups was signifi-
cantly lower than that in the CAG group. The number of
mononuclear cell infiltrates in the lower lamina propria in
the AIP-G-ST(—) groups was significantly higher than
those in the CAG and NSAID-G groups.

In the AIP-G-ST(-) groups, in the pyloric mucosa,
the number of mononuclear cell infiltrates in the upper
lamina propria was not significantly different from that in
the lower lamina propria. The number of mononuclear
cell infiltrates in the upper lamina propria in the AIP-
G-HP(+) group was significantly higher than those in
the AIP-G-HP(—) and NSAID-G groups. However, the
number of mononuclear cell infiltrates in the upper
lamina propria in the AIP-G-HP(—) group was signifi-
cantly lower than that in the CAG group. The number of
mononuclear cell infiltrates in the lower lamina propria in
the AIP-G-HP(-) groups was higher than that in the
NSAID-G group. Further, the number of mononuclear
cell infiltrations in the lower lamina propria in the AIP-
G-HP(+) group was significantly higher than that in the
NSAID-G group. ,

In the AIP-G-ST(-) groups, the number of mono-
nuclear cell infiltrates in the upper and lower lamina

B

FIGURE 1. A, Enhanced abdominal CT scan shows thickening of the stomach wall (arrow). B, Gallium-67 citrate scintigraphy
revealed accumulation of radioactive material on the stomach wall (arrow), which was consistent with the findings of the CT

analysis. CT indicates computed tomography.
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TABLE 4. Comparison of‘HistoIogic Features Between the Fundic and Pyloric Mucosa in AIP-G-HP(—) Patients

Fundic Mucosa (n = 4)

Mono (upper)
Mono (lower)
1gG4/IgG (upper)
1gG4/1gG (lower)

14.50 (12.00-17.85)
26.55 (11.20-39.30)
0.1 (0.05-0.27)
0.76 (0.43-0.82)

Eosino 2 (2-2)
Neutro 0 (0-0)
M 0 (0-1.0)
Atrophy 0.5 (0-1.5)

Pyloric Mucosa (n = 3) P
20.10 (16.20-21.60) 0.1573
22.50 (20.80-34.50) 0.7237

0.17 (0.10-0.25) 0.4795
0.37 (0.33-0.66) 0.4795
2 (2-2.75) 0.4795
0 (0-0) >0.9999
1 (0.25-1) 0.5959
1(1-1) 0.5959

Data are expressed as the median (25th to 75th percentile).

AIP-G indicates autoimmune pancreatitis-associated gastritis; AIP-G-HP(—), AIP-G without steroid therapy and Helicobacter pylori infection;
Eosino, eosinophil infiltration; IgG, immunoglobulin G; 1gG4/IgG, 1gG4-positive plasma cells/IgG-positive plasma cells ratio; IM, intestinal metaplasia;
Lower, in the lower lamina propria; Mono, number of mononuclear cells; Neutro, neutrophil infiltration; Upper, in the upper lamina propria.

propria were not significantly different between the fundic
and the pyloric mucosa. In the specimens obtained from
6 biopsy points in 3 patients of the AIP-G-ST(—) group,
the distribution of the number of mononuclear cell
infiltrates in every case was approximately uniform in
the fundic and the pyloric mucosa.

In the AIP-G-ST(+) group, the number of mono-
nuclear cell infiltrates in the fundic mucosa were 12.7 and
10.4 in the upper lamina propria, and 7.0 and 9.1 in the
lower lamina propria; and that in the pyloric mucosa were
25.2 and 10.5 in the upper lamina propria, and 16.2 and
3.2 in the lower lamina propria. In the fundic and the
pyloric mucosa, the number of mononuclear cell infil-
trates in the upper lamina propria was higher than that in
the lower lamina propria. In the specimens obtained from
6 biopsy points of 1 patient of the AIP-G-ST(+) group,
the distribution of the number of mononuclear cell
infiltrates was approximately uniform in the fundic and
the pyloric mucosa.

All the AIP-G patients showed mild-to-severe
eosinophil infiltration in the fundic mucosa (Fig. 2B).
Among the 12 patients with AIP-G, 10 showed mild-
to-moderate atrophy and 8 showed mild-to-moderate
neutrophilic inflammation; however, none of the patients

TABLE 5. Comparison of Histologic Features Between the
Fundic and Pyloric Mucosa in AIP-G-HP(+) Patients

Fundic Mucosa Pyloric Mucosa
(n=6) m=3) P

38.75 (29.70-43.70) 46.30 (43.825-73.150) 0.1213

Mono (upper)

Mono (lower) 33.10 (28.50-37.50) 22.80 (21.30-38.95)  0.6056
IgG4/IgG (upper) 0.1 (0.03-0.19) 0.06 (0.04-0.12) 0.7237
1gG4/1gG (lower)  0.34 (0.17-0.51) 0.22 (0.18-0.23) 0.8597
Eosino 2 (2-3) 2(2-2) 0.6985
Neutro 1(1-2) 2(2-2) 0.1213
IM 0 (0-0) 0 (0-0.75) 0.7963
Atrophy 1(1-1) 2 (2-2.75) 0.0389

Data are expressed as the median (25" to 75th percentile).

AIP-G indicates autoimmune pancreatitis-associated gastritis; AIP-G-HP(#),
AIP-G without steroid therapy and with Helicobacter pylori infection; Eosino,
eosinophil infiltration; IgG, immunoglobulin G; IgG4/IgG, IgG4-positive plasma
cells/IgG-positive plasma cells ratio; IM, intestinal metaplasia; Lower, in the lower
lamina propria; Mono, number of mononuclear cells; Neutro, neutrophil
infiltration; Upper, in the upper lamina propria.

© 2010 Lippincott Williams & Wilkins

in the AIP-G-HP(—) group showed neutrophilic inflam-
mation. Moderate intestinal metaplasia was observed
in 1 patient in each of the AIP-G-HP(—), ATP-G-HP(+),
and AIP-G-ST(+) groups. Patient 6 showed severe
fibrosis in the lower lamina propria (Figs. 3A, B).
Eosinophil infiltrates in the AIP-G-ST(—) groups were
significantly higher than those in the CAG and NSAID-G
groups. The number of neutrophil infiltrates in the AIP-
G-HP(-—) group was significantly lower than those in the
AIP-G-HP(+) and CAG groups. The number of neutro-
phil infiltrates and the degree of atrophy in the AIP-
G-HP(+) group were significantly higher than those in
the NSAID-G group.

All the AIP-G patients showed moderate-to-severe
eosinophil infiltration and mild-to-severe atrophy in the
pyloric mucosa. Among the patients in the AIP-G-ST(—)
groups, 3 showed mild metaplasia and moderate
neutrophilic inflammation; however, none of the AIP-
G-HP(-) group patients showed neutrophilic inflamma-
tion. Eosinophil infiltrates in the AIP-G-ST(—) groups
were significantly higher than those in the CAG and
NSAID-G groups. The number of neutrophil infiltrates
in the AIP-G-HP(—) group was significantly lower
than those in the AIP-G-HP(+) and CAG groups. The
number of neutrophil infiltrates in the AIP-G-HP(+)
group was significantly higher than that in the NSAID-G
group. The degree of atrophy in the AIP-G-HP(—) group
was significantly lower than those in the AIP-G-HP(+)
and CAG groups. The degree of atrophy in the AIP-
G-HP(+) group was significantly higher than that in the
NSAID-G group.

In the AIP-G-ST(—) groups, there was no significant
difference in the number of eosinophil and neutrophil
infiltrates, intestinal metaplasia, and atrophy between the
fundic and pyloric mucosa. In the specimen obtained
from 6 biopsy points in 3 patients of the AIP-G-ST(—)
group, the distribution of inflammation in every case was
approximately uniform in the fundic and pyloric mucosa.

In the AIP-G-ST(+) group, the number of eosino-
phil and neutrophil infiltrates, intestinal metaplasia, and
atrophy in the fundic mucosa were mild, moderate, none
and moderate, and mild and moderate, respectively. In
that group, the number of eosinophil and neutrophil
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FIGURE 2. Stomach biopsy specimen of a patient with autoimmune pancreatitis-associated gastritis witho

ut steroid therapy and

Helicobacter pylori infection. A, Inflammatory cell infiltration showing diffuse distribution in the fundic mucosa (HE staining,
original magnification, 25 x). B, Various degrees of lymphoplasmacytic and scattered eosinophil infiltration are found (HE
staining, original magnification, 100 x). Infiltration of (C) IgG-positive (immunostaining for IgG, original magnification, 100 x)
and (D) IgG4-positive plasma cells can be noted (immunostaining for IgG4, original magnification, 100 x). HE indicates

hematoxylin-eosin; IgG, immunoglobulin G.

infiltrates, intestinal metaplasia, and atrophy in the
pyloric mucosa were mild and moderate, moderate, none
and moderate, and mild and moderate, respectively. In
the specimens obtained from 6 biopsy points of 1 patient
of the AIP-G-ST(+) group, the distribution of inflamma-
tion was approximately uniform in the fundic and pyloric
mucosa.

Immunohistochemical Findings

In the fundic mucosa of the AIP-G-HP(—) group,
the IgG4/IgG ratio in the lower lamina propria was
significantly higher than that in the upper lamina propria
(Figs. 2C, D). In the fundic mucosa of the AIP-G-HP(+)
group, the IgG4/IgG ratio in the lower lamina propria
was higher than that in the upper lamina propria (Figs.
3C, D); however, the difference was not statistically
significant. The IgG4/IgG ratios for the upper and lower
lamina propria were not significantly different between
the AIP-G-ST(—) groups. The IgG4/IgG ratios in the

1246 | www.ajsp.com

upper lamina propria in the AIP-G-ST(—) groups were
significantly higher than those in the NSAID-G group.
The IgG4/1gG ratios in the lower lamina propria in the
AIP-G-ST(—) groups were significantly higher than those
in the CAG and NSAID-G groups.

In the pyloric mucosa, in the AIP-G-ST(—) groups,
the IgG4/IgG ratio in the lower lamina propria was
significantly higher than that in the upper lamina propria.
There was no significant difference in the IgG4/IgG ratios
in the lower and upper lamina propria between the AIP-
G-ST(-) groups. The IgG4/IgG ratios in the upper and
lower lamina propria in the AIP-G-HP(—) groups were
significantly higher than those in the NSAID-G group.
The IgG4/IgG ratio in the upper lamina propria in the
AIP-G-HP(+) group was significantly higher than that in
the NSAID-G group. In the AIP-G-HP(+) group, the
IgG4/IgG ratio in the lower lamina propria was higher
than that in the NSAID-G group; however, the difference
was not statistically significant. The IgG4/IgG ratios in

© 2010 Lippincott Williams & Wilkins
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FIGURE 3. Stomach biopsy specimen of a patient with autoimmune pancreatitis-associated gastritis without steroid therapy and
with Helicobacter pylori infection. A, Diffuse inflammatory cell infiltration is noted in the fundic mucosa (HE staining, original
magnification, 25 x). B, Various degrees of lymphoplasmacytic and scattered eosinophil infiltration are found. Fibrosis is
also noted (HE staining, original magnification, 100 x). Infiltration of (C) IgG-positive (immunostaining for IgG, original
magpnification, 100 x) and (D) IgG4-positive plasma cells can be noted (immunostaining for IgG4, original magnification, 100 x).

HE indicates hematoxylin-eosin; 1gG, immunoglobulin G.

the upper and lower lamina propria in the AIP-G-ST(—)
groups were significantly higher than those in the CAG
group.

In the AIP-G-ST(—) groups, the IgG4/IgG ratio in
the upper and lower lamina propria were not significantly
different between the fundic and the pyloric mucosa.
In the specimens obtained from 6 biopsy points in the
3 patients of the AIP-G-ST(—) group, the distribution of
the IgG4/IgG ratio in every case was approximately
uniform in the fundic and the pyloric mucosa.

In the AIP-G-ST(+) group, the IgG4/IgG ratio in
the fundic mucosa were 0.00 and 0.00 in the upper lamina
propria and 0.21 and 0.00 in the lower lamina propria.
In the AIP-G-ST(+) group, the IgG4/IgG ratio in the
pyloric mucosa were 0.00 and 0.00 in the upper lamina
propria and 0.00 and 0.00 in the lower lamina propria. In
the fundic and the pyloric mucosa, the I[gG4/IgG ratios in
patients with AIP-G-ST(+) group were more discreet than
those in the AIP-G-ST(—) group. In the specimens

© 2010 Lippincott Williams & Wilkins

obtained from 6 biopsy points in 1 patient of the AIP-
G-ST(+) group, the distribution of the IgG4/IgG ratio
was approximately uniform in the fundic and the pyloric
mucosa.

DISCUSSION

Characterization of variant forms of gastritis other
than CAG, such as AIP-G, is important. This study
revealed that AIP-G patients had lymphoplasmacytic and
eosinophilic infiltration accompanied by the presence
of many IgG4-positive plasma cells in the stroma and
high serum IgG4 concentrations. The result of this study
suggested that AIP-G had characteristics of IgG4-related
disease and might be one of the IgG4-related sclerosing
diseases.

In this study, although 1 patient with AIP-
G-HP(-) had epigastralgia, he did not have HP infection.
AIP-G-HP(—) patients did not have ulcers, but 2 of them
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had erosion and 1 of them had redness. This finding
contradicted the findings of Chang et al,! who reported
that ulcer formation was a characteristic of AIP-G. This
contradiction might be explained by the fact that most of
the reported cases in that study had HP infection,'?! which
may be associated with ulcer formation.

AIP-G has received worldwide recognition since
it was first reported by Shinji et al?! in 2004. Although
many of their cases were accompanied with HP infection,
they reported their pathologic findings as characteristic of
AIP-G. They also reported that the inflammatory scores
for AIP-G and CAG were not significantly different;
however, in our study, eosinophil infiltration in the AIP-
G patients was significantly higher than that in the CAG
patients. Eosinophil infiltration is one of the most
characteristic findings of IgG4-related sclerosing disease
and is important in the diagnosis of AIP-G. No
neutrophilic infiltration may also be a characteristic
finding that distinguishes AIP-G as an IgG4-related
sclerosing disease, provided HP infection is absent.
Interestingly, the mononuclear cell density in the upper
and lower lamina propria in the AIP-G-ST(—) groups was
almost identical, but that in the upper lamina propria
was higher than the corresponding value in the control
groups. Diffuse mononuclear cell infiltration in the
lamina propria might be another characteristic finding
of AIP-G. The AIP-G-ST(—) groups had no difference in
the degree of inflammation between the pyloric and the
fundic mucosa, although inflammation is known to be
significantly higher in the pyloric mucosa than in the
fundic mucosa in CAG.*

Interestingly, much IgG4-positive plasma cells were
observed a lot in the lower lamina propria than the upper
propria in the AIP-G-ST(—) groups, irrespective of the
HP status. In 1 patient with AIP-G-HP(+), diffuse fibrosis
was observed in the lower lamina propria. These
pathologic findings resembled those of IgG4-related
sclerosing disease. The presence of gastric wall thickening
and the accumulation of radioactive material on the
stomach wall, which was revealed by Ga-67 citrate
scintigraphy, indicated that there may be a marked
inflammation in the deep gastric wall. This might explain
the absence of significant changes on the gastric surface
mucosa during the endoscopic examinations of AIP-G
patients. Further studies must be conducted to elucidate
the clinicopathologic characteristics of AIP-G.

Many studies suggest that not only the number
of IgG4-positive plasma cells but also the IgG4/IgG ratio
is important for the diagnosis of extrapancreatic
IgG4-related sclerosing disease.3%3! An IgG4/IgG ratio
of greater than 40% to 50% usually seems to be highly
suggestive of IgGd-related disease. In this study, the
1gG4/1gG ratio in the lower lamina propria of fundic
mucosa was more than 50%. Sepehr et al?® reported that
the cut-off value for the IgG4/IgG ratio in the Vater
papilla of an AIP patient was 0.1. Although the IgG4/IgG
ratio in almost all the AIP-G-HP(+) patients was more
than 0.1, we could not distinguish whether this inflamma-
tion was caused by HP infection or AIP-G. However, the
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I1gG4/IgG ratio in the AIP-G-HP(—) patients suggests
that AIP-G could have caused the stomach inflammation,
even in the absence of HP infection. It is also important to
note that patients without HP infection may have gastritis
resembling pancreatic inflammation observed in AIP.

Steroid therapy is effective against IgG4-related
sclerosing disease,?® as the IgG4/IgG ratios in the AIP-G-
ST(+) group were predominantly lower than those in the
ATP-G-ST(—) groups. AIP-G may also be effectively
treated using steroid therapy. But the symptoms in
the AIP-G-ST(+) group did not alleviate after steroid
therapy; this could be because some clinical findings
associated with HP infection persisted.

In summary, AIP-G is also one of the IgG4-related
sclerosing diseases, and the IgG4/IgG ratio is a useful
marker for further research on IgG4-related sclerosing
diseases.
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B BURT 2 BTG PEAL DR RE & xR

H o % 7Y

ZE : BAMKEEHENNERESND LS [CEEBRICE, EEDESICEBBLREZR G
BEN—RIE LT ENEIFE5ND. IEEEIEF v U P D SOBEMRLIFLEIL DA SN TV SRR
THD, ZOIECEBTFOTEOFHBRESHMTONTND. BIRREEN SOBEEMES de
novo BAUFFREBIFEN, BIE(ELPT IEEERDBBL. WREULT, EB7FOTRDFHRSY
M HBYV DNA OESRELSRSINTUS. BETE, TEBDREIRHICOAIVADBIEEZ BT
U, FPRSERICABRZRKBT D, mMAsD de novo BEFFROBAIEICERTHSN, —MLI DI
HICIFEANDREEDEEZR SN T DUENDS.

%5|MA5E : Denovo B 2R, BiEM(L, HBV cccDNA, &&iH), &7 FrOJ%

iR sic

H4E, BREFABEERCOMENLERERE
DBHEIC ol ZOBFRICE, EREOENRIC
L, X DIRIICREZ NGNS 5 EEENE
MR, BEWR BHEZECOFEBRTELHAVLR
I holzl bbb —FH, BEFFEVA
VA (HBV) B¥edf »87 M3k, #HRT
22N (NO»1/3) 2"HBVIE&HRL-Z &
BHY, TONIESTFHABFY )T THAEZ
&, F72, BARTIZ2000H5 A (AOD1/5) 2%
HBV IS Lz2 L2d D, ZON140H AN
FXYVTTHAILDPHEREEINTWEY, HiE
HALDOREIZF v ) T O A% 5T EAEREEFICD
R&7z0, FOBEBHFILE .

BREE S S, BEFL£OBEELIZKE L
2D ATENTE L. 1 DIFFEHFHES ¥
VT RLOFERITHY, b9 1 DIIBEERSE
ENLOBEEMILTH L. HBEORBIZLETLY
HMonTBY, TrUTroDEFEELICTLT

1) BMKREEFHNRLFEE R
Reactivation of hepatitis B and its prevention
Eiji TANAKAY

BFHEFEB STV, SHICH LEE,
Bl & )R —RICREIND L) Tk o iRE
THY, ThHTaaRiTwEL+o5Lidnz
v, HBV BEAEREE 2B T 5 BIEHALIZ de
novo BEIF#KEDFINTEY, BHELLRT
(BERLBNZ &0 D, ZOMKOMELAEA
nTwa?, ARTEBEFROBEE/LIZOW
T, ZOWBLHELLEICOVTRRE,
| BEMIEDFFEEE HBV cccDNA

HBV cccDNA (covalently closed circular DNA)
2 HBV OB ICBWTCEZORE L 255 TFTH
D, BEFXROBFEM(LEZX 5 LTHBROTEER
HRFTHAH?Y, HBVRA T LTy —%4
LTHFMBEAICBAT AL, TOBEEFTHEA
%4 T"EH O HBV DNA PZE&EHIBES
NceceDNA L R DBRICT—NVENRDL 0D
HBV cccDNA i HBV B#OFTRTORETH
D, TTHALEIR2RMORNANEE I NS
(Figure 1). 2.1 & 24kb @ mRNA 25 HBs #i

1) Department of Medicine, Shinshu University School of Medicine
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Figure 1. HBV cccDNA (covalently closed circular DNA) ##Eri & L7z A4 v A DFEH,

JF#IFEA HBV cccDNA D48

RELIGFTHBEINITL Vv,
RIS 7 — V2 1E5 (5~50 I ¥ — /#if3).
HBV HEHOEHETH 5.

HBV M OES N & HE3 5.

cccDNA | covalently closed circular DNA.

Table 1.

e 0 b b=

EOBERE NS, —F, 35kb ® mRNA & 5 i
HBc LB, p22cr #L/R, HBe iR VSHR S b
L E iz, Z®35kb ®RNA H &S pregenomic
RNA & 7% 5. HBe HURIEAWER & LTlFIC
SWEN, p22cr MEIZBEET 2 H2 e Zeh
F#/E5. HBc PuEIE pregenomic RNA & —#&
WKX7 VA Ty FRBRT 5. RSNz X
7 U4 ¥ % 7Y KO pregenomic RNA & DNA
CHEESh, & 5ICAEE 2 RHO DNA EIR
Fenb ZOHEENZTTTSLE HBsHE%R
SEURE_ERO L v RuU—TEPR)EET A
WARTF & UCHMD o MA~pi S 5.
Table 112 HBV cccDNA D45 % B8 L 7.

HBV cccDNA 3FEEICRE L7249F T DNAase
UL DBEEI NI, HBY 2555 &
1AM Y 72 5~50 2 ¥ — DA T — IVAEDS
na. 7, HBVEEOBETHY, Ihdrd

@)

NIEHBV DR EZE T EEH I LHFTRETD
5. &51Z, cccDNA &1 HBV OIFEN4: & +HE
THIENHOLONTVWAY, ZhosBWE»D,
HELD2 { 72 5T H HBV & cccDNA O THH
FaM I REIHERRGE L, SREHHICE b 2w
ZZh b HBV OBBEISERENLLY.

HBV ¥ v V) 7 O BARZEEIL, REEEM, HBe
PURRGTE T 7 BB M, FEEEIES v
V7, BEEM G EORMICaEI NG, Zo
T, FEHEF ) THTIIHBV T 4EE
DOREVPEMIZAR ) HBV OBEBIIKE KT T
%, &5, —E T HBs HLE T T MMt
LEERE 2%, o oRTIIFRIEHEEL
FRERDETTLOTFRIZEWY. LaL,
TBEORIEEIMT O LOFRERTHH ENE &, I
HMBOBPN O HBV  cccDNA 225 & LT HBV
DOBEPEMRL L BRFLAPBERT 5. HBV O
BEERGTHORMRT, FERITHDD FRERENIC
HBV cccDNA 23 REEYE L T 5 O THRIEHH
12L& 0 BRIFESEEELT .

I BEMEOSHEM

B BIF REEHAL RO L £13, ZORED
—RTR\WI &R T 5 BB R IIHIZE D
ZIEICbbRIlhs. T9, REMGEREO
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Table 2. BRFFAFEMEIL L BET 2 REMBIRE L T 0K

ST IH BR e

FyaanFal ¥ % OBERPEE L, EHEENEY. HBV BERM 2 FERLEE
feMAd 5.

[le=2-2 %L OBEHTITbh, FHEEORVERETHS.

DIVE Aol KELMALERE T HER I EHETH 5.

TNFo FEHE B, BREESEL 2, BEERLIREINZ LI TR 7
aanFal FeofRrEL, REICERShZERIZS 5.

& MR R FIEE LM OEAR R BB 5. BHICREMTIZT ) BEXD S,

Frigin F+—n HBV AEEE 2 5. EHICRENRHZT I LESHS.

HLviaik MEL 22 H L VBRRESSBEZ L Z & TSRS,

HBV OBRGIRE T, FEEFr V7, FEED
Hxy )7, BERE (EEHE OBaIls)T
EZHLENSD. BEHLEREINS OIEE
BMXy ) 7T EBERROBEOATH LY, 1
BIEF v U 7 ICBWT L REIRG 25 EFE
B BIEEMEE A0 T, BHIEHALE FARIZ
LhDOWNEFVETHL. T/, HEREEIX
HBV 3% ) 7 23R oN TR, K
WCHETERIRIETS.

E2DHERITE b o WLEHRE LB IGIRGE
HERILL, SHILYVEECE->TWSD. BE
FROBEEICOEE LERECHERIZIVE
ZAHDT, WEHEFNEFNICOWTHRET HLE
MHD. BEFEOEEEIL & BE T 5 REIH
WL 08 % Table2 12 L7z

FhaanFad FicksBREFEOBERE
Lo T L VAL TE Y, EEIBRE
EhTwi ZOEPOKHIE, ZL{0BEBT
ERLZOFEREELEVETHS. T2, HBV
BEFOSERICRIVaaLFaf FESHE
FEBHFFEETHIEABHE IR TR, 7
aaNFaL FeERE5TsEHBERNICHB T
FaNFaL FERESBEARBEHL, IO%E
fk& HBV BEFORZEHERIHEETHI LK
I Y HBV 0BEIER LSRG 0L )T
FhaanFa4 Fiz HBV SEENICFOEHEE
EHALT 20T, ZOFEHEILRVHETHIHE
BEVLETHS.

FEVYF T THERY) v NER EOEET

3

IS HAWLNRB LS IR, BFOFRELL
BLTHEEEILOBRESHOPICEL kol
TNFe¢ (tumor necrosis factor o) FHERILIEM
i) o~ FRru— VKR ETRALERS
haXrHiciky, BRPMEHACL S BEFEAFERE
HiEoBREIFEBHEINTHS. BEZE &K
12, BOCTERORENR 2 LELETS-DB
R RBEEE bofBREIES 2. ZOFT,
& 1 AR AR I S T R O AR R DB T
5720, HBV OBERENHTH5 NI 0EELR
DA ENH L. FBEICOWTE, FF-0
HBV BSEEE 45720, BEORENINER
B CHFITE R WIERENSS.
N FEFEMES v U TICET 2EEHE

HBV % 1) 7% 85~90% IXHARBATY A IV
ADBFEAMET LIEFHET YY) 7L %5, 3HE
Bt v ) 7 CRFLERIZVOTEENIZIIRE
L7iREE 25, UL, EHEEEFY Y 70k
ThH, {bFEEELRENMFELERATL &I

X)) HBV 2§ A R EARREAMET U HHDS

BIAY ZOFEWMERET A ODOT—H—
YLCIMAHEBY DNARBOHENFATH
. —fglc, FEEBMEF v Y 7 T3t o HBY
DNA ¥ 40log copy/ml RIHEIE LT 5.
L2 L, RENIF SHh 2 L DNA & 40log
copy/miBL Lz #m L, L& L iE70~80lg
copy/ml T3 h U LB A NVAEL 2 5.
% A N R DRFEAEE AN T2 o 72 IR EEC IR
RALERERTFIETAE, AT THHIINT
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BB
¥

AAHLRTRESHE F107T% £95

BRIET

HBV DNAE
(log copy/m/)

<40

{LEEE &
S ilH &

AR T H®ONA

> 4.0

—-

—

BEIVERA AU

F R AR

12h8 Kin
128R KL

=
=

ERT BT IO E
S2TOV or (TFILZTDY)
IVTFHEN or TTIHE L

Figure 2. FEFEBMF v 72 Bit 5 BREFLAFERILONE UK 18 2 HHE).

W RIESHEE L A Vv ABRRUS,
bLFEOBIEHLSBZ 5. BEMMLELAZB
RIF X BaE(L - BUEfL LBFEMICR B b X
NTREW. 2020, 1) 7 TEREES
REWHEZHEAT 25 5RFERIIN T 5E
EXLETHY, RETIBR7Fur/EiCLs
FHPBEERICITORA L) T ho T b,

B BB BN LB X HBV OREIRE L
RENHOBRECLVELZS. HBVF Y UT T
i, REMHOREIS LB TH 20~50%
CHER B ), ENHRMRBECHBHET
150% # B2 AEEEASBI ) IS ERE
PR, EREEOCEREICE bR B
OFEIZIZER) 23 E, B FRETHE,
fifg, BEREOMELNH LD, HEFSVOI
EW) ORNELAETHD. BERL L OREN
RlgEICE i) BiEEbcEATa4 Ficks
b DAEV, BiiE TNFo BHEE L &4 FE
BERIC X 2 BEMLOBES ML TV B,

IV JEEEMER v ) TICH T 2 EEREENE

7 A A FEFEH 2007 EICREL - BEE
BREOT A K54 v odic, bR - fREN
B e b4 ) BEFRFER LI RID 2
(Figure 2)®. xt5& LCIIBEET Fus/Eo¥F

@

Bitx 50 %A TH Y, L¥EHE - REIHRER
A WIS ERBT S, BERT o Rt
ik - SENIRIRE T R L TR T B LB
HY, BEIMKRTLTLT CEpiE L,
IR ERBRI O VA VARBICE DR 5T
By, M4 HBV DNA E75%40log copy/ml ELF
ThuIbERE - fEARERTHRE6 AT
BEB7FarsELPIETS. —F, VANVAEDR
40log copy/ml Bl ETHNITEE 8% B BIIF#
DEBICE L THBELRRET HLELRH L. FH
Ey3, FHESHBS12TALALETH SR
ARSI ITUVVEREFAVETV Y (HET
BZHRA) 25, Ao I12HALLEETF
WIS NBHEEHERITBRA LIS WY FAE
WERRTF7+ENVEBHERESATRS. HET
OBEBHFREEDOT L FS34 TR VT
HENPERIRTH Y, BEEIEOTFRIZOW
THZ U FHENPRIRShBHENEICHE. 4>
y—7 20 VIXFHAFOBIERRS 5 DFH

Lz,

Hsu 5Pz ERYF ) v NBEOBRER IR E
LT, SI7V 2 FHMCHERALEBEERE
SIEBROWBRICHER L2 5E2 000 & I HBRRE
Lz, SOHRE 737V 0FHRSIEBR
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FROBEHCOFESLEEE 2 BERICET SE
5Zk&#HE L7 Saab 53 Decision Analysis
Model Z VT, HBV £x U 70EWRY ¥/ E
DBZIHLTIITI Y EFHRICHNIRSES
CEREBHESRENEVIEEHRELL 56
12, FIVVUVIREBCRERBICLAETHED
BATHZERETFHENRTHE, Zhid, 737
VrHE5IZI ) BEFROBEMRLEBIOR
i, FEBEELR &OREIC X 2 RREMED
HAZVWRDEELLRTYS, 20X,
HBV & ¥ ) 7B 5 B btk & L OBk
TFarEOFHRSIEHATHY, ThODRK
BEEITHEMNETOEN, FHREOHBEL,
ILERERTH 2 AT TTERTSTHY, #
A6 7 HETORSHHEE SN TV A,
V Denovo B BIfF#

HBs iR &M T HBc ik and/or HBs $4E&H
¥, Thobb HBV OBARREEIEAROAD
D15 EEDS. DNt BERERRBICZS
L HBV REESLERIHBR I TR EE L
bhTwiz, LaL, #0HOKET, HBVE
{Z2FH cccDNA O THPIIEFL TV AN
WTHBLTWAEZEPHL ML o7, HBV
CRETHE, FRERNLBRBEICT EREY
ANVABEMRRERGSBZ 5. ok, Mk
REEN TR (CTL) 2 X 2MBREREN YA
VABRICEE R FEE R LTWwAY. ZoOM
Jat R s i B AR RS, FRMTRRY
5. Zhid, FHIBBATREEDHETAVAD
EAPRERELTVAIEZRTH, CTLOG
XD IHFADOD 4 VAORBEED TLEICH
Z5bNhTWw3h, I HBs PuE e CREA R
EENDGEORPERETH S,

BEOREBEIETL, HEMCTLA VAV
ADWHEE I Pu—LTERWREICEZ L
HBV OWEREMFBEAIC LY BEFEFSBRT 2.
= OIKEED de novo BRIFRTH 5. {LFEEER
@ de novo BEIFLOHEIZ 1975 FED Wands
LRI AbONBEHEREbNSE. LHL, £20
W HBV O REEICE T2 AM#&KICZL L,
FOBMEMNERIIFHETH - 7. 1991 4, Lok

1421

LRRMELEFEEZIT B Y ERE IOV
TBEFROBER LM S ICALLL. 2
OfE, HBV ¥4 7 TOHRBEMIIEEET
Ho727%5, de novo BEFFRORIER 2% BREL
FhThasrI EFHELL. ZhiTx L, MEE
Blol b wWHABEEHBHEZ BT LES TR
de nove BEFRDFEZ 14~50% & HEME
RTHHIEPMEINTVES, COWMEDHEE
DEE, BEL L RENHORESEMBIE TR
BEOFEELYIBVADLEEZONS.
1998 4, Uemoto 5?3 AEEIFRAEES BT
% de novo BEIFFREZKETL, FF—3"HBV®
B 0B54E, BHi% 4% (15/16) DLV E
LY M2 denovo BRUFFREAREL 22 & 2 HE
L7, 8612, COMETEIFF—FOHBV &
Ly ¥y o458 S HBY OEERT]A
—RTAHIEEHEL, LYEILY POHBV
Fr—HRTHEILEHBALL 08k HE
%D de novo BEFAICETAHENRS
BE® ZOREBEFIEDILUTOLICE
5. RERPRBEEZELIESLTEALTHS
Thh, FREZ12HA LR, FF—»EHE
RYEZEDOBEORRERIE L, 33~9%6% L #HiE
EhTwsd, FFRZBETSE HBV 3ERIIH
BT 5. FROEERIERMICEIREL
B FEEE#ETHS. LY EL Y A HBs
WAEBETHBEEKRELT S L L, HBIG
(hepatitis B immunoglobulin) £ 72X HB 7 7 F ¥~
T HBs Hifkfliz# Ao Z &2 X D FRHREETH 5.
4, de novo BRUFRPHFIEDEMRZTT
HLMBEOEMEOBTCHER*BUTELLHIC
ol FOEBE, BYHY Y REOBEERICK
CDHMETHAYVF I THHERENSL LD
W ollzdThs, VI I TOMBTES
VY SEOEBRBREEIKE CHE LA BERF
RBEELOEEIE ko YV FIRTD
fEFIZ X - T de novo B BUF 4% FHE L 7B A%
2001 4E1Z Dervite 512 & D #1H THRE S i,
$%bbH, HBsHERY, HBsHiikBHEOBHE
YV F T TEELERERTHRIC HBs B
JF& HBV DNA #EMe %z BERFEEB2

— 891 —



1422

LTRELAEWHERATHE. Z0HDYVF
V7 L B L7 de novo B BIFF KB Ases
SNEHZED.

F#EO Hui 513, B v BEOHEE 2
72 244 &% HRIZHIH X 25k — b C de novo BH
% BEFFEOREEBITENLLOfERE
FhrmaELl HooWMETIZ2446 8K
(33%) Tde novo BEIFFRZRIELTHEY, £
ORI FITHERAEETREL 1 fIA%ET L 72,
De novo B EIFRBEVBRATFRII Y F <7
Ex7a4 FOPFHTHo72. 51, de novo
B EIFROBIEIRERAEL5IEBITH—D
EREFTHo7z. FHD Yeo 593 104 BINE
¥ v S JEER & R 1C de novo B BIFFRORIE
##eEt U7z, HBs JURBY T HBe SRR DB
AREEF14BIRBHDY, ZDO6HFR-
CHOP #iEk % %\ F7: 21 BTk 441 (24%) Tde
novo BEUFAZFEL-OIN L, CHOP &
#3472 25 BTG de novo B BIFRORLEIZ L
otz P=0015). TREDEERLSG, YV F
2= 7 ORHANAEEI de novo B RIFFRDOFRFEIC
HELTWAILRBELHTHA.

WAE, HIMLFE % & OERICE R RBEA
CHAwWLRZ XA, ZhICED %I de
novo BEFEOHELHE TWE™ FHEH
MR TORIE, By v /% E o R-CHOP
B L BT 5 L de novo B BT ROFBERAS
BVEBINS W ETHAB. TabbH, R-CHOP
EERITRETCIVAE @#HE~9IFH) T
O L, BEHEMBBEZIIPRETION
B (8 3~25 # A) L RWEICH 5. Zhid,
FHHMREE CII R CRENRELERAT S
ZLEDNELRERELEZOND.

AV TFITTRIIAINETNLZED
TNFo FREHR I, £, BHIY TR 0—
VIHEOBBRIZELBEVWLNRDL X o2
TNFo FHE#% $ HBV Ol 2 HHELT 5 2 L aF
MHNTHY, HEEHEX ) 720 0BERL
{2 Z de novo B BT D A S 1597,
B LTz, WESRLS, AEIIMA 7 vaa
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