CHEMOTHERAPY OCT. 1982

P SRR Yeditiz %) 3% Tobramycin 90 mg AiFMhiEk DEKAIRE

A M WO MR R - R IR
WMBEH KT 7 v n & =1t

(TR 56 4= 12 A 23 AZ{))

10 o npR ¥ duicill iz, Tobramycin (TOB) 90 mg % 1 11 2 (41 1 B§MIA -V} 7~ /AHMIEL,
EOMRNTIE, BIKZDUL b XU M Lo TOB 12 6~9 AM)AL, £5%1 A LBRE
WU RIE AL Ltze K R H O ML 59 B, T H#ylkmiL 48.5kg, P HIVT F=v )
V7 5V (Cor) 12 TTml[)} T 120 MR (peak) (2, fHET ;D 185MBIZH Y,
1 HTIL 6.7+£2.0 ug/mi(mean£S.D.), M1 Ti 6.6+£1.0 ug/ml TH 1o X-WMW(Ty/2)
1IN AT 2.3 B, BMARBTIE 28 MM TH 70 BIEKND Ty T FEELTVS
Dit, Co,SS0ml/B3D 1D Ty HEMEN-ERALELRLTV A6 T H 5o Ce>50 mlf
SDIFNL T, W1 A ERRADOMPRERBILL . —BLTH Y, HRREZRLRIH
- /2o onc-compartment model THEHT5 &, fighombRERNM L TFMEL OWET, £
DEL, HEHRTHIC, 10 0.8+1.8 ug/ml, M#EH 0.621.1ug/ml THH1:o ABRETH
DMAPRERNMIETFNBEE A D—HK LT, fRREOALXERIZAhhiL, one-compartment
model (Z X I LEKANZIZRIID L EX bt BRKZHFL, 10 b6 AN HL, 4L
RHEBTH o1, TF-AiZ, TOB DOHEHBIEN 1 B2 A bR 7oz 2BIfE A2 Abhich ot
B, ch TV B2z, TOB 90mg 1 A 2@ SRMIEEIRECERATEZSEE L bR

50, BERECETLTWABHE T, AEOtBEOENLETHS 50

SEERVER S FE 0N £\, aminoglycoside %
HEWE (AGs) o AHIE,’HMML TV 3Y, X f:
BRBRAMEEENFTEIATEY, Thick A
BOBRELLELALNABMNEY, B KRz W TRHBED
AFAENTV 3, UL, HEOEAOX b h 5 B
R, FADERBLTVW2BERY, BHKROREYLE
ETBJ/Ean e, —F, PHRBRRE L0 b
EERD FET-R 2R 12BLY, BrEmBE iy,
REBEVETL-BEOMATOE T RIZE VI
b, LOHEYLIEERENRDOAT WS, SEbIb
i, EAoPRBERFECHL, AGs D —2>ThH 3
Tobramycin(TOB) %, BH&ED 1.5 5T 5 90mg
RBBEL, TohRBE BRDRS IOLLM LR
HLlkoTHET 5,

1. MR&EIUHE

(1) %%k, MM 554 11 AL vBRMS645 A
¥ TIHBERKRET U ¥ — NEHC AR L7 R
REZXGOEE 10 B, BHNTH, THMNIETH-
7o M 30 IR L D 73 B, TIHEMIL 59 B ThHo
Too #AEIL 39kg 225 55kg, FHhEIL 48.5kg T
BHotco KEDOHFL, Mikr 44, HikLMHBEOL
PR 1 A, FCEREEY L 0L DOKERLSE 34,

SHEEHR2ETHT, XREEXLOLOIR10
ZHhB8RTHHo10

(2) TOB iz 90Omg 4B AR 100 ml iZHR
L. 1ERMATT1 8 2 ESHBE L, H5HRIZ6
A259H87T, ¥HT.6 B Tho1, BEH1HLER
HEAOHD:H 2E, TOB omb@ERNED - DI
M%fT18 - oo BRI AFRBARART, A 7558 0.5 FF
Fal, 1 BERICED S SRR TER), 1.5850), 2.5, 45
BER, 8 BSMID BT AR & D Tl » 1o HEEE
10 &5 6 &%, 620D B-lactam RIFLEHE L OH
BRETH > ¥ 2 KiMice Ly R
LT\t

(3) TOB {#HBE X b 2 B, Creatinine clea-
rance(C,,) % 24 BSRIZRICTHIE L, FHEXEAL
720 Cer 12 49ml/5 X b 135 ml/53C, F 3 77 ml/7
Thoto

Lk, HERECER, £, EH DEE LREE
%, BERY, SHAEME LU C, % Tablel KRl
o

(4) mMmREDOTEL, B.subtilis ATCC 6633 %
BEH LT Agar-well 3ic X - 1o, #5313 Bactoan-
tibiotic medium(Difco), pH 8.0 ¥ fi\~, EEEHIR(F
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#zi3 Consera I AV 7o,

(5) B-lactam RIUEYE L OPREER Tis-1
BHTR VUL, MPRENZED CDORMEITINN,
B-lactamase 1= C PB-lactam JRIEWEY 0 fF I,
TOB O %o M EExfIE Lic, B, ABPC,CBPC,
TAPC, PIPC #f#ffl L7cd ®Ti¥, Penicillinase(Sig-
ma) AEEAREKICT 1,000 U/ml OBEEECERL, B
HomiE 1ml wo& 50 pul DEITMZ, 30 2HER
=T incubate LT Lk Penicillin % 4y iR X ¥ 1o,
%7 CEZ # f}# J§ L 7= % ® T, cephalosporinase
(Miles) # FVCEABRDREIERTIo o T Toks, TFHER
2T, TO&LETTIE, 400 ug/ml O FRRFEWEY
TR TH Z MR LI,

(6) TOB DO{kPE)AE% one-compartment model
ORI UTco £ 1 A O MR IREE O Phtt il IR E A 2
51, 1WMCHT2ERm EOMPBEELRDD, i
A, PEiEEER (Ko) XEROEE L HRD S,
wie, &

_-Rl#f —e—Ke1°TY6)
CT_ Vd'Kel (1 ¢ l )
CRALTHOMER (Vo) KRB, & 2T Cp ik

TEEtAEE T ISR 2 MAPRE, Rine (QURHTEE

B, T=1 Thb, kdbhi Vi ZEEOFHHKET
EIIEHAE 1kg B ONMEREIER IS, kIR
K, Cer \?
Fron(-&)

TARALT Cor=100ml/53D & XD Ko % RKD 50 fu
XRARRILEPRR T, £u=0.9 & LY Ko % X
O Cor 1%, BEOVHPIEEERE L OFH 27 V7
F=2v I )T IVATHY, K lXHimk oD B TE R DR
EXDWRDD, Cor=100 % R ATH L, C ;=100 ml/
BDEED Ko HRDBNB, THLTRD LRI
Cee=100ml/yrD L&D Ko &, £4DHEFED Cop %
ERCfRAT S &, BELZBEOHBED Ko 2R D
bhd, ChEBEZEOKELD, £1%EOLKETE
Hé%ﬁﬁomthﬁﬁ%mr@ﬁii Db D, DR

3, ARV,

Rm

cr

CT: _Kel'T)

a-

ThHh, ﬁ*‘(ﬁf&a:m\mi,

_Rine 1 ,x Ko (T-1)
Vd'K1<1 e Ker) g~Ker

ThHrHY i, BKBEOMAPRER, 3 Ticd hEL
#hE1c X v steady-state ITELTWAB LD ETH L,

CT:

Table 1 Subjects treated with TOB

| ‘ P : kkkk
| B.W.* . .. | Underlying Administration Combined therapy Cor
Case iNameiAge Sex (kg) Diagnosis disease Daily dose | Duration with (131111{ )
! (mg X time) | (day) :
T | | . Acute
1 E.s.[60[ F| 53 | e { = 90 %2 ’ 6 ABPC 4g/day | 63
2 ‘C. H.‘ 73 ‘ M | 39 ‘ Pneumonia ;Lung cancer‘ 90X 2 9 (=) 49
3 K. KI 55 | M } 55 ﬁ Pneumonia ‘fr:éfl‘;;’;g 902 8 (—) 73
) " Acute [Encephalo- .
4 ]T. 1.1 64 | M| 41 | pionchitis " myelitis| 90x2 ‘ 8 ‘Predn1§olone 20 mg/day ‘ 88
1 | % Tonwe | o ~ CBPC 10g/day |
5 Y.S.39 | M| 49 | RT.L* |D.P.B**| 90x2 9 | predniselons 10 my/day | 106
\ Pulmonary
iemphysema TAPC 1.5 g/day
6 |K.N.[73 M| 45 | R.T.I |cmphysen 90x 2 7 Thiotepa 50 mg/3w | 09
tumor
\ | Pneumonia Br . ; -
onchial CEZ 2g/day
7 ‘H' A‘ 58 F | 55 { ‘all)‘;lctgss asthma 90x2 7 Prednisolone Smg/day 64
\ * PIPC 4g/day
8 Mofs2|M| 4 | RTL | DPE | ox2 8 |Prednisolone 7.5 mg/day, 59
9 |T. Y.l 73 ; M 1 53 ‘ Pneumonia Pg:rs‘tcaet;c ‘ 90X 2 7 ‘ Fosfesterol 300 mg/day ‘ 63
T
10 [Y.K. 30| F | 50 | Poeumonia | (—) | o0xz 7 ‘ CBPC 4g/day \135
Mean |59 | 485 | | | | |7
B.W.*: Body weight

R. T.I.** : Respiratory tract infection
D. P. B.*** : Diffuse panbronchiolitis
C,..**** : Creatinine clearance
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Co = 90 (1—e¢~¥a1)
X Ve Ko (L—e-11Ka1)

_ 90 (1—e-Ka) e 11" Kal
=Y TR (1—e- 11°Kg))

Cr=Cuex e Ka(T-D

TR HH Lo ST, Crax (SRMMAME, Crini
BISHA RIETH B, AL D 4 QI | BRIE T
PR R, SHE MO I 2 172 T

(7) BN AURLL A s, #5 27 B[RRI T
SHES979), VAT AT, IRREEYIE OB
WA LT, AN, P BTG B Ei
LT, &0l Lz, 2R HE O fesdic, AiE
B4, BESE, A0 b X OWEIR, WRIREE, P T
H, WSXMTIT, Gmik, CRP, Mk X VMR
TN LOWAEICF = v 2 L1, EHKIE, (=)

(o

L, ()bThieds, (F)1EFHYH, (DERY
mreohsRE, D 4BHCHTIC, BERE, (<)
L. (+)10ml/day k¥, (4)10ml/day L} 50 ml/
day %M, (4)50 ml/day L\t 100 ml/day ki, (i)
100 ml/day $A L0 5 HGIC T Too REBERIE, (M)
¥itk, (MP)Y¥:iiR:, (PYRBEIC/H T, SFRERE,
(=)7L, (£)YFIBICRL L, (4) BMBc LT
B, () BLWRD 4B 1o 8L, (-
L, (£)bhicMahnd, ($Fit-2hMhh303
BPRic s oo BXBTIIL, FRICHEL 10 Biic
S, 3ERMELL AR L RTINY, 2 MY R
HM, 1N BB L', BRBEERE
W +)DL Dk, ARICHERME R E M1,
(8) {WAMKLIZT, ~ESBEY, A7}y,

Table 2 Serum concentration of TOB with 90 mg intravenous drip infusion for 1hr.

(a) First day

Serum concentration (ug/ml) at hours
Case — =
o | os | 1 | s 25 | 45 | 8
1 0 — 7.5 4.8 3.0 — | os
2 0 2.0 8.6 4.9 2.6 1.4 0.7
3 0 4.8 7.1 4.8 4.3 1.7 1.1
4 0.3 6.1 7.6 5.2 4.7 1.7 0.8
5 0 1.1 2.8 2.4 2.2 | 1.1 0.3
6 0 5.9 6.1 5.3 4.7 2.7 1.2
7 0 6.8 8.0 7.3 4.5 2.6 0.9
8 0 0.7 9.7 5.4 3.1 1.8 0.7
9 0 3.2 5.4 4.5 3.9 | 2.4 —
10 0 2.8 3.9 2.5 2.9 1.3 0.3
Mean 1 0.03 } 4.4 6.7 4.7 | 3.5 ! 1.9 0.8
+S.D +0.1 +2.0 | +20 +1.3 | +1.0 | +0.6 0.3
(b) Last day
Serum concentration (ug/ml) at hours
Case ;
0 ‘ 0.5 1 1 | 1.5 ‘ 25 | 45 l 8
1 0 6.3 8.1 5.7 — 1.9 0.8
2 1.5 4.6 7.5 6.5 6.5 4.9 3.5
3 0.5 3.6 6.8 4.6 3.1 1.8 1.0
4 0 4.6 7.6 6.0 3.2 2.0 0.7
5 0.3 2.4 4.7 4.5 3.3 1.3 0.3
6 0.6 5.8 6.2 5.0 3.6 1.9 0.7
7 0.2 5.5 7.5 4.7 3.3 1.6 0.6
8 0 3.6 6.5 4.0 2.7 1.7 0.7
9 1.0 4.8 5.6 4.9 3.5 3.1 2.0
10 0.3 4.4 5.7 3.1 1.8 1.1 0.3
Mean 0.4 4.6 6.6 4.9 3.4 2.1 1.1
+S D +0.5 +1.1 +1.0 +0.9 +1.2 +1.1 0.9
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b, RmERY, MR, S-GOT, S-GPT, 7oA %Y
7¢A77%#—¥, BUN, i 7 v7 %=, Mif Bs-
ipa7eZ Y VERNE LR, R Bp-1 70 70 7Y
YREANE LI, Br-1 28 7R 7Y V1%, By-= (7
aFA (A2 BDEAVREL X,

II. & R

(1) Table2 3851 H & MEFIHEIT D R LEOM
t TOB MEXTRL TV %, M1 A+ S Case 1 D
0.5 B & 4.5 B§M], Case 9 @ 8M§R, I LU
ks Casel @ 2.5 B§MIO M@ L T
f\o 1 AD Case 4 ORIEHA 0.3 ug/ml % i LT
WD, 3 ARNCHRE L SM Al Sl i 7R
> TWibDEBbh %, MHRED peak i1, Sk
THO 1BEEICH 9, H1 A TIL6.7+2. 0 ug/ml(mean
4S.D.), BRATIX 6.6+1.0 ug/ml THHt:, 8HF
Mcid, $18 0.8+£0.3 ug/ml, HEHKA 1.1£0.9 ug/
ml ¥ TET LTV R m+HERE (peak) 21 10 ng/
m¥Bx b oixiel, ¥, SARATOMARE
(trough) A% 2 ug/ml Bz -b DL 7eh -1,

(2) Figlix, Bohmhi@EDOERFMELLY 7
571zL, mean+S.D. TERHLICLDTH 5D, Al
OmtREDA, FH1HLBEKBTHEEEYR D L (P
<0.05, t-R5E) »%, EOMMOBFEIC L HELZEILER
Bhhich o1, 28I (T2 (3518 2.3 85, &
FH 28 BERITH D, BRBICIETFTOERY & 75

(3) Fig.2 %, TOB o fuhilEEDERME 1L %,
Cor KL DT THIAN 723 DT 5 B,Fig 2(a) 12 Cer>
80ml/4}, Fig.2(b) (¥ 50<C..<80 ml/%, Fig. 2(c)
2 Cer<SOm/ZFOEHEOMAPBER R LTV Do Cor>
80 ml/BDFED Mb@EE D peak i3, H1H 4.8+2.1
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Fig.1 Serum concentrations of TOB with 90 mg
intravenous drip infusion for 1hr.

Lk

0.1

Scrum concentration fug ml)

—o— Iirst day T1.2=2.3hrs
--e-- Last day Ti.2=2.8hrs

Mean£S.D. (n=10)

0.01 L ! 1 n L L . ,
0 1 2 3 4 5 6 7 8

Time (hr.)

pg/ml(mean+S.D.), ji#0i% 6.0+1.2 ug/ml TH
otce Tipe XHE1T 2.1 WEM), AR E 1.9 BITH -
1o 50<C. <80 ml/5}d ¥ » peak (%, 471 H 7.3+
1.4 ug/ml, B#A 6.84+0.8 ug/ml THotoy Typp bk
718 2.5 B5R, JRAXH 2.6 BRI T H o7 Cor <50
ml/ZFLUTFD 142 34T, peak (2518 8.6 ug/
ml, KA 7.5ug/ml ThHotso T TH1H 2.1
BERE), Be#O 6.0 BERIE K7/ IT & & & foo Cor>50
ml/ZFOBECE T, #1118 ELFEE O mAPBRED
iR L < —F& LT\,

(4) Figl X bhkRed S h 12 K,=0.29/hr, Vy=
0.281/kg THhoto X b Cer=100ml/530D & XD

Fig.2 Serum concentration of TOB divided by C.,. (a : C;;>80 ml/min. b : 50 ml/min.

<C.;<80 ml/min. ¢ : C.;<50 ml/min).

(a) (b

—
=3
1
—
o

- 3 st
E = Z
N 1 c
£ ¥ ¥
g s :
£ 3 H
g : g
g 5] g
o c c
9 =) 3
g 0.1 —o—First day T12=2.1hrs 0.1 —o— First day Ti2=2.5hrs EO‘I - —o— First day T1 2=2.1hrs
E -=¢--Last day Ti2=1.9hrs 5 --e--- Last day Ti :=2.6hrs 3 ---o-- Last day Ti2=6.0hrs
@ Mean+S.D. (n=3) o Mean+ S.D. (n=6) * (n=1)
0.01'% L 1 I s L 1 1 i 0.01 L it L 1 L 1 L 0.01 L ! 1 I 1 L L 1
0 1 2 3 4 5 6 8 0o 1 2 4 5 6 8 01 2 3 4 5 6 7 8
Time (hr.) Time (hr.) Time (hr.)
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Ku=0.376/nr THY, Tin=1.84 BMTH-t, &
h b X DR ORE AL TR EE D F UM% Rd I,
(5) Fig.8 i3, mPMEDORNME FRMED%EY
FHLbOTH5, (RIUM—TFRHUDE, AR,
WEAtA% 0.5 FEAD, 1PEM, 1.5 B§M, 2.5 BERY, 4.5
B, SEMOARMIC IV T, M1RATE, 010.1
pg/ml(mean+S.D.), 1.2+2.1 ug/ml, 0.8+1.8 ug/

Fig.3 Differences between obtained and predicted
serum concentration of TOB under the con-
dition of one-compartment model, f,=0.9 and
V4=0.28 1/kg

CHIE MO T oA
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ml, —0.8%+1.3 ug/ml, —0.8+1.2 ug/ml, —0.3%
0.8 ug/ml, —0.1+0.4 ug/m! Ch-to * -BMK
HiIzsWTik, #40IMics\ T, 0.1£0.3 ug/ml,
1.2+1.2 ug/ml, 0.5%1.1 ug/ml, ~0.4+0.7 ug/ml,
—0.5+0.6 ug/ml, —0.2+£0.6 pg/ml, ~0.2+0,6 ug/
ml, Ch-ot,

(6) Table 8 WHBRMB L Lico MIKIIZIE, 4
267, CLAAR, FYUK 60% Th-too MK
s, B34, MY 148, BER1EH, D14,
HEARMEA T, ThHoto BERRLRERAIZD R
£/ 1378 o

(7) Fig. 4.1, TOB {FRMKICEIT 5 £HT data
EERbLIELDTH B, BKEIZ TOB Dk BIEY &

4
£ g 7o Case 2 I\WC, Mif B3 7m0 /Y Vi,
5 3.6mg/l X 45mg/l KERLTU I O 12
'sé r EWIEIZAbhIch o, Case 2 D7 v 7 F
2 17 = VMR, WikEb L1lmg/dl THot, TAAY -
v
:5_5 of- 72 A7 7y X —HORKEEMIL Case 9 T, ZHUIXFIT
T} BAEDREBIC LB LD THB, 7:72 L Case 2,3,6 1%
39 s N Fe
é‘ § -2+ o— Fir<t day ﬁ-ﬂmﬁt%ﬂﬁ Lich» 1o

_al —e— Last day (8) Fig.51%, Case 9 ¥R Reh Bp-i 717,
L Mean £5.D.(n - 10) TV EYEbLALDOTHS, 1 BRPHR
0 05 1 1.5 25 45 8 %, 0.03mg/day BED L DA 6, 3mg/day LAEDD
Time (hr.) DETHLNI, TOB Pt DBIEX 72 L7 Case 2 i
Fig. 4 Laboratory data before and after treatment with TOB
Hb (g/dl) Ht (% RBC Platelet S-GOT
) (410" mm?) (> 10'/mm?) (K.U.)

14_‘\ 45+ 500+ — 351 s

13 o 40 - .\. .\. 30 -

12r 35+ 400+ 25+ 30}

nf s} — 20}

or & 2 b T, 0 15¢ 20F

S — 20 f 10F

8r 5p S 10

b 1 1 y 1 1 1 1 1 |
Before After Before  After Before  After Before  After Before  After
e rrT Al-P B2-microglobulin BUN Serurfl )

(K.AU) in serum(mg/1) (mg/dl) 2.0F (crea/t{;;\)me
\ — 30} e
1 Q sk 1.5¢

w:L 10} :>’.. 4} / 20}
| \ 3t 1.0f

’H‘{ \ 5 - 2 10 ._—._‘_____.

}\‘ 1F 0.5
h % o o of
L 1 1 1 1 1 1 1 1
Before  After ] Before  After Before  After Before After Before  After
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Fig.5 Daily urinary secretion of Bg-microglobulin

N ane wnay shed A0

2.5

32-microglobulin in urine mg day)
o
Oy

Days
*3.07 : more than 3.0mg day

BTk, #ic 3mg/day LLEDOFHE % &, LML,
BB\ T TOB ot BEX R fe ot il i3
WTh, DOV DRED B3 7n 7w 7Y vHlERERD
L DLFEL,

1. # %
FRBERPIEL, ERECEROBELMIEY LD,
BCEESRIVBHREF SV THEBR TH 5%, &
RECOWLTLEFOEBYF VA TE D, B)INE, Mk
DOFERE L LT, 1969 ELI# Klebsiella, Entero-
bacter, E.coli, P.aeruginosa st 75 LEMEBRED
Wna R LYY, ETLEED & &2 RLTVLAY, F
1o, BEFBIN TV AU EABAMTELIRCTEVT
\%, P.aeruginosa DREPHILRETHD LHHMObIT
WBY, —F, BESICL D, BED AGs OfE MM
PRIHAY, ¥, EEHL4E#HE T X b, GM,DKB,
AMK 7 KHFIRE AGs OFAHMEY RLTV2,
ZTLTIDRRIEAEOLEBLERIN DD Lt Bbh
5o AGs (3, TOHENOWEO K E, HBREOLFR
AL, B BB R LUERBEODITEELT
FRINDXETHD'O. AGs OF - BEBRBHIL, I
A #E (peak) 7% 10~12 ug/ml LA £ = 7e5 & B
LeTwv b Tk h0D8 x4, BEMpRE
(trough) 2% 2 ug/ml Ll kit 5 LB LTV E LW
bR TV B9, Lh L, Rupens®? FH2DD in vitro
DEERC L H, GM Iz BTz, BEL GM DEHns
MEhd, BEKFHCREHRENBOIRD Z LARS
hTWwbB, TZThhbhil, $#B\V - £ 5 FREOM
mrEZ LR, i, BIFRL LKERBROEVWBS

CHEMOTHERAPY

HDORBHATL S AGs D—2>TH5 TOB %,V mg
SURMHEL, oMK, BRDRRICHEALR
ML

TOB DfEMIRMY GBI L TiX, T T2 {on
DWENRZLRT U B, FML, HHRKIC 60mg %1
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CLINICAL STUDIES ON INTRAVENOUS DRIP INFUSION METHOD
OF 90 mg TOBRAMYCIN(TOB) FOR RESPIRATORY INFECTIONS

Suinyt MotosiMa, Takesur Fukuna and Souer Makino
Department of Medicine and Clinical Immunology, Dokkyo University School of Medicine

The serum concentrations following intravenous drip infusion of 90 mg TOB for 1hour, its clinical
effects for respiratory tract infections and side effects were studied. Thc average age, body weight
and creatinine clearance(C.,) of the 10 subjects were 59 years, 48.5kg and 77 ml/min, respectively.
Serum concentrations were determined on the first and last day of TOB administration. —Peak serum
concentrations of the first and last day were 6.7+2.0 ug/ml(mean+S.D.) and 6.6+1.0 u#g/ml, res-
pectively. The half lives of TOB of the first and last day were 2.3 hours and 2. 8 hours, respectively.
In 9 subjects with C., more than 50 ml/min, the serum concentration curves of the last day were simi-
lar to that of the first day. But in one subject with C., less than 50 ml/min, the half life of the last
day was markedly prolonged. The actual serum concentrations during drip infusion were higher than
that calculated by one-compartment model analysis, though they fitted well to calculated values after
drip infusion. So, one-compartment model analysis was considered to be useful to predict serum
concentrations in clinical practice.  The clinical effect of 6 cases was evaluated good and that of 4
cases was fair. No side effects were observed except one case with prolonged half life. =~ we conc-
lude that drip infusion of 90 mg TOB is safe and effective in patients with normal and slightly redu-
ced renal function, but serum concentrations should be often determined in patients with impaired
renal function.



