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Effect of interferon therapy on hepatitis B virus related membranous

nephropathy associated with focal segmental glomerulosclerosis

Yasunori IWATA?*, Takashi WADA, Keiichi YOSHIMOTO, Norihiko SAKAI, Miho SHIMIZU,
Kengo FURUICHI, Yukimasa HISADA, Ken-ichi KOBAY ASHI, and Hitoshi YOKOYAMA **

* First Department of Internal Medicine, ** Division of Blood Purification, School of Medicine,

Kanazawa University, Kanazawa, Japan

We experienced a 24-year-old Japanese man, who was a hepatitis B virus carrier with nephrotic
syndrome. Liver biopsy showed that he was suffering from chronic hepatitis (activity 2, fibrosis 2). Renal
biopsy revealed membranous nephropathy (MN) with focal segmental glomerulosclerosis (FGS). Immuno-
fluorescentic findings revealed the presence of HBe antigen along the glomerular capillaries as well as HBe
antigenemia in circulation. Therefore, we diagnosed this case as HB virus-related membranous ne-
phropathy associated with FGS lesions. He was treated with interferon (IFN) alpha-2b for over a month
and angiotensin converting enzyme inhibitor. These therapies reduced urinary protein excretion from 4~6
g/day to 1~2 g/day, in accordance with a decrease in the titer of HBV DNA polymerase. The second renal
biopsy revealed that the histological change from MN to membranoproliferative glomerulonephritis Type
[II after IFN therapy. These results suggest that IFN therapy might be effective for HB virus-related MN
associated with FGS.

Jpn J Nephrol 2001 ; 43 : 76-81.

Key words : hepatitis B virus, membranous nephropathy, focal segmental glomerulosclerosis, membrano-

proliferative glomerulonephritis, interferon

il

: |

B BUF 4 7 £ )V A (hepatitis B virus : HBV) »3E§5.5 %
HBV BH#EE X, Mg TWRMEEE % & U o B aEgE
T ARERIRE 28 (membranoproliferative glomerulonephritis :
MPGN), X4 > ¥ v LASEFEMEARBRIRE & & v o 7Rk
WREPHE SN T3, 20 HBV BEEE O (R Kk
FRAED BRI D Tid HBe Bl 7z & N 1gG btk = 2k

ETLREEERCL D EFEZONT WD, —7,
HBV DG LT, IV ANVAEED, vy —T 0
(IFN) EERRA W, FHRBICB T 2 2 OEEIMENHE
ENTW3EY, SEIbhbhiEiiv A VAFEEE LT
IFNg-2b 25 L7 25, YA NVAEDED L &b,
F 70— CREERE S U 7z HBV BB BED | fl%
FEBR L 7 DT, IRERGE &AM & N 2 T
%,

FEIRFIRFEE 1 AR [ BB bssil

(ERk 1345 1 5 5 HAzEl)
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1245, B
DEHER

FKIREE | REEIHY HBY {RAH

BURE | ChE TERMIRE ETRE s niz2 L
7o Tz, 1998 47 8 HAIAIMNEETE I CGEEE 2 %2 L,
BEOREERI N, SRhCBE-IRERICABE & 755 72,

ABERFIRAE - 5 1623 cm, {KHE 77.7 kg, body mass
index (BMI) 29.6, IfifE 162/64 mmHg, ki 70/4%, IE, 1k
iR 35.8°C, FEECE M, WHEAZ L, FRBEERZ L, O
REBIZ Levine IT/VIDINFHEHAMEE % BEEL L 72, MR H IE
W, NEERTAH, FFRREARAIE 9, BHE, PUBICRER L,

ABRRHRERTR (Table 1) : MR CIIIREH 3+, 1 H 3.5
g THYIREIN 3+ Th oz, PL¥E RRERFAE, ARIAFHAE,
IRt 2380 1z o ARIEMLTIZAIMER, FRiMEkE & O
M/ D B 1d A 0 Nl o 7o, MIIEREEHE 5.2 g/d/,
M7 V73> 25g/dl LAREHIMEICMZ, IV AT
0 —)UfE 381 mg/d/ L EETH Y x 7 u—YERH L2
Wr Lo BRI 4R Vv F=0 207 7 A
(Cer)122 m//min ¥ E¥CTh->7-o AST 371U/I, ALT
4710/1 L FBeRi3iE LA L T/, P8
TIAF YT ANI0%, 4> Ry 7 =27 ) — k15
SHE 9.0 % & LRIz Tz, MIEEAIRRERT R Tl 1eG X
1,090 mg/d! KT L T 72 Sl X EH Th - 7ee T
ik, VoIl E, 2047 u 7)) ridBEEThS
7zo HBs #iJ&, HBe HUHEH 5 T HBc ik 200 5 A0
97.6%TdhH s Z &5 HBV {RAFTH Y, HBV DNA-K
VXTI —X¥iZ2212cpm Tho7z, %8B HCV Hilk s Gk
R L7253, RT-PCR ZH 727 4 )L A RNA [Z&MET
Ho7z,

ABNZAERIC & D182 (activity 2, fibrosis 2) &2
Wil 7zo N2 CTABIOREE 2 H RN B AR Z fifT L7z,
SBRARIZET 6 HFED o h, 2l D KERIALRETEE I gD
JEEAS, D O 3 {H ORI AREHRZS N 2 C Bk 8
R ZE DS A 5tz (Fig 1A), 31D o 1{HO
SRERAER I i> T, REROETIERE Tk
1¢G DIREFBENDOMFERLRILE 35 S 41, Blc b [FABEDAT
R TH o7z (Fig. 1B), IgM R4 HRRIC A ¥ > % 7 A48
WKWEL T IgA DUWE A SNL» T, MAT
HBe fiF 1 21To7c & 25, (REFBER & NC—EB X ¥
VE Y NEEADRE A S Wiz (Fig 10), BT R T
FEERE FETOEEFEEREY L REEOTE1 RS

H- &

Table 1. Laboratory data
Urinalysis yGTP 381U/!
Protein (3+), 3.5 g/day ALP 176 1U/1
Sugar (=) LDH 471 1U/1
Occult blood 3+) HPT 140 %
Sediments ICGR I5 9.0%
Granular cast | ~4/vf Serological tests
Cellular cast | ~4/vf 1gG I,090 mg/dl/
Oval fat body (+) IgA 340 mg/d/
24 h Cer 122 m//min lgM 179 mg/d!/
Blood cell counts IgE 305 1U/m!
WBC 6,600/l c3 58 mg/d!
RBC 523X IO"/,ul C4 23 mg/d/
Hb 15.6 g/d/ CH 50 291U/m!
Ht 44.9% ANA (=)
PIt 19.7% 104/ ul RF (=)
Blood chemistry Cryoglobulin (=)
TP 5.2 g/dl Viral markers
Alb 2.5g/dl HBs-Ag (+)
TCH 381 mg/d/ HBs-Ab (=)
TG 174 mg/dl HBe-Ag (+)
Na 143 mEq/! HBe-Ab (=)
K 3.6 mEq/! HBc-Ab(X200) 97.6%
Cl 108 mEq// HBV DNA polymerase
BUN 12 mg/dl 2,212 cpm
Cr 0.9 mg/d/ HCV-Ab (3rd generation)
AST 3710/1 (+)
ALT 471U/1 HCV (RT-PCR) (=)

7z (Fig. 1D), DA &V, ARG SRS EIRBEA R 22
% £S5 HBV BEERREEE & 22MH7 L 72,

APR#EEB(Fig.2) :HBVIC X 2 @474 & ic
HBV BEEEMEBYE DM 120t L, IFNa-2b % 1 H 600 J5
BN, RF28 HREHG Uiz, £/, 7o 94T vy A
FrsRHESE (ACE- 1) T® % Quinapril 10 mg/H %2#5 L
720 ZDFEHE HBV DNA-KRY X7 —X X 2,212cpm 5
165cpm N E(ET$ 2 L & 12, REHIF 4~6 g/day >
5 1~2g/day NEWA LTz MZTH T VAT S F—%
LIBERIEEM L, L Lass IFNKTHeoa >
N—Y 3 v iF# T 59, HBY DNA-KD 27— ¥ iFHV
1,427 cpm ~ EEANL 7228, FREEE OISR & ORI
HOHNIRIPS Tz,

GER, FEBARE T 2. JLBEFT R Tl R Bkik
12 fildp S EICREEED —HR & X > ¥ 7 A EBE OHE,
3 RS ERBE LR A %2, 4 MBI 2 R0
7z (Fig. 1E), EWHATR CRHEEFHEEWEY D LK T »
S5WETICHAEL, MPGN II#E %75 L7 (Fig. 1F),
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Fig. 1. Case : 24-year-old male
A : Light microscopic finding showed thickening of glomerular

basement membrane and focal segmental glomerulosclerosis.
(PAS, %x200)
B : Immunofluorescentic finding showing fine granular deposition of IgG along the glomerular capillaries.
C : HBe Ag was detected along the glomerular capillaries and a part of mesangial area.
D : Electron microscopic finding showed electron dense deposits in subepithelial region.

ZOBASKEIE L 72D, HBV DNA-KY 27— %8 s
cpm N EETL, REHIHOS g & RiFica > b -
0—LENTWn35, A 1% HBe FLJERS > HBY f£AZ TH H, HBe PiJH
G URIEEAROREREE 25 2 &5, HBV B
EEEIC LD A7 o —CEEHEEL 2L, I
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E : Light microscopic finding showed double contour of
glomerular basement membrane and increase in mesangial
matrix. (PAM, X 400)

F : Electoron microscopic finding showed electoron dense
deposits in subepithelial, intramembranous as well as suben-
dothelial region.
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% T HBV BB E O R BB DL I 1d HBe HLJH 15
X OV 1gG Hifkic & 2 REE GRS HOICEE S 5 L%
ZHNTWBY, LarLkss, HBV BIEEE DM 7%
BATBEFFIZE T O & 2 AR TH %, Chin &1 HBV
S BYEFSEERI T, type | helper (Thl)T IO WE M
METLTEY, B L7z y-1FN, f > —u 4 *

165 1427

Clinical course

YAL) 2 EDY A A A VEEBMET L Tw b L
LTWw3Y, ZhIFEFEEH SN TW 2 Thl/Th2 fifg N
Z Y A5 1F T2 il OWEMETTHED FTREME & #EH S ¥ 5
LOTHD?, BPHEERECBWTHEHISNLTWS [gG4 %
FR LT 2 REEGEROTEEIAT & D O&E %2R 7- LT
3 ENRBEENGY, —F, LD bhbhidA



80

Table 2.

HBV BHEIBAE B RE I 3 5 INF ik

Interferon therapy in patients with HBV related glomerulopathy

Renal IEN ¢ Effect Seroconversion Ref.
ases eferences
pathology (cases/%) (cases/%)
MN IFN-a 43 34(79) 17(39) 2, 13~19
IFN-a + AcyV | 1 (100) 1 (100) 22
IFN- 2 2(100) 2(100) 12, 23
MPGN IFN-« 10 2(20) 4(40) I, 17, 18, 20
IFN- | 1 (100) 1(100) 23
MesPGN IFN-a 3 3(100) 2(67) 18, 21
MN : membranous nephropathy, MPGN : membranoproliferative glomerulonephritis,

MesPGN : mesangial proliferative glomerulonephritis, IFN : interferon, AcyV : acyclovir

B 2 HBV BEBE OFREHRZ TR REEED “HER, X
R4 2R, & %\ 13 bubble 23 ELl Y S BEEE 12 1L S h,
MPGN DOfff#i5 % & 2 b D% » EHE L7z, FEE,
AN BWTH IFN 858 b LT FA» & EEERNZ &
CIENE Tk BZEYB R o h, HAE2E MPGN IR~ &
BATU T2 SHIERIERGHROPUR - HUkOZ b &k
BEHMINZEL L b O LRI S 52, IFN # 5% 0%
R DZEABIZ D W TREER L 723Xk I3 2 72 <, HBV BYE
DFEERA T = A L% S NCIERREREH 2 5 5 2 THBRE
WHTR EF 2 shdz,

S SWIARBITIE, MR S Uz HBV BB E i #
WL CIFNESEZHA A, ZOREE, toa v N—
YarvidgEonixrolzbddD, HBV DNAKY X 7 —
YORAD L L b ICHEARDBY DD Slce TNETO
HBV BEE#BHE 12609 5 IFN L ORNE 2 50 L 72 ik 2 &
& & T Table 2 IZ/R 32312, EHFEFIC BT, IFN
2 & B IREABDIRAMLOMABEC L L mERICED s h
T, MZT, KEITHHER SN Lol a s N—
Y a YIFREABICHAEE L RE S, IFN BRI
WA NZRENT BHEFICE &% 5 THOKTF 2N
ZHREMEZ R L T2, EIE, KfLcs T, IFN#
51z kD) HBV DNA RV X7 —Y DT & & b I EBIEM
o EEEEEROWE Y — > OEABEL, 2D e
EOBIO—HEkokbDreHEzZoN%, 20X %M
BT T2 &, IFN X s FHairkae, (e ng s
MEWERAEHE T2 2 LITNZ, SKEREGREGEE O F i » 2
B2 HA b ALY, TEHA Y, RERTFOEE%2
YhE—VT BT ENSW, EREMICEHROBA % b7
SULAREM b HEHI S e, L LRSS, TOMIZEL
TRESBERIMEBREEEZ 5N S,

()%

KB D SRERASEZE ORI 2 B ik, BEERE iz T
BOR D HRBE LR A SRS S ic 2 £ Th %, Wakai
ST FER MR BE 1 36 1) 2 BOR ERIRBE LR A D FEHE
7, BPREeHRETIHENTTHS EIREL TW»5,
REITIE A~ A4 > HER SR BRE 2 R~ 3 2 A g 7
<, MRS BN YRG0 £ 7% 5> myeloid body O HH %
Rongnrolz, FEFEERKRERAEHEE X E2ICZEE
LEZ Wy 0D, BMI29.6 OFIAZ B2 T, &l
FE, SARIMUE S W Ll S iz, 2 2 TARBITIE,
W, WIEE & b2 ACE-1 2wz, ACE-T 1348kk
WHOHBEE, XY > F 7 ABEGEIHIRIR 038 S T
Wb, Flo, REFEEDFEEM LT, BERREMERE
IgA BYEIZ B\ T size barrier O E 20O WEE/E I BIRE X
NTnz®, £7, ACE-1 DEHRBASIFEIZSF MY ¥
LAEHRT2 LD ESICHBENDE ETIRED A
552, FARIZ B TRRBT AN SRR 5 HRREE 6 PR
EOHEFRONZ D7 bDD, KEICBWTIE, AT
BIEOUE T Z T ACE- 1 OREWIREHSRERAFZE D
HBWERTH 2Rt Rl S L lz,

&

BORS ERBE LR A % £ - 72 HBY BIEBME 1cxf L ¢
IFN BEEBSHE A TH o7z 1 Pl s Lz, BHRERE &
U IFN # 5% 0 B SR O #HEE 2 & HBV BIEEE O KL
R, WEFEEFH2 %5 2 CREREH LF 2 S,
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