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A case of Chinese herbs nephropathy in
which the progression of renal dysfunction was slowed by steroid therapy

Eiko YOSHIMURA, Mikiko FUJII, Shigehisa KOIDE, Masamitsu MURASE, Shinsuke ASANO, Takako TOBA,
Hiroto YOSHIKAWA, Hiroko KUSHIMOTO, Hideki KATSUMATA, Kazutaka MURAKAMI, Midori
HASEGAWA, Makoto TOMITA, Hiroshi HASEGAWA, Masahiko SHIKANO, and Shirou KAWASHIMA

Department of Nephrology, Fujita Health University School of Medicine, Aichi, Japan

The patients was a 43-year-old woman whose chief complaints were nausea and heaviness of the
heads. There was a history of toxemia of pregnancy. The patient had previously taken Tenshin Toki-
shigyaku-ka-goshuyu-shokyo-to for two years because of cold sensitivity. Fever, thirst, and loss of
appetite developed from approximately 18 months after she started treatment with the Chinese herbal
preparation, and she presented at our outpatient clinic 2.5 years later. On initial examination, deterioration
of renal function was evident and the serum creatinine level was 3.4 mg/d/. A renal biopsy specimen
showed marked interstitial fibrosis without inflammatory cell infiltration, leading to the diagnosis of
Chinese herbs nephropathy (CHN). Steroid therapy was started on the 36th hospital day after a sharp rise
in the serum creatinine level to 5.1 mg/d/. This resulted in the rapid improvement of renal function and
reduction of the serum creatinine to 2.6 mg/d/ by 8 weeks after the initiation of treatment. In a study on
the use of steroids for patients with progressive moderate renal dysfunction caused by Chinese herbs,
Vanherweghem et al. reported that the progression of renal failure was appreciably slowed in patients
given steroids when compared with the control group. We were also able to slow the progression of renal
dysfunction in our patient by steroid therapy, although the prognosis of CHN is generally considered to
be very poor.
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Eh, 197FE6H A TOHM2EMPNIRL Twiz,
1996 FER & 0 F#, 138, BAIET, 258328 <
729 19974 6 H 27 HifEE #5232, Z O, MiE7 v 7 F
= 1l4mg/dl tBEDOEREETNHo7, TH23H
DABEZ RO BESTHE, HIRE R (Y AT %) 7.5 g/day 2N
LTS, EEHH %720 11 ARl Wi Z ik L
7zo 11 B 27 HIC MR Mg PREFEEEFE 31 mg/d/, 1M 7 v
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KEEARN ABE & 72> 72,
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Je DEEIE, MR 5o 7,

AP E RE (Table 1) 1 R Tl pHO.0 & 7 v 7
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Table 1. Laboratory findings on admission
Urinalysis Chemistry Serology

pH 6.0 TP 7.7g/dl CRP <0.3mg/d/
gravity 1.010 Alb 4.6 g/dl SAA 4.3 ug/ml*
protein 0.7 g/day a,-glb 2.0% RA <20U/ml
glucose (=) a,—glb 7.7% 1gG |,450 mg/d/
occult blood (%) £-glb 7.5% IgA 191 mg/dl
Sediment y-glb 14.4% IgM 257 mg/d/
RBC 1-3/ASF T. Chol 204 mg/d! IgE 12 mg/dl
WBC 1-3/HPF T.G. 253 mg/d/ c3 68 mg/d!
gra. cast 0-2/ASF AST 13mU/ml c4 48 mg/dl
U-NAG 5.7U/1 ALT 8 mU/ml CH 50 42.6 U/ml
U-a:MG 54.0 ug/! LDH 117 mU/ml ANA (+)
U-45,MG 23,760 ug/! SUN 41 mg/dl Anti DS-DNA Ab 0.1U/ml
generalized aminoaciduria (%) Cre 3.4 mg/dl Anti SS-A Ab (=)
Bence-Jones protein (=) U.A 6.4 mg/dl Anti SS-B Ab (=)
Na 142 mEq/! P-ANCA (=)
Complete blood count K 3.6 mEq/! TPHA (=)
WBC 6,000/ 4/ Cl 106 mEq/! HBs Ag (=)
eosino. 2% Ca 9.2 mEq/! HCV Ab (=)
RBC 311X 106//.cl P 4.5 mEq/! ESR 48 mm/h

Hb 9.1 g/dl FBS 93 mg/d/ Blood gas analysis (room air)
Ht 27.4% Renal function pH 7.354
PIt 223X 10%/ul 24 hrs. CCr 18.9 //day PCO, 39.0 mmHg
L.MG 5.6 mg/l PO, 107.6 mmHg
HCO,~ 21.7mEq/!
B.E. —3.0mEq//
Sat. 0, 99.4%
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Fig.1. Light microscopic findings
A : A lobule herniated into the proximal convoluted tubule, associated with segmental obliteration of capillary lumen by swollen,
vacuolated intracapillary cells and thickening of capillary basement membrane.(Masson’s trichrome stain, X 400)
B : Extensive, relatively hypocellular, interstitial fibrosis accompanied by atrophy, disappearance of tubuli and pericapsular
fibrosis surrounding collapsed glomeruli are seen in this micrograph.(Masson’s trichrome stain, X 200)
C : Infiltrated lymphoid cells stained with peroxidase labeled anti-human leucocyte common antigen mouse monoclonal antibody

are observed in a part of interstitium. (X 400)

D : Interlobular artery shows mucoid fibrous hyperplasia in the intima.(Masson’s trichrome stain, X 200)

DR & FEEALINRAE L Taiz, —E D RBRkIE Tl 43 Hiid:
WCEERIEASLIE, & 72 PN B HIRE O A C B I E e AP ZE
L, RSO —EEHIRATERICHRA L Tz (Fig 1A), &
HIZERLaws, RflEBRIZHEE L - HEHER %
L, atubular glomeruli 28 L Tw/z, MFRHEZ ML %
WHE O IRE 2L &, PRIE O _E RO o Z=kE, ke
DPMERHEE, BEBOIEER ANz, 7z, FRilE
BEBE OOl L, RAIE LRk ORI AL L
Twiz (Fig. 1B), RV E(n >y EYa ik & ath)
& Db b HIMBRIGETFICN T 5~V A F > 5 — LI
RURE/ 7 u—FVHiEERWTRA LIz A, [HE
D—ERIC ) ¥ NERDBE D4 & 17z (Fig. 1C), I 1/
EEMBIRD & MBIRIC 22 T THREDOIBE 2 % 5 iz (Fig.
D), HOEHUATETIE 1M, C3 28 2 9 > ¥ 7 L AREREE I

Fig. 2
Immunofluorescence micrography shows a moderate global

granular deposition of IgM mostly in glomerular capillary walls
and a lumpy deposition in small artery wall. (X 250)
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Fig. 3
: Electron micrograph shows a

interstitial peritubular capil-
lary pressed by significantly
increased collagen bundles.
(x2,600)

. Electron micrograph shows

enlargement of subendoth-
elial space with accumulation
of fluffy material, newly for-
med thin basement mem-
brane under the endothelial
cell and no electron dense
deposit. (X 8,300)

FERRCRE S, MBIRICH S TS ]I nizh, % B ETE N i O A BE A 2 5 7z (Fig. 3B),
DIED» XM TH - 7z (Fig. 2) . T T I3 RME T A PRARAEIE (Fig. 4) (| BHMME T VA bu 7T RE &
JBEL B, MEIZBEGHEOEENZEL L, R RESREIINEEEEZGZNRL w2 e,
MO EBMMAE I AE LB L > THEES Ty BREOZELET, B AR CIEREMEORE I3
7z (Fig. 3A) o SREREWNICHEWZ 2, AV F U LH {, ML EEROMEEE R G N2 L XD,
BWoosgEIciik L, —IOMREEIINE TESERL, W Chinese herbs nephropathy &ZWi L7z, % 36K H, MG
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renal biopsy

prednisolone - [ e

Ht

nicardipine hydrochioride 80mg

Cre

(%) . . . . . \ . .
(] epoetin alfa ' V H i i i i i (mg/dl)
40 6000 .U, ! A /SSTA N A A A R 4
s
Cre
30 =
-3
20 | Ht
Ccr18.9 I/day Ccr20.8 I/day Ccr17.6 |/day —
U-BZMG. I-:CO | [ J
(ug/l) 3 O
30000 (mEq /) NAG
ush
30 U-82MG - A
—5
20000 —
NAG ~
10000 - 3
20 HCOs
o | L | !
97'12.1 98'1.1 3.1 4.1
Fig. 4. Clinical course after admission

JV7F = AEMN S I mg/dl FTER LIS, TV R=
Vo 40mg/day OFOKS &, 7, BllcHL T
RIF > 77 76,000 87, M 1[0 NG 2BEL 72,
AT a4 NEERFHGHE L 227 v 7 F = EMET
L, ¥27HA%ICIZ 2.6 mg/dl £ TET, RHEEMEESR
WA Lo 7V R=VOYZ4HET L2 SmgilEL T
Mk L, #5504 4 H AR & M R 37 % 5% 50 mg/d/
&, ME7v7F = 3.0mg/dl 5 TEEL Tz, 1998
o7V F=vuarl15mg/day 5 HEEIE% &
BrL7-7-0 2 2 B, BGHAERN T 2 H ikl
12o T D, HRRICEBEENE T L7225, 2000 41 A 3K
E, YIS TE 7 v7 F = U EORE RS LT o8
30 4 AR T 58, 6.0mg/dl BICEEE>TWwa,

1993 4, "V F—THEHEL L THEHAFEL K& ICRH
L7l ick DB RN LF L, Chinese herbs ne-
phropathy (BIF, CHN) & L THI® THE S hizhs 2D
%, COBEAEIrSMHSNEBEEEWE T VA MO XT
275 CHN OFRPIE £ s n?, RIETHRKEYIFIUSHN
BEELEZG IV 7V A Mo FT7BAREHEIN TS,
FAEGNE LRI ONRED b 25, AKFNZIE7 YV A b
UF7BEEETLIEARBIIESICRL, i, FRICK

2 BREEO#RE b 5V, REYSFHIUMIMAIKHEEZE DR
FARE & #HARFT R L b CHN L 2W1 U Jzo 1993 4 DUBR 2 3
HE 7z CHN OFEFITA T a4 NEEDS Tbh o i
JEFIS-5T1NZONT E D THAD L, T DFHIE 40~50
& CRERS &2 2otk ws &, BRAIIAMIE 10~20 2 HTH D,
fRA TR IEE & BHEEEDSTEYL L, FIO T2 v 7 F =V fE
OEEZEHINTr S, BN EEBHICEAINDS
F TOMMIEFE 4 4 H L5 (Table 2) . ASER D ARIE
AR 24 A H E g TOHmE ORI L D b
Eholehd, AT7uA4 NEEEREY LI o0n, g7 Vv
7F = AEOEE RIS T 5530 7 BB L 7228,
BITRRICIEE > Tk,

CHN OSBRI = E O E O T, RIIE X
ZFi 9 2 2B OMifarE 4, MIREIZEL v, SRBR
FIFARIIC 3T BN fbicZ LwEe s b, Th
5 DZALIZEERED SR E D KA 525, BEIE
FRIz %, & &/ NEBEINRD & A BIIRIC 22 1 TR
EHEDOBEDS A S0, REE T ER ORI L@ as
D 5N 25010, ARERIT b [FEBRIC, FHEOEE 2L
NEERTH 50, FEO—EICY > Bk Eful & LR E
ORI S D, —EO KB CHREREMIE PY R T e
DFERIEKR, FHAEEERO LR & h iz » (Fig.
3B), ¥ b RIEOFT R ZEHZL T\ 509,

BHAEETOBEFEIXIE-> XD Lawny, AicfE ok
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Table 2. Characteristics of the reported patients with Chinese herbs nephropathy
Time between
Length of Creatinine (mg/d/) Present status the first medical
Case Age (yr) Sex  exposure of the first medical (hemodialysis examination and Author
(mo) examination [HD] or Cre) HD or kidney
transplant (mo)
I 43 F I 3.9 HD 3 Vanherweghem et al.* (1993)
2 46 F 19 3.9 1.7 Vanherweghem et al.* (1993)
3 50 F 15 5.3 7.5 Vanherweghem et al.* (1993)
4 37 F 9 2.6 HD 2 Vanherweghem et al.* (1993)
5 42 F 14 2.2 HD 5 Vanherweghem et al.* (1993)
6 48 F 10 7.0 HD 3 Vanherweghem et al.* (1993)
7 50 F 6 2.9 4.8 Vanherweghem et al.* (1993)
8 26 F 21 8.0 HD I Vanherweghem et al.* (1993)
9 32 F 20 2.2 HD Vanherweghem et al.* (1993)
10 32 F 20 2.1 Kidney transplant 6 Cosyns et al.**(1994)
Il 28 F 13 I.1 HD 13 Cosyns et al.**(1994)
12 27 F 21 9.0 HD I Cosyns et al.**(1994)
K] 19 F 36 4.3 7.3 Tanaka et al.***(1997)
14 60 M 15 2.0 2.2 Tanaka et al.***(1997)
15 23 F 17 0.7 Nagata et al.***(1997)
Mean 37.5%11.9 16.5£7.1  3.8%2.5 4.2%3.7
+SD
16 48.5+9.2 F 6~12 3.6+0.5 Replacement |~8 Depierreux et al.* (1994)
(n=33) therapy(n=13)
17 41.8+2.1 M(I) 2.2+1.4 Transplant(n=4) Kabanda et al.* (1995)
(n=16) F(15)
18 48.7%+2.2 17.4%1.5 2.0%0.1 HD(n=16) Vanherweghem et al.* (1996)
(n=23)
19 4110 F 2~24 2.9+2.5 HD(n=5) |~15 Reginster et al.* (1997)
(n=15) Transplant(n=5) (mean 6.6)
(n=5)
* 1 Belgium, ** : Slovenia, *** : Japan

LM Z L1z kD, @ atubular glomeruli 1Z2ff 3 Z &,
@ postglomerular capillary DEA%E1Z & 2 R BRI 5 D
KT, @IARME OEE I X D Na OFRINEHA L
T~ 777 Y E~ES % NaCl B3HEfN9 % & tubulo-
feedback OEFFIZ & D B AMBIIRLNGHE L,
GFR ME T3 %, @ HEIRO NIRAEE S & D & RE P
{EL CTEIMRE A U, SRBEAREEE & KT 3 255,
REWHEZ BT S,

Vanherweghem 5912 X 3 &, X7 04 F&ESEERTO
1/S-Cre 1, FE# 5 23—0.0438 mg/d//month, 5 7
M —0.0463 mg/dl/month TH O HEZ I Lol ns, &
SBtE» o 6 5 H % TD 1/S-Cre 13 JE# 5 45—0.0284
mg/d//month T H -7z D2t L, # 5 # 12—0.000742
mg/d//month & Z DAWMBIERL»IZ Ko7 2 &, JERE
BT 1 BTG 23 fFith 16 BT H > 7z DXt
L, 5T RAIF2HDOATHoTzZ DS, AT

glomerular

04 RBBLREOHETEIZ ZDICEN THoIeFH 2T
Wb, REFITH, X704 NEERI2 2 A2 S50EE T
® 1/S-Cre 73—0.0535 mg/d//month TH 7> DS, BHA
#% 64 H%ToD 1/S-Cre iZ+0.00899 mg/d//month & 7% >
TeZ Mo, ATaA4 RIZk DA% &b Al BRI
TiXEHET &7z £ 2 iz (Fig. 5),

CHN IR 2 (b 2o WIE ORI R & S h
T\ % 7, Depierreux 59, Vanherweghem & 83 8% i 2»
SHEEDY) Y FRBEEZHES FIbIREL Twb, BHE
DAL DR BI T 2 R OHIR T, E#Ed % Ik
WIRMIE M E O 2FE T2 T Y VN 5kOB &, +
b, HEMCIE TGF-8, IL-4, TNF-« 7 £ O Rl
I & B RHESF I D BETE & MRS E ORI, R 77,
RIS IL-2, INF-y Tk 2 8Bk~ 7077 —Y D
W% N3 2 SRHEESF R O E B S LT 211719,
2784 FEFETY YSBROBRERMFIL, T4 x4
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A Pilot Study by Vanherweghem et. al.
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Fig.5. Effect of steroids on Chinese herbs nephropathy :

evolution of 1/S-Cre during follow-up

Y —DEREELYIT 297 %, CHNIZE T 2 Kb o %]
WWHATaA NEEWERIEFEZ 6N TW»5Y,

TALE, CHN I ZHES. S M7z iGFEE I R 2D TPk
BLRRTH L0, A7 04 RPERE THIEREBIIC R
TOA NEEERITTRETH S 555, 2 OFED I
IS HE P EBER TR T2LENH 2 5,

EC

Wiz sicbrz), TIHECEEZEGD £ L e liERERER
SFERFTRE MR S R ERBUR I o L 97, 72, )
272 & & L7 AR B O RIESEAE, WA BIRA RN e
FeEIC PR S BT £ 9

X #k

1. Vanherweghem JL, Depierreux M, Tielemans C, Abram-
owicz D, Dratwa M, Jadoul M, Richard C, Vandervelde D,
Verbeelen D, Vanhaelen-Fastre R, Vanhaelen M. Rapidly
progressive interstitial renal fibrosis in young woman :
association with slimming regimen including Chinese herbs.
Lancet 1993 ; 341 © 387-91.

2. Vanhaelen M, Vanhaelen-Fastre R, But P, Vanherweghem
JL. Identification of aristolochic acid in Chinese herbs.
Lancet 1994 ; 343 : 174.

FHROE, HrPEILH, MEEFMER], RUHEER, WL, W8
HA—, BHES, i K EHEE AEER R
[, BAPEHL 51235 1) % Chinese herbs nephropathy 0 2% %
REUCDWT, HESRFE 1997 ; 39(4) : 438-40

FHRachE, PRHEERER, I8, ALfdh, HPELA, &
NIEE, BiHEER, AHERESL, EEHA— BREHZEE, HH
#Fw, EE O, S OB SHELTEEREET L
RRE#EIC & % Chinese  herbs
1997 ; 39(8) : 794-7.

Jean-Pierre C, Michel J, Jean-Paul S, Jean-Francois DP,
Dusan F, van Ypersele de Strihou C. Chinese herbs ne-

LN
E%X ATV

nephropathy.

phropathy : A clue to Balkan endemic nephropathy? Kid-
ney International 1994 ; 45 : 1680-8.

Depierreux M, van Damme B, Houte KV, Vanherweghem
JL. Pathologic Aspects of a Newly Described Nephropathy
Related to the Prolonged Use of Chinese Herbs. Ame J
Kidney Dis 1994 ; 24(2) : 172-80.

Kabanda A, Jadoul M, Lauwerys R, Bernard A, van Y per-
sele de Strihou C. Low molecular weight proteinuria in
Chinese herbs nephropathy. Kidney International 1995 ;
48 : 1571-6.

Vanherweghem JL, Abramowicz D, Tielemans C, Depier-
reux M. Effects of steroids on the progression of renal failure
in chronic interstitial renal fibrosis . A pilot study in
Chinese herbs nephropathy. Ame J Kidney Dis 1996 ; 27
(2) :209-15.

AHEEF, fMEHEXA, FiH#EAK. Fanconi fEMRH 2 £ L
7z Chinese Herbs Nephropathy @ 1 . 8 26 [a] H 4 B i
FEPEFMTR SR 1996 1 106

Reginster F, Jadoul M, van Yprsele de Strihou C. Chinese
herbs nephropathy presentation, natural history and fate
after transplantation. Nephrol Dial Transplantation 1997 ;
12 : 81-6.

Strutz F, Neilson EG. The role of lymphocytes in the
progression of interstitial disease. Kidney International
1994 ; 45 : 106-10.

Mengs U, Stotzem CD. Renal toxicity of aristolochic acid in
rats as an example of nephrotoxicity testing in routine
toxicology. Archives of Toxicology 1993 ; 67 : 307-11.
Fine LG, Ong ACM, Norman JT : Mechanisms of tubulo-
interstitial injury in progressive renal diseases. Eur J Clin
Invest 1993 7 23 I 259-65.

Neilson EG : The nephrotogenic T lymphocyte response in
interstitial nephritis. Semin Nephrol 1993 ; 13 : 496-502.
Boumpas DT, Chrousos GP, Wilder RL, Cupps TR, Balow
JE : Glucocorticoid therapy for immune-mediated diseases.
Ann Intern Med 1993 ; 119 > 1198-208.



