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Interstitial nephritis induced by mesalazine

Masaki OHY A, Haruhisa OTANI, Keigo KIMURA, Naoya KODAMA, Yoshinobu MINAMI,

Third Department of Internal Medicine, Wakayama Medical University, Wakayama, Japan

This report concerns the first case in Japan of interstitial nephritis induced by mesalazine, a new
therapeutic agent for inflammatory bowel disease, such as ulcerative colitis. Twenty-two cases have
already been reported in other countries. The patient, a 27-year-old woman, was treated with mesalazine
for her ulcerative colitis at another hospital. At the beginning of her treatment, her serum creatinine level
was within the normal range. After 12 months, this level increased up to 5.7 mg/d/. She was then referred
to our hospital for renal investigation and therapy. A renal biopsy revealed that severe tubulo-interstitial
nephritis had occurred. Her mesalazine treatment was withdrawn and prednisolone was administered. Her
serum creatinine level decreased gradually. However, this level remained at about 2.8 mg/d/ and stabilized
at that level. She was then discharged from the hospital. Glomeruli appeared to have minor glomerular
abnormalities except for one globally sclerosed glomerulus as observed by light microscopy. However, IgM
and C3 deposition on glomeruli were also observed. Glomerular lesions were suspected from these
histological findings. A similar case that showed IgM, C3 depositions in glomeruli has previously been
reported. The possibility of glomerular lesions being induced by mesalazine should be further researched.
From the summary of reported cases, a delay of diagnosis of interstitial nephritis induced by mesalazine
has resulted in permanent irreversible renal failure. Intensive monitoring of renal function is required when
a patient is treated with mesalazine.

Jpn J Nephrol 2002 ; 44 : 414-419.

Key words

iEC®IC

EEMEKIER, Crohn il & O REMIGE G O HEE
LU, R, BERRAD R v ) BE A o sulfasal-
azine 12f84 > C mesalazine S[A SN2 L 125
T& 7, L L, mesalazine |3 M/IMRIBEARED, A
TR, B X OBHEVORIERASHRES LT D,
ZOWER, »rOBO CHEELBREZIIMEEERATDH
D, INERIBEERAT oA FEICE2BRICHEDLS

: mesalazine, ulcerative colitis, interstitial nephritis, renal failure

T, ZOBMBREHE 107 A C)cfTbhikhoik
ik, LIEUISETHOREZWY, EHEr2cBTd
%9, G, bbb FEEIERERIBEHFIC mesalazine
W& B EBbh BB R 2 FE L 7EG 2885 L 7z
THRET 5o AMEGITIZMEB KRG K O R H 1912 mesal-
azine 2% 5, ZDOEE & D BEEEA 2T D Tz,
# 1 FERICHE MR R L2 & Llz, mesalazine |2 X 5 [H
BEHEBRRIEATIZ HESNLTVLEDS, KIS TIIARE
DEADOIwRETDH %,

AR AZERBER A5 3 IR

PRk 14 423 H 4 HZH)



KEEM 9% 415

fE
B OEIR KM
F FF: BEREETOREGRE

RIGE - Rt T NS HEL L, BEELL

BRERE © Fril 9 N EFHHEL L

BmEE D 19924 H, e, KM 2 337 1 Hhwbe =
22 Llco KBWHE I CEBMRE X (EBE) L2 S
N, sulfasalazine 2#5 37z, ZDEOIME I v 7 F =
iF Limg/dl, MIERFEF 3meg/dl THo7zo 2D
BB ARG R I EREECRE L, 1996 45 HIERO
7z & sulfasalazine (& 911k & 117z, 1997 £ 6 B AL it v
1oz, EEMEAGROEFEEZW L, mesalazine 1,500 mg,
betamethasone A H| DG [ S iz, EEHERIEG R X
HORMIRBIC R o729, IRRICEHEE T2 A5 1,
1O 1998 42 6 I IE 7 v 7 F = > 5.7 mg/dl,
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T 1998 4 6 H 24 HEBHEMABE & 75 5 72,
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Laboratory data on admission

Table 1.
Urinalysis Blood chemistry
pH 6.0 Na
Protein (+) K
0B (=) Cl
Sugar (=) Ca
Sediments iP
RBC 0/HPF BUN
WBC 2~5/HPF Cr
Cast (=) GOT
Urine chemistry GPT
NAG 1.7U/1 LDH
BMG 10,700 ug/! y-GTP
Renal function TP
24 h Cer 12.5m//min Alb
Protein excretion 262 mg/day T-Chol
Peripheral blood TG
RBC 286X 10*/ul Glu
Ht 21.8% Fe
Hb 6.6 g/d/ TIBC
WBC 6,600/ 4/ Ferritin

(band 7%, seg 55%, eos 1%,
baso 1%, mo 8%, Ly 28%)
PIt 39X 104/ ul

Serology
136 mEq/! HBsAg (=)
4.0 mEqg/! HCV-Ab (=)
107 mEq/! ANA (=)
4.2 mEqg/! anti-DNA-Ab <80
5.0 mg/d/ CH50 38.7U/ml
46 mg/d/ c3 74 mg/d/
5.4 mg/dl ca 33 mg/dl
81U/! IgA 208 mg/d/
71U/1 IgM 224 mg/d!/
158 1U/! 1gG |,830 mg/dl
181U/1 IgE 261 1U/ml
7.0g/d/ CRP 5.76 mg/d/
3.7g/dl ESR (I h) 127 mm
180 mg/dl/
87 mg/d/ DLST sulfasalazine (—)
97 mg/d/ mesalazine (—)
14 ug/dl
256 pg/dl
17 ug/dl
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BUN  Cr mesalazine
(mg/dl) (mg/dl) sulfasalazine 3000mg <«
1500mg
® O
Pregnancy
60+ 6.0
507 5.0
40 4.0
30- 3.0
20+ 2.0
104 1.0

I T T T [ T
1992 1993 1994 1995 1996 1997 1998
Fig. 1. Clinical course (1)

Fig.2. Light microscopic findings of the renal biopsy

a : Glomerulus showed minor glomerular abnormalities. (HE stain)
b : Tubular atrophy and interstitial cell infiltration were prominent. (HE stain)
¢, d : Mesangial IgM and C3 depositions were observed. (IF stain ; IgM (¢ ) and C3 (d))
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mg/day I T % B#A L, 40mg % 48R, 30 mg % 2
FERE, 20 mg & 2 B LWL Two Tz, £ O/, MER
FRER, ME7 V7 F = V3RRIET L, &9, 1M
B V7 F=33mg/dl I CHEITS Lotz i2 8,
methylprednisolone 1,000 mg, 3 HfIO A7 a4 K%L A
FE e AT Lice © OFEER, BEERICIZMAEIRFER 14
mg/dl, ME7 v 7 F=>28mg/dl F TIERTFL)Zs D
#43k 1 T prednisolone % #iji L, ¥AE prednisolone |
il U, betamethasone 244l 1 mg/day 12 TIHEEME KGR
ODFRE AN TRV, MIfF7 V7 F = 3~4mg/
dl TRBL T3,
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Clinical course (2)
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N5 FTOWMERL, HHE LTI mesalazine DH L,
F 7z 1% mesalazine % 51 - L, prednisolone # # 5 & #1172
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Table 2. Summary of reported cases with mesalazine-associated interstitial nephritis
Case A(ff Sex Efo ?:es(gfzine Efu?zs;la(zﬁ)e C(r:fgt/lgl[n)e Renal Histology Treatments Outcome
| 14 M |,500 0.3 2.7 n. d. withdrawal of mesalazine +PSL recovery
2 42 M |,500 7 unknown Interstitial N. withdrawal of mesalazine recovery
3 29 M 2,400 7 2.1 Interstitial N. withdrawal of mesalazine recovery
4 22 M |,500 9 5.4 n. d. withdrawal of mesalazine recovery
5 26 M I,200 10 .7 n.d. withdrawal of mesalazine recovery
6 34 F I,500 10 3.5 Interstitial N. withdrawal of mesalazine partial recovery
7 43 M 2,400 12 4.5 Interstitial N. withdrawal of mesalazine+PSL partial recovery
8 24 M 2,400 12 6.1 Interstitial N. withdrawal of mesalazine partial recovery
9 20 M |,500 12 6.0 Interstitial N. withdrawal of mesalazine+PSL partial recovery
10 26 M |,200 12 .6 n. d. withdrawal of mesalazine partial recovery
Il I M I,500 12 7.2 Interstitial N. withdrawal of mesalazine+PSL partial recovery
12 22 M unknown 12 5.3 Interstitial N. withdrawal of mesalazine+PSL partial recovery
13 34 M 3,000 36 unknown Interstitial N. withdrawal of mesalazine+PSL partial recovery
14 20 M |,500 36 6.6 Interstitial N. withdrawal of mesalazine partial recovery
15 31 M 2,400 4] 3.0 Interstitial N. withdrawal of mesalazine partial recovery
16 29 M |,500 36 6.1 Interstitial N. withdrawal of mesalazine+PSL partial recovery
17 31 M 500 36 3.8 Interstitial N.+ Glomerular withdrawal of mesalazine +PSL no recovery
IgM, CI, C3 deposits
18 28 M 2,400 14 3.9 Interstitial N. withdrawal of mesalazine +PSL no recovery
19 28 M 2,400 36 3.9 Interstitial N. withdrawal of mesalazine +PSL no recovery
20 24 M 2,400 36 unknown Interstitial N. withdrawal of mesalazine +PSL no recovery
21 30 F |,600 36 5.0 Interstitial N. withdrawal of mesalazine no recovery
22 24 M 2,400 36 3.0 Interstitial N. withdrawal of mesalazine +PSL no recovery

M : male, F : female, n. d. : not done, Interstitial N. :
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REREIFZE SR SN TV B b D EF 2 5z, mesal
azine 12 & % B &E Tl RBRIEEREHIMOER L HE S
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HEOGEGI 1) D D, KL FEECIgM & C3(B L O
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interstitial nephritis, PSL : prednisolone
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