Netilmicin & Dibekacin 35 o b izkiF %
BEEEOBEXRN

H f1 B w-R ¥ & &
RMEBRERLSHE I B

(FEfn 62 4£ 10 A 15 B&M)

7 37 BEARIAEHR D netilmicin (NTL) & dibekacin (DKB) © 35y F DO LT IIT
SR OVTEREFMNCHRN Lz, MAL S, 30mg/kg, 90 mg/kg 35 XT° 120 mg/kg %, [
—&HTTSD 5, + () I 21 BMBERBARICEY LR, LTORMEB.

1. —BBRETI, NTL BoTXTo#f SR L0 DKB B0 30mg/kg #5EkicH\ T, &
LB RTRRE & ORI TD IR » 7o DKB B 90mg/kg, 120 mg/kg #r5Ricis\ T3, AER
P, SRR oMM, BEROMD, BHEL JVTHCH LRSI,

2. B#ERE T2, NTL B 90mg/kg, 120mg/kg 5B LU DKB #o 30 mg/kg, 90
mgfkg, 120mg/kg HERITI T, AL S EWALE N AR & 1Bt LTR NAG, R -GTP, REH
O R ¥ =23, DKB #X b { NTL BoFNRLRcEWEYR LIS, RY VF—4 (LIM)
Okt RI%, 30mg/kes H5RTCRHAMCERELRED e ofcpl, 90mg/kg, 120 mg/kg H5
BT NTL #0X4» DKB X b L EEYR LI, —F, ¥ BUN sXU s v7+=>
1%, 30mg/kg BERCIAHAMCERLELXTED Ieh » fchl, DKB FHo 90 mg/kg, 120 mg/kg
BERCTIRE MY ADI, LiL, AERO NTL HCIELENBELLE LTEOEHE

ZEIIZED LR s - 1o

DEDER LD, NTL 0B HEHL, DKB X b L 55L-ATREM AR X R,

Netilmicin (NTL) 27 4 V# « v = — Y v 7 H CH
REIhre7 i /EBGERAEHE T BREO—HK
Micromonospora inyoensis DRI X »THBLID
sisomicin D 107 3 VEX=FA{LLTHELIS D
DT, KROHEA R 7 b A LRAVWEREERAYAEL,
gentamicin kO —Mie st LT MBHEX T T, —
%, dibekacin (DKB) iz, TELBROERY L LIC
Streptomyces kanamyceticus O EAT2HEYHE ka-
namycin B #{b¥MicEM LT, 3' fir, 4’ fLoKBE
PRRCBRLTESRZ 0T, RRES X TSAm
RECHBTHD L VbR TW3, MROHMERY TR
rwt (Fig. 1o

7/ EBGERHEYEOBENK - BRSOV T
I{ABRTEY, BELOBRENDHE ™o RXKLD
bhbhiz, BEOET, AROXFLEHERTS
3xCUELIhTWAMFBEE=2Y) v 7EOHRR
Yo TEM, 40, BERLSS FHSATY
% NTL ¢ DKB cowT, H—%&#TFcids SD A
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NLioce#ET %0

DKB

NTL

OH
HaC
3 > .o
645.
”

!
oH
OE
NH
HsCoHN>" 2 3 2
1

Fig. 1. Chemical structure of DKB and NTL
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I. REMELZSTICRIAE

1. 3#l

Netilmicin (NTL) 3, mHtAMBRXFL~< 1 v v
(100 mg Hffi/2ml, = , € 7 2 BAKEREH) AV,
Dibekacin (DKB) 2, H4tAHMRe~» v (100
mg Afi/1 <47, BREEEREH) YIEHAER
REBWHER L TRV,

2. A%

4tk 7 8 (P3y{&E 200g) © SD % SPF #t7 »
b (MERRRE D REIGFMEE) 224 EaRRHEL
7oo By¥ik, BiR 23+2°C, BE#H 60% DHERTY
- CARARTRE L, BEAK (r) =y 2 1 1BR
BRE&H) EARRBHEL T,

3. ERERIUVEHREE
mHlcoWT, 7HM, 14 BMF XU 21 AMOKRE

BMRKE 21 AR ST 8 BMO ERKRRY 772 »
foo MAMSBRLEBAEB LS Lico WThoX
Fb 1810, KBANBOHAPRICESM Lic, RER
Mm% Tablel iR,

4. RHNAAE

(1) —@m%
—MERLBABRRTH L LI, SEIREH 7,
14,21,28 H B ORBRMICHTE L1,

(2) WgeERE

EBELE 5B IBEE TIRER, £ORIIZERT
BEZLCBRRABr—oick b 24 BEMERYBIL, R
& EB (vr¥e—-rv, FEE IXRERIRERS
#), vV /-4 (LZM; lyso-plate & ; H 1 7 AR
&), -2 inrSVARSFE~E (-GTP;
r-7n 2 i n-p-N-=F1L-N-c Fe¥ov=FArT7 i/

Table 1. Schedule of study, and summary of body weight, urine volume and mortality
in rats treated with NTL or DKB*

Dr Dose D No. of Body wt. Urine vol. Mortality
e (mg/kg per day) =8 rats (g) ‘ml’24h) (day)
7 12 232+20 16.3= 5.5
. 14 12 305+ 3 4.5+ 1.3
Control 1
ontro saline 21 12 30026 7.2= 1.8 0
recovery (28) 12 362+17 6.3+ 2.2
7 12 239121 9.8+ 4.5
14 12 299+10 7.5= 1.0
TL 30
N 21 12 325+16 7.9+ 1.0 0
recovery (28) 12 345+14 9.2+ 2.0
7 5 258+ 4 22.4
70+
NTL 90 14 5 270%+12 10.4 0
21 5 287+10 7.6
recovery (28) 5 322+33 9.0
7 5 266+15 24.0
14 5 278+21 10.0
NTL 120 21
21 5 292+10 12.0 1/5 (21)
recovery (28) 5 319+26 9.5
7 12 243+ 6 8.8+ 1.8
DKB 30 14 12 275+33 7.9+ 3.2 0
21 12 292+25 13.0+10.5
recovery (28) 12 330+ 5 11.3£ 6.5
7 5 248t 4 13.0
14 . .
DKB 90 5 232+ 6 1.0 1/5 (11)
21 5 270135 30.0
recovery (28) 5 284+14 12.5
7 5 240£ 7 70.0 4/5 (9)
14 5 220+11 25.0 1/5 (10)
DKB 120
21 5 279+10 29.0 1/5 (21)
recovery (28) 5 — -

a . data expressed as mean+S.D.
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7= Vi TOEMETRHERE&H), N-7t51--
D-7aa4§ =4 —+ (NAG ; MCP-NAG #: ; siFe
UEKRASH) ¥RE L.

¥, EELOIBRELEE 24 BMLER L BER
c=—7 A RET COMEMIZ X bigm L, BUN (v v
7= AV F727—1Ek; RUPHLEKRREE), 2
v7F=v(7ARY €2 Y VRRE ) BPHLSEERSH)
?Mﬁ Lf».‘.o

II. R B & &

1L —BRE

NTL Bk, Wihofrbkic s T Euixmey
LHBE L TR EERRRD bR, $hED 7,14,21 &
LU° 28 B & BEHEARMT A LI, REix, 90, 120
mg/kg HERCTEWT, WThb 7REIR PPER%Y
Bdlo ¥, WThoRSELESWTIEENCLS
ERLABECHILRRL, 7, 120mg/ke #H5EiTss
W, 21 BRK SESENIFRK X 5 RRIHBER

LEINBECE 1 AIRDI",

DKB i\ Tix, &< ic 90,120 mg/ke ¥ 45-Hkic
FULTEEOMINMM DS 5\ X, Fokkomm, #%
EROBA IR XVRENBIL -t Eh, FETHD 90
mg/kg #E5EKH LT 11 BRI, 120mg/kg #
SR LTIRBEK4M, 10 HA1M, 21 BER
1 %t (Table 1),

2. WikEME

IR NAG : 30 mg/kg 5 Mic s\ T, WiFLb2H
B LA Rt oMM AR L, RABRNREEOH
FihEn®s bhi-, DKB Bz BiELR L,
<L 7,14,28 HBiI\WWT NTL B LoBE¥F£Z%D
7c (Table2-1, Fig.2), 90mg/kg # & Bick\ T
(%, DKB Ffi38 A H CBR&H 2.161U/24h #RLic
2%, NTL B3 DKB B X b4 #7 BBhi- 14 BH
THEWTIIER UK EE 2.083U/24h 1T 25008
Hbhiz, WL bBBEMEYR LKL, BFcrobk

Table 2-1. Renal function in rats treated with NTL (30 mg/kg) or DKB (30 mg/kg)*

Drug Dose Days Urine NAG Urine LZM Urine protein Urine r GTP
(mg/kg per day) (U/24h) (ug/24h) (mg/24 h) (U/24h)
0 0.041£0.018 0 7.3+3.7 1.740.9
1 0.117+0.034 0 11.3+2.8 1.8+0.1
2 0.073+0.012 0 6.1+0.6 1.0+0.3
Control caline 3 0.056%0.019 0 4.8+2.3 1.0+£0.3
7 0.114%0.015 0 7.6+4.0 -
14 0.12940.027 0 12.5+1.7 1.840.4
21 0.163+0.062 0 11.3+4.5 2.2+0.7
recovery (28) | 0.076+0.005 0 13.8+1.6 2.5%0.7
0 0.041+0.018 0 7.3+3.7 1.7+0.9
1 0.183£0.058 0 10.3+2.9 2.1+0.4
2 0.200+0.078" 0 8.1+1.2 1.7+0"
NTL ” 3 0.202+0.040" 0 9.74+1.3" 1.7£0.1°
7 0.208+0.037° 37.8+ 7.9" 10.9+2.1 3.5+0.2"¢
14 0.401£0.094° 96.3+10.6" 16.7+2.8" 3.0£0"
21 0.604+0.081" 126.4+14.6" 12.84+2.2 2.840.3
recovery (28) | 0.390+0.029" 71.5+14.3%¢ 13.3+£2.1 3.74£0.8
0 0.041+0.018 0 7.3+£3.7 1.7+0.9
1 0.200+0.063 0 15.2+4.5 2.2+0.6
2 0.20940.063° 0 9.9+1.0" 1.9+0.4°
DKB % 3 0.218+0.049° 0 9.3+0.8" 2.0£0.3"
7 0.297+0.011"¢ 52.0% 3.2%¢ 14.5%1.1" 2.940.4°
14 0.62240.005>¢ 79.4+ 8.9° 23.1+3.1%¢ 3.6+0.5%
21 0.683+0.049" 180.0£78.1° 14.0+1.9 4.0+0.8
recovery (28) | 0.306+0.020"¢ 0 19.4+3.9 5.3+1.9
a . data expressed as mean+S.D.
b : significantly different from control value (p<0.05).
¢ . significantly different from NTL value (p<0.05).
d : significantry different from DKB value (p<0.05).
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Fig. 2. Urinary NAG excretion in rats treated
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with NTL or DKB

10001
DKB
NTL 30mg/kg
Control 30mg/kg
T T 1 —~—
0123 7 14 21 28
Days
NTL 90mg/kg
1000+
DKB 90mg/kg
Control
1 11 1
0123 7 14 21 28
Days
2000
NTL 120mg/kg
1000F P
DKB
120 mg/kg
Control
0123 7 14 21 28

Fig. 3. Urinary LZM concentration in rats

treated with NTL or DKB

Wk OMP %R Lz (Table2-2), NTL $¥D 120 mg/
kg H5ETE\TIZ, 14 BRIREVT RNM 1,391
U/24h ¥R L7At, 90mg/kg 5 ROBA LY LER
¥7% Liz, DKB B 120 mg/kg # 5 &ic s\ Tit, 7
BEMS 21 AR ¥ T 2.027U/24h~1.784 U/24h
MM A A Licthic SR e Repkitt ik WP % R L1
(Table 2-3),

IR LZM : 30 mg/kg f 5 Ekicis\»Tid, 7 B AL
NTL f£T 37.8+7.9~126,4+14,6 ug/24h, DKB ¢
T 52.0+3.2~180.0+78.1 ug/24h L %40 M HRE
LOBERYBDI, HEME O FEXL, 7HBTR
DKB fic, 28 HH Ci2 NTL BB H bhi
(Table 2-1, Fig.3), LA L, 90mg/kg, 120 mg/kg &
L&z TiE, &<k NTL Hic¥s\T 14 AEC
1,616.2 ug/24h, 1,822,0pg/24h L ThThRfiLc
b, Rkt OBELMALRBD Hhic (Table2-2,
Table 2-3),

R r-GTP: 30 mg/kg x5 & Tit, NTL 2238
BTHRABNBRED FEEYRL, LK 7HBT
2. DKB X h{ BE%RL, £OHRBEIC KL

U-protein (mg/24h)

40

DKB 120 mg/kg

NTL 120 mg/kg

20

Control

i

[ 1
0123 7 14 21 28

Fig. 4. Urinary protein concentration in rats
treated with NTL or DKB
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(Table 2-1, Fig.4)e \»»i¥>, DKB B2, .2HE
Dt B FRRE L ORI S EMIER L, 14,21
BHIRHWT NTL B X h L mExEDbhe (Table
2-1) NTL #® 90, 120 mg/kg 5 ETH\TDH, 7
BB C—RBEORMAR LI, #i®cihtEkomin
ZEdbhic, —7%, DKB B0 90mg/kg 5T,
14 HBRWIEN KA 18.5U/24h R LD, 2K
Tsbkt R DOBWA ¥R LIz, DKB B¥D 120 mg/kg #r 5k
ZHWTIE, 21 BB CR®(E 10.9U/24h %R Lo
LERICEA Lz (Table 2-2, Table 2-3),

REH : 30mg/kg 5\ T, NTL, DKB
AHEDCEHSHMBETEELO MM LIXLYD, 14
BCEthEhBEMEYTID, LirLl, NTL BoB®
{E M BB OfE 12.5+1. 7mg/24 h LB LT
EOER DXL, LB RbPEEREA Pieh -1
DKB #CiXtoBRGHEICs VW TEABRKBEOM 2 £
OfttREEZRL, NTL Hio R/ ENBDLIL
(Table 2-1, Fig.5), ¥#:, NTL B3, 90, 120 mg/kg

ERGRFMA LTS, TRER 7.3~22 4mg/24 h,

7.5~21.1mg/24h &% DRPHHRICK & 7oK\ &R
Ihehoteht, [EkD DKB i\ Tk o RMHEIC
T 25.1mg/24h, 37.3mg/24h &, FEAENE
BWEEXRL, WMARXNBHEESTLERFRH2~3
fEodkt RN R Shie (Table2-2, Table 2-3),

My BUN : 30 mg/kg HH-Ric s\ Tz, MAIMCH
Wb -1 90, 120 mg/kg HrERiTis\ T
3, NTL BHRfEALE R L HBE LT, £OXME
TR EA EEEBDIsh o7, L L, DKB Bz
Ti%, 90mg/kg 5T 7 B BB A BN RRED
2o BEY, ¥ 120mg/kg 5Bz, 7HA
T\ T 181,9+81.9mg/dl & RE7: HERL, 14
BERLSY EABNBED #7 2~2.5 & Ofix m L
(Table 3, Fig.6),

mE7v7+=v:30mg/kg FERFIcITiE, 21
BE¥BRVCTHEABCEEZ LRSI -7, NTL B
D 90,120 mg/kg HEBICHVLTIE, WTFhoBa L &

Table 2-2. Renal function in rats treated with NTL (90 mg/kg) or DKB (90 mg/kg)*

Drug Dose Days Urine NAG Urine LZM Urine protein Urine r-GTP
(mg/kg per day) (U/241h) (ug/24h) (mg/24 ) (U/24h)
0 0.041£0.018 0 7.3£3.7 1.7+£0.9
1 0.117£0.034 0 11.3+2.8 1.840.1
2 0.073+0.012 0 6.1£0.6 1.0£0.3
Control saline 3 0.056+0.019 0 4.812.3 1.0+0.3
7 0.114+0.015 0 7.6£4.0 -
14 0.129+0.027 0 12.5£1.7 1.8+0.4
21 0.163+0.062 0 11.3+4.5 2.2+0.7
recovery (28) 0.076+0.005 0 13.8+1.6 2.54+0.7
0 0.115 0 7.6 2.2
1 0.019 0 7.3 1.4
2 0.029 0 7.9 1.3
3 0.044 0 8.5 1.1
NTL 90 7 0.582 346.1 14.9 6.6
(8) (0.569) - - -
14 2.083 1,616.2 22.4 4.2
21 1.662 1,375.4 14.4 3.4
recovery (28) 0.938 0 13.9 3.9
0 0.093 0 7.4 2.0
1 0.013 0 8.4 1.7
2 0.012 0 5.8 1.4
3 0.018 0 7.8 1.7
DKB 0 7 0.937 320.1 24.5 4.9
(8) (2.161) - - -
14 1.541 738.4 25.1 13.5
21 0.597 1,251.1 24.2 9.0
recovery (28) 0.666 0 21.3 5.3

a . data of control expressed as mean+S.D.
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Table 2-3. Renal function in rats treated with NTL (120 mg/kg) or DKB (120 mg/kg)*
Dru Dose Days Urine NAG Urine LZM Urine protein Urine r-GTP
% | (mg/kg per day) y (U/24h) (ug/24h) (mg/24 h) (U/24h)
0 0.041£0.018 0 7.3£3.7 1.7£0.9
1 0.1174£0.034 0 11.3£2.8 1.8+0.1
2 0.073+0.012 0 6.1£0.6 1.0+£0.3
Control i 3 0.056+£0.019 0 4.8£2.3 1.0£0.3
ontro saline 7 0.114%0.015 0 7.6£4.0 -
14 0.12910.027 0 12.5£1.7 1.840.4
21 0.163+0.062 0 11.3+4.5 2.2£0.7
recovery (28) 0.076%0.005 0 13.8+1.6 2.5£0.7
0 0.054 0 7.5 2.1
1 0.022 0 9.1 1.7
2 0.033 0 7.9 1.2
3 0.062 0 12.3 1.5
NTL 120 7 0.979 391.0 19.4 7.2
14 1.391 1,822.0 21.1 3.6
21 0.220 1,390.4 16.8 5.1
recovery (28) 0.532 0 16.6 3.8
0 0.072 0 7.7 2.0
1 0.012 0 11.5 2.1
2 0.018 0 8.4 1.9
DKB 120 3 0.009 0 4.7 0.8
7 2.027 1,137.4 34.8 4.4
14 2.123 1,222.5 36.3 8.0
21 1.784 423.4 37.3 10.9
recovery (28) - - - -

a . data of control expressed as mean+S.D.

NEXNBRLEOEZIRD LRI 7, DKB FHtk\»
TiY, 90mg/kg 5B TIEABRNBROKY 2 5, 120
mg/kg HEETIX, 7THECREREHE 4.24+2.89
mg/dl 7R L7 14 BH, 21 BHRSWLTUIELR
RO 2 f5DfEi% R Lic (Table3, Fig.7),
1. # ©®

R NAG 1%, NTL, DKB #EROFhick\ T
7 B B UM A B R & B U C B Ao B B in
RO, TOZ LRFHHORER, KBRS OHF
RAEEENE LS & HBHHIR LTV 5, 90 mg/ke
BERBE T NTL B0H», DKB BEX b HEBRT
RepPEft B O BEGfE%d RLIcZ &, X0 DKB ®on
120 mg/kg HERIT I\ THERD CHRE HE RN * T
HicZ Lk, BRATO ERMRICE L 2BEICIS\WT
%, NTL X b3 DKB DF»BHFIEEM R T 5,
FWAIO 90,120 mg/kg FEBEIH T, VWThb £
DORBELY T LIk, R5#EPIChHL TSRt
BOWAER LI L2, BRESAAT CRBEIEER
hTBEENRIRLVWZ ERIBH DD, *7r vy OFE

12X % NAG RO IcL B4 Db, HBVIIEHR
ERLOBHIC X A3BFE LROBHREBIcX 5600
WhheEL LR 5%,

R LIM \GERAE T 5 BRI O BEEi
X b ERLHEMERTE ThTWw3%, 90mglke, 120
mg/kg ¥ 5Eic\T, NTL HoH»: DKB L)
b FOPERY ERIC KT H0% FHi-Z ehb,
NTL X 58 REEOES> FRACHK TS BRIE
BEENMTEINT, L LARGEELELELTY
ZHETILARGERAR L OAGF LI LI 5cd,
RE~NOEHSFERAOHEN ThBERIHA LWL
WHHELHBY, LichiosT DKB BicRHEETOIEFR
IS REE A U T e S BETE iV, NTL @
HH, X DEMRAEEEYEIRELTST7 < 2 BEGR
AR LGB I VDR Loy, Figdfc
B2 Lis i biguno,

R r-GTP &, BENMRMAERFEEC SR FE
L, SEFTLOFRBCEL LI hs L vwbh
TWwaW, NTL FiivTFhobmicksvwtd, RE
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OWEEXHRI=TBEH BT 14 B BT oskR
BMER L, RIBLRPERLE, DKB #i1 90
mg/kg ¥R TIX 14 HE, 120mg/kg H&5E T 21
BEE, R REORLSVEH it kOMMERL
foo LHL NTL S & B LT, DKB o X b\ Efz
REEMBOTREENRBR I, ¥, R NAG &R
7-GTP L OMIIITEDHBML S5 L\ b TV B,

NTL Rzl 2R NAG LR r-GTP tofhitikis &
VB ER et k-t % — v OB 2 fo ik, NAG (2
ENRMES 1V /= a2, W oiE 5 r-GTP AR
L, ERENDOR > RERBLCERTHLOL®
*_th)u.u)o

fi% BUN 3 XUMmiN7 L7 +=vix, NTL Bk
T 30,90,120 mg/kg DV Fh o s kicks\WTHIE

Table 3. BUN and serum creatinine of rats treated with NTL and DKB*

Drug Dose Days Serum BUN Serum creatinine
(mg/kg per day) (mg/dl) (mg/dl)
0 20.1+2.4 0.67£0.07
7 19.0+3.4 0.51£0.05
Control saline 14 19.8+2.0 0.57£0.07
21 18.9+1.5 0.39+0.03
recovery (28) 22.6+2.9 0.53+0.07
0 20.1+2.4 0.67£0.07
7 22.1+3.2 0.66£0.09"
NTL 30 14 21.8+1.1 0.67£0.14
21 25.5+4.3 0.48+0.06"
recovery (28) 25.5+4.1 0.61+0.07
0 20.1+2.4 0.67£0.07
7 19.1+4.4 0.54£0.04
NTL % 14 20.242.9 0.35+0.14"
21 24.0£2.7° 0.79+0.12%
recovery (28) 29.0£3.2° 1.09+0.06°
0 20.1+2.4 0.67+0.07
7 20.5+6.6 0.51+0.16
NTL 120 14 16.8+£2.3 0.46£0.17
21 22.4+£1.5 0.82£0.07°
recovery (28) 23.9+0.7 0.96+0.13%
0 20.1£2.4 0.67£0.07
7 23.2+2.1° 0.58+0.06
DKB 30 14 24.0£3.4 0.7840.09°
21 28.6+4.7° 0.55+0.10%¢
recovery (28) 27.9+5.3° 0.61%0.09
0 20.1£2.4 0.67+0.07
7 40.4+19.8° 0.99+0.39°
DKB 90 14 33.9+8.4%¢ 0.75+0.36°
21 36.4+9.6>¢ 1.07£0.21%¢
recovery (28) 26.3+2.5 1.134+0.16®
0 20.1+£2.4 0.67£0.07
7 181.9+81.9%¢ 4.24+2.89%¢
DKB 120 14 49.4+17.1%¢ 0.94+0.40°
21 48.1+22.1%¢ 1.2240.38%¢
recovery (28) - -

a : data expressed as mean+S.D. v
b : significantly different from control value (p<0.05).
¢ . significantly different from NTL value (p<0.05).
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EEAROER YR L, DKB Bicks\Tix, 7HE
L REE OBE r okt AN & & bz, MW BUN
BIVMmME7 V7= vOERBEYEL 2EBELE
BT LIk, ARERELLBRE~OETNHEIN
#1, &< iz DKB B0 120 mg/kg {5 &kicis\\ T, 7
HECmE BUN, M7 v7s=vidb—Ro¥s
nER®RL, TOBAHK 4O FECHAY Zico &
2, PEESHCESVTIMOOEMER TR TS &
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RENAL FUNCTION TEST FOR NEPHROTOXICITY OF
NETILMICIN AND DIBEKACIN IN RATS

Rucur Tawa and Suinco Hirose
Department of Analytical Chemistry I, Kyoto Pharmaceutical University, Kyoto

The relative nephrotoxicities of the aminoglycoside antibiotics, netilmicin (NTL) or dibekacin
(DKB) in rats were compared using renal function tests.

Both drugs were given intramuscularly to male Sprague-Dawley rats weighing approximately 200
g in daily doses of 80, 90 or 120 mg/kg for 21 days. The control rats were given saline. The
following results were obtained.

1. In general, NTL produced significantly less change at all doses compared with the controls.
On the other hand, there were decreases in body weight, increases in water intake, decreases in
food intake, epilation and death in rats treated with DKB at 90 and 120 mg/kg.

2. In the renal function tests, the amounts of urinary protein and the activities of urinary NAG and
urinary 7-GTP increased in rats treated with NTL at 90 and 120 mg/kg or with DKB at 30, 90
and 120 mg/kg, compared to the controls. These changes were greater in rats treated with DKB than
NTL. For the amounts of urinary lysozyme (LZM) for groups treated with 30 mg/kg of NTL or
DKB, there was no significant difference. However, the amounts of LZM for groups treated with
DKB at 90 and 120 mg/kg were less than those with NTL. Significant elevations of BUN and
serum creatinine were observed for DKB groups treated at 90 and 120 mg/kg, while NTL groups
treated at the same doses were similar to the controls.

In conclusion, the nephrotoxicity of NTL was distinctly less than that of DKB.



