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Effects of deoxyspergualin on proliferative glomerulonephritis

Osamu HOTTA, Katsumi ITO*, Takashi FURUTA, Shigemi CHIBA, and Yoshio TAGUMA

Department of Nephrology, Sendai Shakaihoken Hospital, Miyagi,
* Department of Pediatrics, Kidney Center, Tokyo Women’s Medical College,Tokyo, Japan

A clinical trial of the immunosuppressive drug, deoxyspergualin(DSG), was conducted in five
patients with various forms of proliferative glomerulonephritis(GN), such as IgA nephropathy in 2
patients, purpura nephritis in 1, membranoproliferative GN(MPGN) in 1, and rapidly progressive GN
(RPGN) in 1 patient, respectively. DSG was intravenously administered at a daily dose of 0.25 or 0.5 mg/
kg for 4 weeks. A marked decrease in proteinuria(to less than 50 % of baseline) was observed in four
patients. The other patient showed 38 % reduction of proteinuria. However, proteinuria exacerbated again
after discontinuation of DSG in three patients during a four-week follow-up period. Marked decrease
(3,000/4!) in white blood cell(WBC) counts was observed in three patients during the course of DSG
treatment. We concluded that DSG therapy is beneficial in reducing proteinuria in patients with various
forms of proliferative GN. However, since proteinuria increased after the discontinuation of DSG and
serious leukocytopenia was observed, indiscriminate use of DSG in proliferative GN should be discour-

aged.
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Table 1. Histopathological findings, clinical features and drug treatment prior to DSG therapy
. . UN/ N .
) Biopsy No. of glomeruli Proteinuria Prior treatment
Patients  Age/Sex i . Serum Cr
diagnosis (crescent/total) (g/day) (months)
(mg/dl)
ST 4| /male Crescentic GN 5/15 38/3.0 2.6 PSL 20 mg/day(2.5), CYC 50 mg/day (2)
Warfarin 5 mg/day(2.5)
KT 50/male MPGN 0/8 12/0.6 2.9 PSL 20 mg/day(2.5), Dipyridamole 300
mg/day(2), Warfarin 5 mg/day (1)
HA 19/male Purpura nephritis 5/28 24/1.2 2.3 PSL 20 mg/day(2.5), Dilazep 300 mg/
day(2)
SS 53/male IgA nephrapathy 2/8 23/1.4 2.0 Warfarin 5 mg/day (1), Dilazep 300 mg/
day(2)
HH 47/female IgA nephropathy 3/15 12/0.7 1.1 None

GN : glomerulonephritis, MPGN : membranoproliferative
nisolone, CYC : cyclophosphamide

GN, BUN : blood urea nitrogen, Cr : creatinine, PSL : pred-
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Fig. 1. Light microscopic findings of five patients enrolled
in the present clinical study
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Fig.2. Changes in urinary protein excretion
during and after DSG administration in five

patients g
The percentage of changes in urinary protein was o~
calculated according to the following formula : 2
change in urinary protein(%) =urinary protein(g/ E
day) on the day indicated after initiation of DSG g
injection/urinary protein(g/day) on the day of initia- Fry
tion of DSG injection X 100 §
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Fig.4. Changes in white blood cell (WBC) and its
differentials (neutrophil, monocyte and
lymphocyte) counts in peripheral blood after
initiation of DSG administration in five

Before 4 weeks after patients
Initiation of DSG treatment

Fig.3. Comparison with urinary protein excretion
between on the day of initiation of DSG injection Aok 1 . . -
and 4 weeks after initiation of DSG injection o, SARHRTF I AP RR & IR R T 3R
Data are shown as mean with SD for five patients. BT EHIMERE 3,000/ul LTI olctzd, T OIS
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Fig.5. Changes in red blood cell(RBC) and platelet counts in peripheral blood after
initiation of DSG administration in five patients

Each shaded area is shown as normal range for RBC(380-500 104/x/) and platelets (13-37

| 0“//,:1) .

P Fig.6. Changes in total cholesterol and
LDH after initiation of DSG administra-
tion in five patients

Each shaded area is shown as normal range for
total cholesterol (150-230mg/d/) and LDH({I00-
235U).

WP bBELR LFREDORD 2R w7z (Fig. 5),

3. Xt OMOBRFREENEE L S VI HEER

TNTOEFNC BT DSG % 5BHMEH» & 4 BOKSET
BIVATa—VMEDBRY 2B, &E5KTH 4D
BT 2LERIRESFIERERE - 1208, B O 3 EHTIRBE
DA HHRRTESD S 7z (Fig. 6), MBIV AFo— Ll & 0 - ‘ . ]
[Fkkiz LDH fE % DSG &5 thicifid ¥ s @b & 5 h iz
25, 2B B TREKR TR LA UREME 2R (Fig.
6)o % DHDMBAE(HERERE B & VREFHIREIEH ol :
EBWTRELSEBIED B o, BMEER L L TR
EOBE% 2 EFTRD, BEORNTIERES X UEL - IR
H% | BITRRD I,

4. DSG Mg

DSG @ 0.25 mg/kg 25 L7z 3 B DI E R % Fig. 7
WRL7z, DSG D EMEHERCRREER2RL, Z0%k
BHEZED LTz, BEMEhlEs X Uit & LR
Bzl sd2b00, DSCORERNRSIC L 2%

Btk A sz, 0 . . .
0 2 4 6 8
Time after Initiation fo DSG administration (weeks)

Total cholesterol (mg/dl)

LDH (V)




26 Effects of deoxyspergualin on proliferative glomerulonephritis

1000 r Day1 Day 14 Day 28
E
o I
£
c I
2
B
H
“-:’ 100 |
]
Q
[
g }
] : < k
L] ~ . \
o '
o A
—O0— HA
| —O— SS
—— HH
10 L L L _:: L L 1 :: L il J
1 2 3 1 2 3 1 2 3

Time after DSG injection (hr}

Fig.7. Plasma concentration of DSG in three patients
after intravenous 1-hr infusion at a dose of 0.25 mg/

kg
The limit of quantification was 50 ng/m/.
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