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N=679 N=2,141 P
B 76 % 75% ns
WP AL ER (RR) 42.0+12.0 38.0+12.2 <0.001
BB (4) 45+23 7.7+59 <0.001
HA L FERE ‘
TVT Iy (gd) 5.0+ 0.5 50+5.9 ns
AST 70+ 84 55+ 78 <0.001
ALT 117 +£129 91 + 54 <0.001
[/ 163 +5.1 17.6 + 6.0 <0.001
Jiaeikid
Grade A0 14 82 0.003
Al 197 639
A2 299 993
A3 147 393
Stage FO 13 48 0.307
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F3 181 491
F4 72 333
HBV<=—%—
HBeAg (%) 65.2 52.1 <0.001
HBYV genotype A 5 11 ns
B 22 27
C 261 244
O 2 2

5. Cox NG — KEFIVIC & 2 RIEBEFTMRE
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ICEDRL-orH2TChE. HEELS > TH
B ORBIEG S Twv % (Log Rank test
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ECIFMMERERIL0IUNETH B, I
EEH T 6IFEDOBETLIB/ NETDH -
7z.
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1
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7.18 (4.83~10.65) <0.001
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1
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1
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1) Janssen HLA et al : Pegylated interferon alfa-2b
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2) Lau GKK et al : Peginterferon alfa-2a, lamivudine,
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1. BREIRIC L BCRIFFRIC 5 1 BFF BT B

WA OERE ES MR e

FU®IC

DOHPECBWTFEICLZRTERIEW L TB
N, EOHBENI CRIIF I & 5 % % A%
IZRAET S, FHERL RS 3720 3BTRS
OFBE~NDERTHH T EBHETHD,
FDZDITIZCRFRY 4 WA (HCV) OB %
BETLEN S SH. HCVHERICIZRER ORIE
BEETH AL, FEICBWCEIRME (DC) #
X077 =Y e BT, REH
R DIHEHALRCHERERE 24T 2 & T, YAV A
WY HMHB L CEEREICEOREHET>Tw
5. R TIE CRIAF 1281 5 DCHRE 0 3740
&DC ’a‘:ﬁiwtﬂ?’%ﬁ?%’\@%ﬂ%b:owfﬁ\&
72us,

I. CRIF#ICHT 5 DCHBRE

DC i3 A2 BV TR b M) 2 BRI T
HY, F4—7THIEAHETE 28— OMBT
H%5. DCIEAEKAORIEIL L » TEFDHL - &K
BENRL L. BEA LA ICE B X7 DC
BISRAALIE, AR OB ICE AL, A
VA, MBI ORI A $2DCI, SME
B TRV RD. FORE, EHL7DCIE
TR VoS REE) L £ 2 C TN, NKHEN,
NKT#IfL 7% & OGS M & OAFEEM Iz X

*RRKRER LR EF A AR L3P A2

DRBICELFETHEEZLOATWS. B}
DCTE#DRMIZL Y 3 211 FDC (Myeloid
DC; MDC) & 75 X<+ 4 + 4 F DC (Plasma-
cytoid DC; PDC) Y 7 H v MBI 5B .
MDCIZLPS® CD40 ") # > N2 X 2l % 51)
LHELIL-I2RTNF-a 2 EDH A4 VAL V2 EE
L, PDClH YA NVABRBRIIELEED IR A
=7z (IFN) 2 EE&ET L. bhbhIiZCE
BUFREMMEERSSFELDCE, 7aT
MR e R IL-12 BE A BEDSIR B YL E 1T e TR
TLTWAZ EFEIZERELTWAY,

LA L, RFEMEERD S invitro CEEL7-DC
IZ X BT CII CRIFFRIC B 5 EBOEKDIR
MERMLTWAEDOPEVH)BEEBELLE &
5, RAEMAFIZHFET 5 MDC, PDC % B4 #
LSBT 21T o722, TR+ ODCY 7
oy POBHE -BEeRE L. KR EEEKO B
C Lineage ¥ — # — (CD3, CD14, CD16, CD19,
CD20, CD56) #5f& ¢ HLA-DR B 14 D #ila % DC
&L, E5i2CDllc & CD123 D HEMTMDC &
PDCZ[FE L7:. KMEBEKTCOEED L&
DCH 7ty I Ofxttha a8 L, HCVESRFFL
FERRBAE L T L/, $/-HCVERYEE & ALT
IEHEFx) 78 (ASCHE) L ALTEE %19 ITK
B (CHB) Lo ches Lz (K1), DCHEEL,
MDC, PDC\V ' b CHEE Cid IR L D IET
LTw/zhs, ASCRELFEREB LA Th o/,
F72, MDCH 5 DIL-12EERE, PDCHHD
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Total DC MDC(DC1) PDC(DC2)
30 —_— 14 —_
’;:z 25 . 12 ; 2 6 .
S * ERLE I : 3
=5 IR Y I L B
g — :
= T3+ g8 F o 8 | &+
&0 S S I N a2 T2 S
ﬁ 5 .! ! i 2 § ; -! ° t
. ° ! ° 8 M ‘;g!-
0 ° X
NV ASC CH NV ASC CH NV ASC CH

*:p < 0.01, NV: normal volunteer ASC: Asymptomatic carrier CH: chronic hepatitis

E1 CREMFREZICBIIADCE

MDC :|.
0 400 800 1,200 1,600 2,000
IL-12 p70 (pg/mi)
NV
PDC *
CH
0 1,000 2,000 3,000 4,000 5,000
IFN-a (pg/m!)

*:p < 0.05, NV: normal volunteer CH: chronic hepatitis
B2 DCH 7ty bDFA MAA EEROLE

IFN- o BEAERE R BT B &, WIR b IR geREC
He# L CCHECIET LT (K2). HCV O
BB HCVERNCTLOFESULETH S
A, CTLOFE B T AEORERENIEE
ThHHrILFHELPIIE 5 Twh, MDCE 4
— 7 CDATHIfL % XEEL, 20HBOTHEEDY
AMIAVEEREBETAL, FREZO
MDCIZIEN-y % 4T 5 Th1MI 258 FEL
7=ox L, CRIF#REEOMDC I Thl FiERe
WIHBMPEICHRELIETFTLTNA, —F,
PDC &+ A4 —7CDATHila 2 kKEE Y H L, CH
WF R B E PDCILFERGEE DCI B L TIL-10
AMINL%E % HET A LWL, CH
FFREZETICTLFEI S RIZL, 2ol
PHCVERBEORFO—HTHLLEZLN

o, SBDCH Ty POBEEE S SITHETL,
CEIFF £ EE DC OREEIKT, IFN- a ~D itk
DETOAA XL EHLMITHZET, DC

RER L L7 CEUFA T B B gIE AT BRI

RBLEEZTVAD,

I. CRF£ICHT 3 NK#l &
NK#ifa L & 7 % —OEH

NK#fE b &b & b5 A7 4 — A L4
X A IR RN L MR EEEE b L IERS
N-HRERTH L. NKIIIZ X 5 Mok Sk
FIZD2WTIEIMHC class I BEEZIETH 23K
BLEMBAEET S LW EEITMOLNL T
7o, FOSTHECHE L CIOEENKHICRE
LTWaIEML 7y —Ed k4 CRIES R,
IR G AEEMAICHERMICER L Twb MHC
class I #BT A2 LItk ), —fFICNKIEHEIX
i S h T a5, EFEMO X 5 1 MHC class
[ OFEBRIMET LR TE, 20 RS
AR EET A RTEZLZ LN TWA, KIR®
CD94/NKG2A i, ¥ MBI HAER 2 MEIH
LEe7 5 —Tdhb, EHIZLHEEICL > TNK
MBIV & 75 — NKG2D D FEHB &
P o7 (M3). NKG2D iHE T~ THONKHM
JBICRBBELTWwAEZIEE, FOY TV FH
MICA/BTH 5 Z EFES /- Z & CHIER
ENTwas, MICAB X UTMICBIZ & b 1243 kDa
DERT, MK EICRBAT S VX0 ETH
% . MICA/BZiHALE LR a2 — & o MR A fa

—223-



168 v > ary3@REDOTFH

HLA-B HLA-C HLA E

KIR3DL1
KIR3DL2 KIR2DL1  CD94/NKG2A

(L1~ 4) ’ .

MICA/B (MHC Class i-Related
\1, Chain A and B)

NKG2D

I

-

ITIM
E ITIM
ITl

SHP-

l

DAP10

Y xxM [
Y xxM ——

x
@
a

!

AR T

J

B3 NKAMFROEHEA H =X A

NK#RAZ
100+ p<0.01
s
~ (-]
w0
@ 75
2 H
é 50
@ o
s * ®
0 i

N-DC = HCV-DC

N-DC: DC derived from normal volunteer
HCV-DC: DC derived from patients infected
with Hepatitis C virus

4 HCVERF BT 5 IFN o« RIEESE IO
MICA/B D53

THRVCEHESHBICREHLTBL Y, 2L
A% Z AR N5 v AT 5 — 4 L7 PR
TREHPFEENLEEZ LN TV

bivbhi iCﬂﬂ?xm%‘ﬁUfﬁ[ﬁuiﬁﬂil h DC
% FE L, IFN- o T24M:EH 8%, DC Lo
MICA/B DI % ffHT L7239 (H4). CEIFFABEE
DC EOMICA/BDFHIZ, BEZDCIZHTH

BT LCwiz, IFN-« ##DC & NK#ila %
mﬁﬁﬂ BEOOLIZ, NKIEEHZ BT &
BHEEDODC TIENKFEA N 555, HCVE
FEDCTUEHNKFEUIELBDOON P22

IL-15R«

N, £

IFN ot/ BRY NKG2D

MICA/B @

5 IFNIZ X 5 MICA/BEHIZEIT A IL-15 D%E

DS, CRIFFAS %DCL@MENB@“%&
TAZNICERTAEEEEZHSHICLE. D

%%uﬁ&@%4bﬁ4yuiofﬂﬁénfw
5. DCIZBITHMICA/BORBRFEL % L DY
A ML HCTHRE LS, BEBICBWT
WIFN- o/ g B IL-15 IR O 230 6 h
720 LA LZ&hsS HCV e DC Tid T #IFN #
WM TIIMICA/BORIRIZFHE S Nz » 71205,
IL-15 CIERBFEI R, IRIFNOTFHED
TN E L TIL-IS REE &S % £7- LTw
bl EMOLMILA(KE). —F, CEIFXRE
HENKHMRCBIFANKMBL L7y —DRED
T A AT 2729, KIR 7 7 3 ) — @ KIR2DL1/DS1,
KIR2DL2.3/2DS2, KIR2DS4, KIR3DL1W$"#d
REZELOFEEZL T Do/, ThILY
TFEATOHEINEL 2T Y —TdH D CDM B
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L U'NKG2A 1 CRIFF KB E NK Al 2
BHEITELTYA, ALY F v 4 708
it L &7 % — NKG2D BN CHIRICET T
BDihot, CRFAERE, BEEIIBYLITH
x5 2 NKA R R MEE O MEEI
CD94/NKG2A It L £ 75 — SRkl %
B s d A2z, NKHIR & AR o Jhht
K PINKG2AHiR 2L, NKIE®EZ®ETL
7o, CEIFFZCEE NKMIMIE, % ENKMEC
RUT, FEMmi s 5 MiEEREI Ry o
Hip 6§, HEEEPOIL-10 % TGF- g DEAESH
BR LTz, Zh G IEHNKG2A B DHIIC
Yo TREANKMBEDENL T o722 d
5, CEIFF4TIZCDI4/NKGZARHITEIZ LD,
YA PRI % R0 L, NKHIlREEEHE
DET, IHEIMESYA M4 v OEETESERT
B EEHELMILL.

. CRFRICHEITBIRBERY bT—7

DCREELST - LEMBICRERT S
MICA/B{ZNKG2D ¥ 4 L CNK#IfE & % i
NKT 4l % &1L+ 5. $7:, MICA/BILCD8M
M THR I L CRIRBEEY 5 5. DCB XU
—8o LR MRz ) CBRLTWS
CDI1d I NKTHifg % {543 5. NKTHROHE
ML, B A D = X LIAHETH B HNKH
faoiEm{b+FHETS. 20X ) %DC, NKTH
fa, NK#FaoiFmibidzngo THOEE T
CHEYEZ L. (EREGRBEICEDORBICE L
T, %ﬁﬁ?m%'iaﬁﬁmﬁﬁ&%ﬁ%¢
DB SR TELY, EEREOWRS &
TMHMA7/ZQE@%fﬁ§VAhiD,i
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Influence of hepatitis B virus genotypes on the response
to antiviral therapies

Norio Akuta*® and Hiromitsu Kumada

Department of Gastroenterology, Toranomon Hospital, 2-2-2 Toranomon, Minato-ku, Tokyo, 105-0001, Japan

Hepatitis B virus (HBV) has been classified into eight genotypes (A-H) based on genome sequence
divergence. Genotypes of HBV have distinct geographical distributions, and two genotypes account
for most HBV worldwide. Hepatitis B e antigen expression lasts longer and liver disease is more severe
with graver outcomes in carriers of genotype C than B in Asia. Accumulating lines of evidence indicate
a better response to interferon and lamivudine in patienis with chronic hepatitis B who are infected
with genotype B rather than C. The therapeutic response may differ, however, in patients infected with
HBYV of the same genotype. For example, the response to lamivudine is poorer in patients infected with
subtype Ba, which contains a recombination with genotype C, than in those with subtype Bj without
such a recombination. Influence of genotypes on therapeutic response needs to be examined in
patients infected with the other genotypes, particularly in those with genotype A or D infection.

Keywords: chronic hepatitis, genotypes, hepatitis B e antigen, hepatitis B virus, interferon, lamivudine

Introduction

Worldwide, 350 million people are estimated to be persistently
infected with hepatitis B virus (HBV),l and three-quarters of
these people reside in Asia. The morbidity and mortality of per-
sistent HBV infection are a major public health concern. More
than one million deaths every year are due to end-stage HBV
liver disease, such as decompensated liver cirrhosis and hepato-
cellular carcinoma (HCC). The carrier state of HBV is estab-
lished mainly through mother-to-baby infection in Japan, where
the prevalence of hepatitis B surface antigen carriage (HBsAg)
in the general population used to be less than 2%, while horizon-
tal transmission during infancy plays an additional role in the
other countries in Asia and accounts for most persistent infec-
tions in Africa where HBsAg prevailed in >8% of the general
population during the past. Although much less efficient, hori-
zontal transmission can lead to persistent HBV infection in Wes-
tern countries through sexual contact and illicit intravenous drug
use. Individuals with persistent HBV infection need to be ident-
ified early and receive efficient antiviral therapy in order to
prevent the development of serious liver disease.

Genotypes of HBV

The response to antiviral therapy in HBV infection is influenced
by many host and viral factors. Recently, HBV genotypes have
attracted increasing attention since they influence the activity

and outcome of HBV-associated chronic liver disease, as well as
the response to antiviral therapies. In 1988, four genotypes of
HBV (A-D) were proposed based on sequence divergence
of >8% in the entire HBV genome, which consists of approxi-
mately 3200 base pairs.” Later, an additional four genotypes
(E-H) were identified by the same criteria.”> HBV genotypes
have distinct geographical distributions,® and the full picture
awaits further epidemiological surveys in many as yet unexa-
mined countries. Overall, genotype A prevails in Northwest
Europe, sub-Saharan Africa, India and the United States, B and
C are frequent in Southeast Asia, Japan and Oceania, and D is
common in the Mediterranean countries. Genotype E is restricted
to Africa, and F is found mainly in Central and South America.
The distribution of genotypes G and H is yet to be determined.
Since persistent HBV infection is frequent in Asia, genotypes B
and C prevailing there have been studied most extensively with
their clinical and therapeutic differences unfolding rapidly.
Differences between genotypes A and D prevailing in Western
countries, India and the United States, also, are increasingly
coming to the fore.

Clinical manifestations of persistent HBV infection
with distinct genotypes

Prospective, case-controlled and cross-sectional studies predomi-
nantly but not entirely indicate that the severity and outcome of
chronic hepatitis B are more serious in patients infected with
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genotype C compared with B.”"" Liver cirrhosis and HCC are
more frequent in carriers of genotype C than B."1 Very
recently, chronic liver disease was detected more frequently in
Japanese individuals infected with genotype C than D [221/350
(63%) compared with 6/38 (16%), P <0.001]."

The synthesis of hepatitis B e antigen (HBeAg) is regulated
at both translational and transcriptional levels.” Mutations to
create stop codons in the precore region, typified by the G-to-A
mutation at nucleotide (nt) 1896 (G1896A), shut down the
translation of HBeAg completely. The double mutation in the
core promoter, A-to-T at nt 1762 and G-to-A at nt 1764
(A1762T/G1764A), interferes with the proper transcription
of HBeAg precursor, thereby downregulating the synthesis of
HBeAg. The precore stop codon mutation (G1896A) is detected
more frequently in persons infected with genotype B than C,; it is
inhibited in those with genotype A, because it destabilizes the e
encapsidation signal.'® In remarkable contrast, the core promoter
double mutation (A1762T/G1764A) is more common in those
with genotype C than B. Overall, the ramifications of this are
that the seroconversion to the loss of HBeAg takes longer in
individuals infected with genotype C than B, and is accompanied
by the development of severe liver disease.

Sugauchi et al."" reported two subtypes of genotype B, one of
which possesses a recombination with genotype C over the pre-
core region plus core gene (subtype Ba) while the other does not
(subtype Bj). The distribution of subtype Bj is restricted to Japan
(hence the )’ for Japan), in contrast to subtype Ba found in all
Asian countries other than Japan (‘a’ for Asia, therefore). Since
HBeAg and the double mutation in the core promoter
(A1762T/G1764A) are significantly more frequent in carriers of
subtype Ba than Bj,18 subtypes of genotype B may influence the
clinical outcome and the response to antiviral therapies for
chronic hepatitis B.

To a lesser extent, clinical differences between genotype A
and D infections have been reported from Europe, where these
genotypes are frequent. HBV infection is contracted in
adulthood in these countries, principally through sexual contacts
and illicit drug use, and HBV infection is more likely to persist in
persons infected with genotype A rather than D or the other
genotypes.19 These findings stand at variance with those of
Sanchez-Tapias et al® who found sustained biochemical
remission and clearance of HBV DNA to be more frequent in
infection with genotype A than genotype D (log-rank, 14.2,
P=0.002) or genotype F (log-rank, 4.2, P=0.03); the rate of
HBsAg clearance was also found to be higher in genotype A
compared with D infection (log-rank, 4.06, P=0.03). Likewise
in a comparison between 60 and 63 patients in India infected
with HBV genotype A or D, respectively, genotype D was
significantly associated with severe liver disease (61% compared
with 30%, P <0.05) and tended to be more frequent in those with
HCC below 40 years of age (63% compared with 44%,
P=0.06).>" Clinical differences amongst HBV genotypes mani-
fest themselves in the distribution of acute and chronic liver dis-
ease in those who visit hospitals. In our Toranomon Hospital
in metropolitan Tokyo, 57 adult patients with acute hepatitis B
and 1077 with chronic hepatitis B were admitted during the
same period.”? The distribution of genotypes were: genotype A
(acute, 22.8% versus chronic, 1.9%; P <0.00001); B (14.0% ver-
sus 9.4%); C (43.9% versus 87.7%, P=0.004); D (1.8% versus
02%); F (1.8% versus 0.2%); and untypeable (15.8% versus
0.6%, P=0.001).

Influence of HBV genotype on the response to
antiviral therapy

Until lamivudine was developed for clinical use, interferon had
remained the sole practical antiviral for chronic hepatitis B, ever
since initial clinical trials by Hoofnagle and colleagues™?* in the
mid-1980s. The response to interferon, judged by the loss of
HBeAg from serum, is achieved in at most 20% of treated
patients.”> Moreover, Asian patients who have acquired the HBV
carrier state at birth or in early infancy respond to interferon
more poorly than Caucasian patients who contracted it in adult-
hood.?® To make matters even worse, patients with chronic hepa-
titis B positive for anti-HBe antibodies are much less responsive
to interferon than those with serum HBeAg.”” Limited experi-
ence indicates that HBV genotypes make a difference in the
response to interferon in patients with chronic hepatitis B.

Zhang et al. compared the response between 10 patients with
genotype A infection and 21 patients with genotype D or E
infection.”® Since all patients they studied were positive for anti-
HBe antibodies, the negative influence of genotype A on sero-
conversion to anti-HBe was excluded. They found the response
to interferon was higher in patients infected with genotype A
compared with D or E (70% versus 40%, P:O.OOl)‘28 Likewise,
Kao et al” reported the response to interferon to be higher in
patients infected with genotype B rather than C [13/32 (41%)
versus 4/26 (15%), P=0.045]. More recently, Wai e al.” com-
pared the response between patients randomized to interferon or
placebo. They found the response was better in patients with
genotype B than C infection who were allocated to interferon
treatment [12/31 (39%) versus 7/42 (17%), P=0.034]; the
response rate did not differ in those who received placebo.

Lamivudine [(-)-B-L-2',3'-dideoxy-3'-thiacytidine] is a nucle-
oside analogue with a potent antiviral activity. Since its approval
in 1998, lamivudine has gained wide popularity for the treatment
of chronic hepatitis B due to high a efficacy with minimal unto-
ward effects.”’ > We believe in continued lamivudine treatment
for. patients with or without serum HBeAg,*** and have accu-
mulated experience with 286 patients including seven who have
received lamivudine for 7 years or 10nger.40 HBV genotype also
makes a difference in the response to lamivudine in patients
with chronic hepatitis B. Among the 16 patients who had
received lamivudine for 3 years or longer, the virological
response with the loss of HBV DNA detectable by non-amplified
method was achieved in two of the three (67%) patients infected
with genotype B and in seven of the 13 (54%) patients infected
with genotype C.

Kao et al."! reported on the response to lamivudine in patients
treated for 6—30 months infected with genotype B compared
with C [3/13 (23%) versus 2/18 (11%), no significant differ-
ences]. They found resistance to lamivudine in two (15%)
patients with genotype B and in four (22%) with genotype
C. Chien et al.* reported that the sustained response to lamivu-
dine was much higher in patients infected with genotype B
compared with genotype C [38/62 (61%) versus 5/20 (20%),
P=0.009]. We monitored 213 patients on continued lamivudine
treatment for drug-resistant HBV variants for mutations in the
tyrosine-methionine-aspartate-aspartate (YMDD) motif in the
viral DNA polymerase/reverse transcriptase.”” The emergence of
YMDD mutants was no different amongst patients infected with
genotype A, B or C. However, YMDD mutants developed sig-
nificantly more frequently in patients infected with subtype Ba
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than Bj during 2 years on lamivudine [3/4 (75%) versus 1/14
(7%), P<0.05]. Severe acute exacerbation of hepatitis occurred
in four of the 185 (2%) patients with genotype C along with the
emergence of YMDD mutants, but in none of the 28 patients
with the other genotypes. In patients with chronic hepatitis B in
Germany, risk of lamivudine resistance was significantly higher
in carriers of HBsAg of serotype adw than ayw [7/13 (54%)
versus 1/13 (8%), P=0.03];* serotype adw corresponded to
genotype A and ayw to D.*

Conclusion

HBV genotypes influence the severity of liver disease and
response to interferon and lamivudine. They are also expected to
influence the response to adefovir dipivoxil, which has recently
been approved for treatment of chronic hepatitis B,* as well as
the emergence of resistant mutants;"’ although as yet no differ-
ences have been observed in the response to adefovir dipivoxil
in relation to HBV genotypes.”® Should poor responses to a
given antiviral be predicted in patients infected with HBV of
certain genotypes, they can be directed to the other therapeutic
options to spare the cost and burden of treatment. In evaluating
the association of HBV genotypes with the response to antiviral
therapies, however, it needs to be taken into account that
patients visiting hospitals are biased for severe liver disease.
Moreover, once full-blown disease develops, it would become
refractory to any antiviral treatments. Thus, genotype differences
may be attenuated in patients with severe liver disease seen in
hospitals,”* probably due to exclusion of patients with less
severe disease who can still benefit from treatments. This view
would be supported by different distributions of genotypes B
(12%and 54%, respectively) and C (84% and 47%) between
patients visiting hospitals and individuals found with HBV infec-
tion at routine check-ups in the same district of Japan.’"*? There-
fore, in evaluating the influence of HBV genotypes on response
to antiviral therapies, one has to keep in mind not only patients
with liver disease who visit hospitals, but also those who have
not and who may benefit from early treatment.
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