yoL. 33 S—4

CHEMOTHERAPY 217

Imipenem/Cilastatin sodium (MK-0787/MK-0791) o
ZeWCBET5HE (E5H)

MK-0787 OB HmMITRIFT MK-0791 DB HEIGhE

HE®C AFEA -XFELE-

N HROE B

BA A v 7 BRRR ST

» 4%z imipenem (MK-0787) & cilastatin sodium (MK-0791) D& & Mz L X
THEL, MK-0787 0B HEMCRIET MK-0791 OISR Z B O s X O BEREY 5%
2t Lt, MK-0787 0 160mg/kgid, BOBMENS IUCBRENEEY 4L L, WO LBHEEXKIA
BTHoto MK-0787 & MK-0791 OFEA&RETIX, MK-0791 o FEAMEMNT 5126y MK-
0787 DBEMITER DL L B Ihic, MK-0787 L MK-0791 oft&ttss 1:0.6 LD

aiiy, BOBEHILRDOIED >,

UEDFERMH, MK-0787 & MK-0791 DERRREMAEGL 1:1 13, FHECH L TREeEs

DT ENFER IR,

Imipenem (MK-0787) 2kE # 1 7 HHAFERT CHRE
IhicFH o carbapenem RPEME T, LKEEOH
Brsl, BB Y FRT, Cilastatin sodium(MK-
0791) 1% & ©» dehydropeptidase-I [HEHI TH b,
MEK-0787 o f3% M%) LT MK-0787 o R th[EIR K%
BinXe b BdRERI A,

MK-0787 B+ s Ll c BURBRAEEH LA W
TEfEh, BUAORBCIBESFTRIAZ DR T L
¥, MK-0787 0 BB 0 BEX, FRATEHWEC
IhEE Y v¥ ¥ T2 cephaloridine ¢ FEBETH Y,
# AT} cephaloridine X b &g TH » 129, MK-0787
OBHHR, MK-0791 L oA X h B E 3 HE
Sh, HEA% 1:1 0FRAKT6 »AHRELLBE
Ty MKO787 w X 3 BEMHEAD LA TR, X
LREDOBEER, MK-0791 of5@8 i<,
FEAOEARCEKET A LN ER IR TWBY,

SE, RARFAEHORARY 1:0.5 »H 1:1 %
THEENCEL THRE L, MK-0787 o8&t BiF T
MK-0791 o B R O MEL 8E Lo TH®ET 5,

I. RBME&GLUERAEE

L A%y
. Imipenem (MK-0787) % X ¢¥ cilastatin sodium
(MK-0791) i3, wFhdkE 4 v 7 KR X 0 AF
Lo MK-0787 #gi% 0.3% WEAARKS bV v 4k
ERL, EHARRKICINERAE L7, MK-0787/MK-
0791 Wy, MK-0791 % TP gt KR L,
Tk MK-0787 L 0.3% REEAEF bV v 2 CRF
LEOLIMERE R Lt BB, 0.22 1 78 v 0

Millex®-GS 7 ; L2 — % HVCTHGB L, FEHE 30 4
PP fER Lic,

2. FERBHRIOEABTHE

(1) MEXRH:KBL: JW v+¥ (AAHEGRE, It
W5 NABRREHE)

(2) FERBAAIEOBE & A : ifin 18 BEAT 3.0
~3.4kg, WA 20 JHET 3.5~4.0kg TH -1,

(3) MAAREE: EERERE (22+2°C, 55x10%),
1205RMR88 (PRI 7R FH 7R TPy — 2@
CIRERE L1,

(4) FRbs LokaEK : ER&E (CR-1, BA 7
V7 BREH) B X UKGEKE BEICER X%,

3. FEREtE

BEREBLE Tablel Dl R hH THbH, 7nk, MK-0787
¥ X O MK-0791 o 5 EiEgtamoETERb Lic,
EDBEDER BN DLEFHIRL D, EAXYTZH
WTESF 1.8 ml OFERETHEHEE L1,

ITRCOBPPrHEABRETH L LT, HEATEEYS
48 B¥MIRICRERRIE L,

24 BERR A 580, 5 24 Rltt s X 00 48 BEf]R
CAKATCEIL, REOWE, EtERE (HE, &H, #&
m& RikE) B L ¥ N-acetyl-B-D-glucosaminidase
(NAG, Lockwoop 3 X U8 Bosmann® D7ZFik), gamma
glutamyl transpeptidase (y-GTP, Szasz O%FE) &
lysozyme (Litwack” D) DIRAEE G ORIE %
i LT,

TRTCOBH S F5H1R LU Y 24 FfE (£ L 48
R R T CTHABIR L DERM L, MEREER



CHEMOTHERAPY

218 NOV. 1985
Table 1 Experimental group
Dosage Dosing Number of animals
Compounds level volume
(mg/kg) (mi/kg) Males Females
Control 0 2.7 3 3
(saline)
160/0 2.7 3 3
160/80 2.7 3 3
160/96 2.7 3 3
MK-0787/MK-0791 160/112 2.7 3 3
160/128 2.7 3 3
160/144 2.7 3 3
160/160 2.7 3 3
Table 2 Renal function in females in a pretest period
MEK-0787/MK-0791 (mg/kg)
Group -
0/0 160/0 160/80 160/96 160/112 160/128 160/144 | 160/160
No. of animals 3 3 3 3 3 3 3 3
Urine volume, ml/24hrs |{199.3+19.4*[194.5+132.0[ 175.0£71.3 | 256.3=892.0 | 173.8+17.8 | 158.8+64.0 | 107.0+49.5| 125.7£32.7
Protein, — o 0 1 1 0 0 0 0
+ 1 2 2 0 1 0 0 0
+1 2 1 0 2 2 3 3 3
Glucose, — 3 3 3 3 3 3 3 3
Occult blood, — 2 3 3 3 3 3 3 2
+ 0 0 0 0 0 0 0 1
+1 1 0 0 0 0 0 0 0
Erythrocytes, — 2 3 3 3 3 3 3 3
+1 1 0 0 0 0 0 0 0
Leukocytes, — 3 3 3 3 3 3 3 3
Epithelial cells, — 3 3 3 3 3 3 3 3
Casts, — 3 3 3 3 3 3 3 3
Lysozyme, mg/24hrs 0.13=0.01°| 0.06+0.07 | 0.05£0.08 | 0.12£0.14 | 0.06£0.07 | 0.35+0.21 | 0.02+0.03 | 0.31£0.51
mg/1 0.6%0.2 0.5%0.4 0.4+0.7 0.5+0.6 0.4%£0.4 2.8+2.0 0.3£0.6 2.1£35
NAG, units®/24hrs | 0.60+0.58 | 1.21+0.72 | 1.63+£0.76 | 3.68+2.51 | 0.95+1.16 | 1.74+1.20 | 1.13+0.29 | 0.77£0.69
units/1 3+3 7£1 10+5 13£6 6+7 13+12 11£3 55
7-GTP,IU/24hrs 3.91£1.74 | 2.03£0.60 | 2.37+0.46 | 2.54+0.59 | 3.48+2.81 | 2.99+0.24 | 2.62£1.08 | 2.27£0.08
1U/1 19+8 14£9 14%3 1145 2016 20+6 31427 1915
BUN, mg/100ml 21.4+8.4 | 20.2£1.3 | 18.942.8 | 20.3%1.7 | 19.5%£0.5 | 17.7+3.3 | 20.4£2.6 | 19.7:19
Creatinine, mg/100ml 1.41£0.28 | 1.280.13 | 1.23£0.08 | 1.44+0.16 | 1.20+0.06 | 1.2240.08 | 1.3240.15 | 1.50+0.12

a I Mean+S.D.
b I Number of animals

¢ 11 unit=1gM of p-nitrophenol per hour
— I Negative or normal, + : Very slight, + 1 : Slight
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Table 3 Renal function in females at 24 hours post-dosing
.MK-0787/MK-0791 (mg/kg)
Group 0/0 160/0 160/80 160/96 160/112 160/128 160/144 160/160
No. of animals 3 3 3 3 3 3 3 3
Urine ;/olume; ml/24hrs | 202.0+10.6* | 296.0+111.0 [ 162.0464.1 | 196.7+51.0 | 120.3£10.0 | 105.2+23.4 | 134.5£70.2 | 149.0%£52.6
Protein, — 0 0 0 0 0 0 0 0
+ 1 0 1 0 1 1 0 0
+1 1 0 0 3 1 2 3 3
+2 1 3 2 0 1 0 0 0
Glucose, — 3 1 3 3 3 3 3 3
+ 0 2 0 0 0 0 0 0
Occult blood, — 3 2 3 3 3 3 3 2
+ 0 1 0 0 0 0 0 1
Erythrocytes, — 3 3 3 3 3 3 3 3
Leukocytes, — 3 3 3 3 3 3 3 3
Epithelial cells, — 3 3 3 3 3 3 3 3
Casts, — 3 3 3 3 3 3 3 3
Lysozyme, mg/24hrs 0.18+0.15 | 0.13+£0.08 | 0.03+0.02 0.03£0.02 0.28+0.43 0.0640.03 0.11£0.07 0.06+0.04
mg/1 0.9%0.7 0.5£0.4 0.2+0.1 0.2+0.1 2.1£3.3 0.6+0.4 0.8+0.3 0.4£0.1
NAG, units®/24hrs 1.68+1.28 | 27.19£17.53 | 10.91£2.58 6.16+3.80 | 35.84+44.97 [ 8.43+5.17 | 7.80%3.06 7.97+2.42
units/] 816 86+24 84163 35£30 215+346 75+32 62112 545
r-GTP, IU/24hrs 3.85+1.29 | 22.49+14.92°| 3.77£1.00 | 3.00+0.40 { 2.20%£0.29 | 2.37+£1.10 | 3.16+0.51 | 3.32+0.95
1U/1 1918 71+£39* 26+10 163 1742 2216 29+18 2315
BUN, mg/100m] 24.31£6.2 56.4+2.8° | 22.0%3.5 22.1+2.1 21.41£0.4 17.6£3.7* | 20.1+0.6 18.2£2.2*
Creatinine, mg/100ml 1.30£0.33 | 3.00£0.15%{ 1.29+0.19 | 1.35+0.04 | 1.24£0.07 | 1.22+0.10 | 1.24+0.22 | 1.29+0.23

1+ :MeanS.D.
: Number of animals .
¢ 1 unit=1 uM of p-nitrophenol per hour

-

— ¢ Negative or normal, + : Very slight, + : Slight, + 2 : Moderate
+ ! Statistically significantly different from the controls at p<0.05 (LSD Test)
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Table 4 Renal function in females at 48 hours post-dosing
MK-0787/MK-0791 (mg/kg)
Group 0/0 160/0 160/80 160/96 160/112 160/128 160/144 T/lw
No. of animals 3 3 3 3 3 3 3 I
Urine volume, ml/24hrs | 131.3+74.0° | 210.0£95.7 | 164.7+64.3 | 164.3+67.9 | 117.3£28.6 | 103.3£55.3 |122.3426.5 | 93.3499
Protein, — (04 0 0 0 0 0 0 0
+ 1 0 1 0 1 0 1 0
+1 2 0 0 2 1 2 1 2
! +2 0 1 2 1 1 1 1 1
+3 0 2 0 0 0 0 0 0
Glucose, — 3 0 3 3 3 3 3 3
+ 0 1 0 0 0 0 0 0
+1 0 1 0 0 0 0 0 0
+2 0 1 0 0 0 0 0 0
Occult blood, — 3 0 2 3 3 3 3 3
+ 0 1 0 0 0 0 0 0
+1 0 2 1 0 0 0 0 0
Erythrocytes, — 3 3 2 3 3 3 3 3
+ 0 0 1 0 0 0 0 0
Hyaline casts, — 3 3 3 3 3 3 3 3
+ 0 0 0 0 0 0 0 0
Fine granular casts, — 3 2 3 3 3 3 3 3
+ 0- 1 0 0 0 0 0 0
+1 3 2 3 3 3 3 3 3
Leukocytes, — 0 0 0 0 0 0 0 0
+1 0 1 0 0 0 0 0 0
Lysozyme, mg/24hrs 0.02+0.02 | 0.08+0.06 | 0.03+0.01 | 0.10£0.10 | 0.07£0.07 | 0.10£0.03 | 0.15%0.08 | 0.06£0.5
mg/1 0.1£0.2 0.6£0.6 0.240.2 0.5+0.4 0.5+0.5 1.2£0.8 1.1£0.5 0.6£0.4
NAG, units® /24hrs 0.08£0.13 | 36.76+12.94*| 2.33+3.15 | 0.13£0.23 | 0.94£1.22 | 0.18+0.62 | 0.63+£0.55 | 0.0740.12
units/1 0+1 209+142° 12+13 112 78 12112 615 1#1
7-GTP, 1U/24hrs 1.58+0.85 | 19.78£5.13" | 3.8640.91 | 2.34+0.28 | 3.58+1.32 | 3.91+1.35 | 3.56+0.78 | 2.51%0.T2
1U/1 1242 117£86* 26£10 154 3047 4119 3+10 2116
BUN, mg,/100ml 22.5%7.4 79.4£13.5° | 19.7£2.7 23.5%2.4 21.6£1.7 19.1+2.3 20.1+1.8 | 21.9%0.9
Creatinine, mg/100ml 1.36£0.23 3.89+0.56" | 1.16£0.09 1.31+£0.09 1.19+0.04 1.20£0.13 1.21£0.18 | 1.390.18
a : Mean*S.D.
b Number of animals
¢ 1 unit=1 uM of p-nitrophenol per hour
— ! Negative or normal, =+ : Very slight, + 1 :Slight, + 2 : Moderate, + 3 : Severe

« © Statistically significantly different from the

controls at p<0.05 (LSD Test)
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Table 5 Renal function in males in a pretest period
MK-0787/MK-0791 (mg/kg)
Group 0/0 160/0 | 160/80 | 160/96 | 160/112 | 160/128 | 160/144 | 160/160
No. of animals 3 3 3 3 3 3 3 3
Urine volume, ml/24hrs 161.3166.0* | 127.8+73.6 168.5° 144.71£40.3 | 114.0£34.7 | 126.7+44.7 | 151.3+£23.1 | 135.3£77.5
Protein, — 0¢ 1 0 0 0 0 0 0
+ 1 1 1 0 0 1 1 1
+1 1 1 1 2 3 1 1 1
+2 1 0 0 1 0 1 1 1
Glucose, — 3 3 2 3 3 3 3 3
Qccult blood, — 3 2 2 3 3 3 3 3
+ 0 1 0 0 0 0 0 0
Erythrocytes, — 3 3 2 3 3 3 3 3
Leukocytes, — 3 3 2 3 3 3 3 3
Epithelial cells, — 3 3 2 3 3 3 3 3
Casts, — 3 3 2 3 3 3 3 3
Lysozyme, mg/24hrs 0.31£0.11 1.05£1.58 0.86 0.48+0.68 0.11£0.05 0.37£0.27 1.24£1.58 0.82+1.25
mg/1 2.4%1.9 7.2+9.8 4.5 2.8%£3.7 1.0£0.6 2.8+1.9 7.7£9.2 4.1£5.4
NAG, units®/24hrs 0.84+0.89 | 4.56+7.28 5.00 0.50+0.86 0.28£0.14 2.25£2.88 3.00£3.97 7.58+6.63
units/1 811 33+45 24 3%5 242 2127 18+23 70+78
r-GTP,IU/24hrs 2.89+2.21 1.29£0.71 1.51 1.73+0.72 1.07+0.14 2.02+1.36 1.44£0.72 1.36£0.72
1U/1 16+11 101 10 1243 10£2 157 9+4 11£3
BUN, mg/100ml 19.5£0.5 22.4£1.5 20.2 £2.4 20.1£2.9 19.3+1.1 18.0£1.6 21.5+3.0 19.940.3
Creatinine, mg/100ml 1.17£0.10 1.20£0.07 1.13£0.03 1.12+0.16 0.99+0.04 1.0940.10 1.09£0.10 1.15£0.11

. Mean+S.D.

 No urine sample of one animal from this dosage group
: Number of animals

.1 unit=14M of p-nitrophenol per hour
* Negative or normal, + : Very slight, + 1 : Slight, + 2 : Moderate
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Table 6 Renal function in males at 24 hours post-dosing
MK-0787/MK-0791 (mg/kg)
Group 0/0 160/0 160/80 160/96 160/112 160/128 160/144 T/m
D
No. of animals 3 3 3 3 3 3 3 3
R
Urine volume, ml/24hrs | 152.7+68.9* | 291.2+66.4° | 133.3£90.2 144.0+52.9 | 137.0+£26.8 | 102.7£9.8 | 137.7+16.3 124.8+40.3
Protein, — id 0 0 0 0 0 0 0
+ 1 0 0 0 0 0 0 0
+1 2 1 2 2 1 2 3 3
+2 0 2 1 1 2 1 0 0
Glucose, — 3 0 3 3 3 3 3 3
+ 0 3 0 0 0 0 0 0
Occult blood, — 3 0 3 3 3 3 3 3
+ 0 3 0 0 0 0 0 0
Erythrocytes, — 3 3 3 3 3 3 3 3
Leukocytes, — 3 3 3 3 3 3 3 3
Epithelial cells, — 3 3 3 3 3 3 3 3
Hyaline epithelial casts, — 3 2 3 3 3 3 3 3
+1 0 1 0 0 0 0 0 0
Lysozyme, mg/24hrs 0.33£0.10 | 1.20£0.91 0.334£0.47 | 0.23£0.24 | 0.24+0.21 0.13£0.07 | 0.35£0.26 | 0.29+0.11
mg/1 2.2+0.3 4.0£2.5 1.8+1.8 1.5+1.3 1.6x1.2 1.410.8 2.4%1.6 2.3£0.6
NAG, units/24hrs 2.00+£2.31 | 26.00£21.06°| 2.85+2.18 6.11£2.51 | 11.04+10.21 | 10.92%1.01 7.76£0.74 | 9.820.4]
units/1 18+25 87+59 2+7 54146 77167 107£19* ST£11 85128
7-GTP, 1U/24hrs 1.83£1.23 | 43.78£14.90°| 3.28+1.85 | 1.44%0.53 2.45+1.98 1.80£0.82 | 2.40%0.73 | 1.47:0.8
1U/1 15£12 153+47* 26+3 10£0 17£13 1849 1817 1243
BUN, mg/100ml 17.6+1.0 58.5£11.7° | 20.5%2.7 19.6£3.5 18.3£10 17.1£1.0 14.813.6 18.5¢1.7
Creatinine, mg/100ml 1.16£0.08 | 2.71+£0.69" | 1.20%0.22 1.16£0.13 1.01£0.08 1.10£0.07 | 1.01£0.07 | 1.12+0.09

2 : Mean%S.D.
b : Number of animals

¢ 1 unit=1 gM of p-nitrophenol per hour

— : Negative or normal, * : Very slight, + 1 : Slight,

+ 2 : Moderate

* : Statistically significantly different from the controls at p <0.05(LSD Test)
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Table 7 Renal function in males at 48 hours post-desing
MK-0787/MK-0791 (mg/kg)
Group 0/0 160/0 | 160/80 | 160/96 | 160/112 | 160/128 | 160/144 | 160/160
No. of animals 3 3 3 3 3 3 3 3
Urine volume, ml/24hrs 143.2473.3* [ 194.2433.3 | 42.5+33.3" | 108.3£51.6 | 133.7+48.3 82.5+14.8 | 138.0=32.0 | 122.2=81.3
Protein, — o 0 o 0 0 0 0 0
+ 0 0 0 0 1 0 0 1
i 2 1 1 1 1 0 2 0
+2 1 2 1 2 1 2 1 2
+3 0 0 1 0 0 1 0 0
Glucose, — 3 0 3 3 3 3 3 3
+ 0 2 0 0 0 0 0 0
+1 0 1 0 0 0 0 0 0
Occult blood, — 3 1 2 3 3 3 3 3
+ 0 1 0 0 0 0 0 0
+1 0 1 0 0 0 0 0 0
+2 0 0 1 0 0 0 0 0
Erythrocytes, — 3 3 2 3 3 3 3 3
+ 0 0 1 0 0 0 0 0
Leukocytes, — 3 3 3 3 3 3 3 3
Epithelial cells, — 3 3 3 3 3 3 3 3
Hyaline casts, — 3 1 3 3 3 3 3 3
= ¢ z 0 0 ¢ 0 0 0
Lysozyme, mg/24hrs 0.24+£0.26 | 1.13£1.07 | 0.12£0.14 | 0.45£0.39 | 0.54+0.29 0.15£0.16 1.00+0.88 0.51£0.10
mg/1 1.8+2.4 5.3t4.2 5.4+6.3 4.7£4.9 5.1+4.2 1.7£1.6 7.2£7.2 5.3%2.7
NAG, units®/24hrs 2.56+2.56 | 18.57£19.58 | 2.55+3.26 |51.68+88.83 | 9.70+13.16 | 0.68+0.57 | 8.54=10.08 | 0.23£0.40
units/1 15+8 86181 40+42 310+529 65+76 816 54+56 1+2
r-GTP, IU/24hrs 1.66+0.68 |10.39£5.76* | 1.23+1.00 | 2.09+2.26 3.19£2.67 1.32£0.61 3.56£2.12 1.10£0.26
1U/1 12£3 51+20* 2518 1610 23t14 1616 27+20 12+7
BUN, mg/100ml 15.8£1.0 74.7+£23.6° | 19.4%2.9 17.5+2.9 19.5+5.8 15.6+1.9 20.5£5.8 18.1£0.9
Creatinine, mg/100m] 1.10£0.07 | 3.55+£1.22° | 1.27+0.14 1.13+0.19 0.97£0.11 0.6£0.07 1.12+0.18 1.08+0.05

* MeantS.D.
* Number of animals

© 1 wnit=1 uM of p-nitrophenol per hour
+ < Very slight, +1
- Statistically significantly different from the controls at p <0.05 (LSD Test)

* Negative or normal,

. Slight, -+ 2 : Moderate, + 3 : Severe
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Table 8 Pathological changes of kidneys in females

' MK-0787/MK-0791 | No. of Kidney weight Tubular necrosis score
(mg/kg) animals | (% body wt.) 0 1 2 3 4 5| Mean
0/0 3 0.45440.058 3 0 0 0 O O 0
160/0 3 0.612+0.030* [0 0 O O 2 1 4.3
160/80 3 0.515+0.085* {2 1 O O O O 0.3
160/96 3 0.484%0.012 3 0 0 0 0 O 0
160/112 3 0.455+0.018 3 0 0 0 0 O 0
160/128 3 0.467+0.021 3 0 0 0 0 O 0
160/144 3 0.497+0.025* {3 0 0O O O O 0
160/160 3 0.458+0.012 30 0 0 0 O 0

Degree of renal tubular necrosis was graded and scored by the following
criteria; 0 : not remarkable, 1 : very slight (1 ~10% of tubules affected), 2 :
slight (10~25% of tubules affected), 3 : moderate (25~50% of tubules affec-
ted), 4 :marked (50~75% of tubules affected) and 5 :severe (>75% of
tubules affected)

* : Statistically significantly different from the controls at p <0.05 (LSD Test)

Table 9 Pathological changes of kidneys in males

MK-0787/MK-0791 | No. of | Kidney weight Tubular necrosis score
(mg/kg) animals | (% body wt.) 90 1 2 3 4 5| Mean
0/0 3 0.532+0.050 3 0 0 0 0 O 0
160/0 3 0.684+0.092* 10 0 0 2 1 0 3.3
160/80 3 0.549%0.078 210 0 0 0 0.3
160/96 3 0.55540.042 300 0 0 0 0
160/112 3 0.593+0.032* {3 0 O O O 0 0
160/128 3 0.596+0.021* |3 0 0 O 0 0 0
160/144 3 0.569+0.033 3 0 0 0 0 O 0
160/160 3 -0.576£0.019* |3 0 0 0O 0 O 0

Degree of renal tubular necrosis was graded and scored by the following
criteria; 0 : not remarkable, 1 :very slight (1 ~10% of tubules affected),

2 :slight (10~25% of tubules affected), 3 : moderate (25~50% of tubules
affected), 4 : marked (50~75% of tubules affected) and 5 : severe (>75%

of tubules affected)

* : Statistically significantly different from the controls at p <0.05 (LSD Test)
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5= v OTHEN KB L L BEHFRC AR L
4= (Table3, 4, 6, 7)o MK-0787 & MK-0791 OEE
BenBREYRYT HEPIRED LRULD T,

4, FREEORE

Higr s\ T, 1600 mglkg HTEFORENRZDH
e, AEOBOGELE BILMER & b HRFRIC A
ER i LT (Table 8, 9)o% 7 160/80, 160/112, 160/
128, 160/144 3 L UF 160/160 mg/kg BEHEF AixiEDH
B, NEEL AR LA, BENBRET
By, HHECHEE LB TREL, SORBRTKRF
LEBL TR » 7o

BoEGYHRE I\ T, 160/0 mg/kg FHOT
COBOREE LR EE) LEE ORI E
Bhit, 160/80mglke BETIRMERES L Il 0 REE L
B E» TREDEREATD bk, fliOBAFIE
BT, REEOBTNELEL Zbhieh -7,

. % -4

v ¥ LU AR Ve MK-0787 OEHRRIC S
W, BEENAEHLR, TOBE WX Y ¥ T
cephaloridine & R, /L T cephaloridine X b
BETHD LHEIH T\ 59, MK-0791 13% © dehy-
dropeptidase-1 JHEH TH b, MK-0787 OF T O
HeWHlL, TORFPERE NI B IDICHES
hiko £0% MK-0791 i3, MK-0787 DRFEIRES
Emies L ARCBEREEY L 2T o LA
Fahict, MK-0791 % MK-0787 DF#HEMABHET
PRFORFI, BRCERIh, TOFKE MK-0791
RRME LR MRN~D MK-0787 OB b AR HAH
ML, MK-0787 » ki @ilRAC BT TH L%
AHL 0B 0TI & R XTRTW5Y, b
b, MK-0791 i, dehydropeptidase-I fHE{FRCN%
TRAE~D MK-0787 OBTRAILH RN 55 LHE X
hTw3, —H MK-0791 OB BB MR RIT R EH O
BARKEET A2 ENHBEIh TV 5% Tiebb,
MK-0787 OB HMEE TH5 140 mglkg ¥ 72ik 360
mglkg LEADHED MK-0791 #E&LTHETS
& ME-0787 vh O B ic T h B2 2
MK-0791 DFEofMcEVBRIh, Ak 1: 1T
REEHRLEEI N o, = OBMETIE, E
UREAIE 1:0.07, 1:0.21, 1:0.25, 1:0.42,
1:0.50,1:0.62,1:1 X0 1:2 T h,1:0.62 1
TRV TRBOBREENEA TS by, Baid,
35Kﬁﬁﬁmﬁﬁk#6ﬁﬁﬁﬁ%ém%@§hbm
SRECOBYRHTHC L0, MEMORLRVED
THRBREETHS EEL, REBRYER LI, ik
DEDBEEORZHI B L AR R TUS & &

iz MK-0787 & MK-0791 % 1:0, 1:0.5, 1:0.6,
1:0.7, 1:0.8 1:0.9, 1:1 OREASHLTHIRARE
L, 48 BB CEHBR LD bBORBEMREY £ i
Lo ¥io, ROEMMKRE, RPEFREKE, BUN »
IO 7 v7F=vDRELERETIT>T0

MK-0787 EfhT 160 mg/kg x5 LicEHmo B #%
EEOBMER T, REOWM RP NAG EH# &
7-GTP &0 LA, REHBYE, PEodk, BUN &7
V7 F = OB ALR, BH»CEE O BHERE
ENRRBE I, B X 5 BEERCLEBRIBERTE
WREBTH LHEIIRT VB LD IL, AERICEK
T3 NAG & 7-GTP oZ@hiabhic, LaL,
ERRMEREERFOR VWIE & ST W5 lysozyme
DR BICIZERLZEHRED bhithst, —F,
MK-0787 . MK-0791 oft & B T3 MK-0787 %
MR LN R EFEEE T 2 — 2 —DER TN
BEIhighotc, NAG OHRA M LB BR
Ihich, BEZRLCEWC ST RE B
BUN 7 EEBIIZD bhT, I HIFOMEMFENISR
ETHEEHR S Rieh -,

B OBBENRELRE C1X, MK-0787 »BTikE
LB 3 N CROE AR M1 b SRR D e A HLC B
LIhi, MEA% 1:0.5 TRE LT, RAEF
BRIELHCEBBE I 0D, —FOBERD T
BEOCEANZED bR TE Y ELABHTIXiar -,
1:0.6 AEDOFRAH TILRAEOHEIEILBD b h
e oic,

LA ofery, BEMBRF BFE »H, MK-0787
& MK-0791 oEER{ERBANL 1: 1143, BEEBL
TELEN DT H B EHEER IR,

(EBRJAM : BN 59 48 F 14 H~FA48 A 30 H)
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The study was undertaken to evaluate at various combination ratios the protective potential of

Animals

treated with MK-0787 at a dose of 160 mg/kg showed functional and morphological changes in the

kidney.

The nephrotoxicity induced by MK-0787 was decreased or prevented as the dose of MK-0791

was increased. No evidence of renal damage was observed in animals treated with the two compounds

at

a combination ratio of 1:0.6 or greater.

The combination of the two compounds at the ratio of

1:1 for clinical use was considered to offer a sufficient margin of safety in respect to nephrotoxicity.



