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Amifostine Pretreatment for Protection Angainst Cisplatin-induced Nephrotoxicity

HU Quan', ZHANG Li-hui', GENG Bao-qin®™, XU Jing-yao™ (1. Department of Pharmacology, Hangzhou Normal
University, Hangzhou 310018, China; 2. Medical College of Zhejiang University, a. Department of Pharmacology; b. Department of
Pathology, Hangzhou 310058, China)

ABSTRACT :OBJECTIVE Anmifostine, a cytoprotector of broad-spectrum, protects normal tissues from the toxic effects of certain
anticancer drugs. This study aims to observe the protective effect of amifostine angainst cisplatin-induced nephrotoxicity. METHODS

Thirty-five Sprague-Dawley rats were randomly divided into 5 groups: control group(0.9% saline solution), cisplatin 5 mg kg™
group, cisplatin 7.5 mg - kg™' group, cisplatin 5 mg + kg~' + amifostine 200 mg - kg™ group and cisplatin 7.5 mg - kg™ o+
amifostine 200 mg + kg ™' group. Organ coefficient of kidneies, serum BUN, creatinine were measured. Renal histopathological lesions
were examined by light microscopy. RESULTS Compared with control group and cisplatin 5 mg - kg “" + amifostine 200 mg - kg ™' or
cisplatin 7.5 mg - kg ™' + amifostine 200 mg - kg™’ group, serum BUN and creatinine were significantly elevated in cisplatin 5 mg -
kg™ and cisplatin 7.5 mg - kg ' groups (P <0.05 or P <0.01). The organ coefficients of kidneies with amifostine were decreased
obviously. The rate of nephroprotection in pathological grade was 61.5% and 56.8% , respectively. CONCLUSION Amifostine is
able to protect the nephrotoxicity induced by cisplatin.

KEY WORDS: ; amifostine; cisplatin; nephrotoxicity ; chemotherapy

1by7 BRI IE I E B IR IT F B Z —. M4H (cisplatin, c-
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Tab 1

amifostine in rats

Influence of cisplatin on body weight with or without

FERH(d) KRB E g

a4
0 1 3 5

i 249 £58 249 £51 248 £60 251 +48
¢-DDP 5 mg « kg™ 249 £61 239 £69 22570 220 +69

¢-DDP 5 mg - kg ™' +

] 249 £59 241 £56 24155 23752
F BT 200 mg - kg™
¢-DDP 7.5 mg - kg ™! 263 +62 255 +54 230 £41 216 £47
¢-DDP7.5 mg - kg ™' +
. 250 £59 236 +53 228 £59 226 £62
HHETT 200 mg * kg_1
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T S RAMLL, Y P <0.05,2 P <0.01; 5HMp 8 H -DDP #HAHL,> P <0.05, ¥ P <0.01

Note:"" P <0.05,2 P <0.01, compare with control group; ¥ P <0.05,* P <0.01, compare with c-DDP alone
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B1 B %Ltgmpsrm(HE x200)
Fig 1 Necrosis of renal tubular epithelial cells (HE x200)
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B2 BAEZa¥H(HE x100)

A - B FEEEEARI(] +);B-D - BREMEAER(2+ 3+ ,4+4)
Fig 2 protein casts of renal tubules (HE x100)

A - protein casts in cortical part (1 + ) ; B-D — protein casts in

medullary part (2+, 3+ and4 +)
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Tab 3 Pathological grade for cisplatin-induced nephrotoxicity in
rats
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