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Fig. 1. Experimental design
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Table 1. Testicular weight in each group

Testis BW (X10 %) Testis/BW ( ~107%)
Group (4 W) Group (8 W)
Rt Lt Rt Lt
Group 2 464.2 477.2 Group 3 445.0 453.0
(Control) (+17.655) (+23.784) (Control} (+ 8.485) (+13.038)
455.8 470.8 438.0 465.8
Group 4 Group 5
(+20.548) (+19.575) (+37.363) (+12.478)
. 462.3 477.25 454.0 459.6
Group 6 Group 7
(£32.346) (£27.969) (+28.222) (£22.568)
406.4° 425 4" 430.6 443.8
Group 8 Group 9
(£33.739) (£29.997) (+22.974) (+21.288)
436.0 454 .8 418.6 433.8
Group 10 Group 11
(+£33.129) (+23.467) (+£24.276) (+28.208)

Values are the mean + SD
* . P<0.01 vs. group 2 (control)

Table 2. The weight of kidneys in each group

Kidnes/BW (x107%) Kidnes/BW ( ~107%)
Group (4 W) Group (8 W)
Rt Lt Rt Lt
Group 2 319.2 317.0 Group 3 303.0 305.4
(Control) (£10.159) (+20.408) (Control) (+20.893) (+£16.742)
286.4° 284.2¢ 283.0 286.8
Group 4 Group 5
(£10.968) (+£11.584) (£31.008) (+33.387)
296.75° 314.0 292.2 297 .4
Group 6 Group 7
(+£17.988) (+10.231) (£ 7.727) (£ 5.413)
289.2° 305.4¢ 287.2 300.0
Group 8 Group 9
(£14.342) (+13.297) (+£10.710) (+18.466)
326.6 312.8 321.0 329.2¢
Group 10 Group 11
(+36.432) (+12.795) (+ 9.354) (£ 5.541)

Values are the mean + SD

*: P<0.01 vs. group 2 (control)
©: P<0.05 vs. group 2 (control), P<0.01 vs. group 6
4: P<0.05 vs. group 4
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b P<0.05 vs. group 2 (control)

¢ P<0.05 vs. group 3 (control)
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Fig. 2-a. Histologic appearance of the testis from
group 2 (control, HE stain, X100)
There are seminiferous tubules with cells at
all stages of spermatogenesis

Fig. 2-c.
group 8 (X400)
There are no spermatids, and the number of
spermatocytes has decreased
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from
group 8 (cis-platin' 5 mg/kg X2 days, fosfomycin
400 mg/kg X 2 days, 4 weeks)
There are some seminiferous tubules with
hypospermatogenesis ( X 100)

Fig. 2-d. Histologic appearance of the testis from
group 9 (cis-platin 5 mg/kgx2 days, fosfomycin
400 mg/kg X2 days, 8 weeks)

Damage to seminiferous tubules has recovered
8 weeks after the treatment ( X100)
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Table 3. Biochemical examination of rat serum
Group TP BUN Cr NAG Group Tr BUN Cr NAG
(4 W) (g/dl) (mg/dl) (mg/dl) (mg/dl) (8 W) (g/dl) (mg/dl) (mg/dl) (mg/dl)
6.70 18.68 0.56 18.33 6.64 15.22 0.54 16.42
Group 2 Group 3
(+0.636) | (+£1.879) | (+0.055) | (+3.826) (+£0.336) | (+£1.366) | (+£0.055) | (+8.83 )
6.40 19.82 0.64* 22.86¢ 6.18" 22.54 0.66 18.64
Group 4 Group 5
(£0.224) | (£0.773) | (£0.055) | (£1.544) (£0.148) | (£7.990) | (£0.089) | (£3.646)
6.15 24.25 0.70 23.15 ) 6.30 16.95 0.50 18.05
Group 6 Group 7
(£0.191) | (£11.874) | (£0.141) | (£2.515) (£0.216) | (£5.666) | (£0.055) | (+5.323)
6.14 20.46 0.64¢ 18.00 6.26" 26.36° 0.76" 19.00
Group 8 Group 9
(+0.288) | (+1.352) | (0.055) | (+3.117) (+£0.055) | (£5.666) | (£0.055) | (£3.227)
6.20 14.54* 0.52 21.64 6.65 23.65 0.55 14.30
Group 10 Group 11
(£0.071) | (0.568) (0.045) | (+£3.74 ) (+£0.208) | (£1.127) | (£0.058) | (£3.271)

Values are the mean * SD
*:P<0.01 vs. group 2 (control)
b.c.d: P<0.05 vs. group 2 (control)
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TESTICULAR CYTOTOXITY OF INTRAVENOUS CIS-PLATIN
IN COMBINATION WITH FOSFOMYCIN IN RATS

Suin-icmi Yosun, Fumio Manase, Hirosii Tomomasa,
MIKINOBU O()TANI, HIR()MI(HI ISHIKA\\"A and KENK[CHI KOISO
Department of Urology, School of Medicine, Tsukuba University, Ibaraki 305, Japan

In an animal model we assessed testicular cytotoxity of intravenous cis-platin (CDDP), which was
combined with fosfomysin (FOM) in order to reduce renal danage. We used 10-week-old male
postpubertal Fisher 334 rats, and administered CDDP (6 mg/kg, 5 mg/kg X 2 days) alone or in
combination with 400 mg/kg/day of FOM.

Four and eight weeks after the last injection, the weight of testes and kidneys and the serum levels
of TP, BUN, CRE and NAG were measured. Four weeks after the last injection, the weight of testes
in group 8 (CDDP 5 mg/kg x 2 days, FOM 400 mg/kg/day) had significantly decreased and
histologically a few seminiferous tubules without spermatids were found. All rats in groups 12 and 13
(CDDP 5 mg/kg X 2 days) died within one week.

In group 9 (CDDP 5 mg/kg X 2 days) eight weeks after the last injection, the damaged testes
recovered histlogically, and their weight was not significantly different from that of controls. We
considered that the testicular cytotoxity of cis-platin was slight and reversible, and that FOM was
effective in increasing the tolerable dose of cis-platin.



