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WA 8 % > Sisomicin AWM ER D REHEMIFR

weER 2HER - HNHNER - ZRAX
BE) - kTRX-MEEX
B MR B KW 2 9K

E BEWM-HIXE-BEx K
=y e s ABKEKRGH

(FRfn 59 428 A8 H %)

Sisomicin (SISO) @ AiMMIEIC L 3 W2, REBELXITRO DI, WREL SISO fibR
YYIFER A5 2 — 2 — LOBMFRIZOVTRMN LI,

£MBMAEEE 23 Blic SISO 1 mg/kg % 60 M ATMIEL, AN, AWMOPM, ARKT
ik, AWMRTH L 2 3, 5 24, 48 psMikicRm L, m+RE%Y HPLC THMEL), XWOWH
M35 4 — & — |2 SawcHUK & ZaBKE 5D one-compartment model ¥ A L TR, THEK
H o RENFREYEDHIBAED SISO H5&, HEMMTOVTHRLIFREL &L,

1) MAREER S TRCBRGEYRL, WRIEE M (AR, n=5) Tik 4.7+l 4 pg/ml
THHTo

2) RWRTROBRBREIHBEEEHLLKELT, RREFSEETH (B, n=6), KX
ETH (CH, n=5), MyEHH (DK, n=5), MMMHAF (EF, n=2) L{HAROELYEHD
e o,

3) AW THD SISO MM, A B, CHRTCARRTRAK CRMNI v 7%= RELH
EORHEBNIRE VA, 1KMAELRI I v75=vRELRVWENYTT ISR D, AKK
T 500 B TIRAEOMOHEBMFEK r=0.843 LR\ BN AbNIT,

4) MFWEEFHIWBECETCOhTERL, NN/ v7F=vRELRVHBEEYRL
(HEBAGRY r=0.918 ; EIMEMR Y (T2 B5M1)=5.18 X (i 7 L 7 ¥ = v R K mg/dl) ~2.76), %
HomPMELRIAZAT 3 2.2 Beil, BFF 2.1 B§M, CH 12.4 B5A), DEF 33.9 B§R), E
FILSKHHTH » o ERENINERIEHMTELRD Y, KEKOH 23% BETH -1

5) B - RIEMFREZRDIC SISO DR SR T2, F5RITHRELBELL, BN
REBE (FvT7F=v 797752 Cor) LIRBRABMBAGRL L L, ¥-mW7VvTF=Y
WEDHH L HARALBAFRERLL, SHCBSHMBLMN 2 L7+ = v RE E ORCIERNE
BGRMZAD bt
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7 i RMGRIERIZ, RPTRBEL—RRS
BLEhTwWd, L LMo, HOEXECHRERLL
I5MmMEENFOREL L CRBECHEAR L LBL
Wb B bhbhiz Sisomicin(SISO) ¥Ry,
MEFORENFORELYESL, MAOBEOWMENRE
YHTH5RE 23 AR REMELTRY, Bohiomd
BREYERNFOCENTL, BRELOBELYRNLE
D'C’ﬂ%'fbo

I. ¥R\ & HE
1 HEBIVREHE
% 23 FEQIIL—I% LT Table 1 @R Ltz FhER

DARGEE (7 vT7F=v 297572 Ca tlL,
WILTF=VBE s-cr) IKX>T, AR (Car T0m)
min LI E: ER~EREETH), B (Cor 453le1'
min : hHEETFH), CH (Cor 10~44 mimin : KE
ETH), DI (RSnFEHR), EHF QLN
(e 1o 3 =

SISO Dfr5it 1mglkg HEE L, Ry 20l
ORMBEKEH (Solita T,) *7zix 5% 7 FyEEK
ELU, 60 M ammmiE L,

BRI B ORI O B MR X b, SISO &Hlﬂm.
BAthEE 30 4, 60 4 (AR TEK), AMATH
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Table 1 Background of subjects

Grouwp A (Patients with normal and slightly decreased renal function)
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Body weight Cer Serum creatinine
. & Sex Di
Case No. | Age (kg) sease (ml/min) (mg/dl)
1. U.Y. 58 F 40 Diffuse bronchiolitis - 0.9
2. S.K. 18 M 55 Nephrotic ayndrome 125.5 1.1
3. M. S. 58 F 52 Old myocardial infarction 79.8 1.2
4. S.S. 18 M 58 Nephrotic syndrome 114.7 1.0
5. 1.S. 53 F 38 Hypertensive heart disease 72.0 1.2
MeantS.D. | 41.0%21.1 | 48.629.0 | —— | gs.0%26.1 1.1£0.1
Group B (Patients with moderately decreased renal function)
Body weight | Cer Serum creatinine
Case No. | Age & Sex (ke) Discase (ml/min) (mg/dl)
6. M. F. 25 F 47 Chronic glomerulonephritis §5.0 0.9
7. LM 67 F 30 [Rheumatoid arthritis 59.3 0.6
Old myocardial infarction
8. K S. 59 F 3 Rheumatoid arthritis 55.5 1.0
9.0.K. n M 46 Nephrotic syndrome 46.3 1.2
10. K. N. 5% M 60 Aortic insufficiency 65.9 1.2
1L.K E 3% F 42 Nephrotic syndrome 67.9 1.0
MeantS.D. 52.3+18.1 43.0+10.8 58.3+7.9 1.0£0.2
Group C (Patients with severely impaired renal function)
Body weight . Cer Serum creatinine
Case No. | Age & Sex (ke) Disease (ml/min) (me/d1)
12. S. H. 38 F 41 Chronic glomerulonephritis 13.7 4.4
Pyoderma
13.A.C 60 F 46 Diabetic nephropathy 27.3 1.8
14 K H. 30 F 42 {Rheumatoid arthritis 29.6 1.2
Nephrotic syndrome
15Y. T. 1 M 65 Polycystic kidney disease 28.9 3.6
16. Y. M. 5% F 50 Polycystic kidney disease 20.1 2.8
Mean+S.D. 51.0+16.7 48.81+9.8 23.9+6.8 2.8+1.3
Group D (Patients under maintenance hemodialysis)
Body weight , Cer Serum creatinine
Case No. Disease
o | A &Sex | g (m/emin) (mg/dl)
17 Y. R. 30 F 42 Chronic glomerulonephritis 3.1 10.0
18Y T 52 M 52 Diabetic nephropathy 4.7 5.6
19. N. K. 26 M 42 Chronic glomerulonephritis 0 1.3
2. Y. H. 7% M 52 Nephrosclerosis 1.2 9.3
2. I E 19 M 64 Chronic glomerulonephritis 1.5 17.3
Mean_tS.D. 40.61+23.3 50.61+9.2 2.1£1.8 10.7+4.3
Group E (Patients under chronic ambulatory peritoneal dialysis)
Body weight , Cer Serum creatinine
Case No. Disease
o | Age & Sex (kg) (ml/min) (mg/d1)
2. K M 81 F 30 Nephrosclerosis — 5.2
23.S. R % F 43 ...l Focal glomerulosclerosis — 9.4
Mean 53.5 36.5 - 7.3
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4%, 120 4y, 180 4, 800 4y, T DOHIX 24, 48, 72 N
Ml » 7o MBNZ MW RS, —20°C TR E TH
ELT, MPCRSTARE TI: Hollow fiber ZUiBiFakC X
3 SEEMEITR TSI R I, MHIC SISO MMk BA
M, oI FMCRNE Lz, ¥ /KM (CAPD)
ROBETIZ, WMBERE 60 HE:BL T SISO Al
YRR L,

2, Sisomicin OMENE

sk SISO EOMBIXWEKE I v~ /37 4 —
(HPLC: % o — 4 — X ALC/GPC 420 I) icX hJE
L7z, & #k ic 12 SISO (0.5~5 ug/ml serum) %
WLk Ml A\ foo ABRIC X B NEMBUEIR
SISO 0.5 pug/ml serum CEBHEH 5.7%, 5.0 pug/ml
serum T 5.2%, NEMEIIRHBRY 1 XKD 2
LLTBIFAERELABORIBMR0.5ug/ml ThH-
b

3. [MsEE ORBYIEAIMIT & B 5Bt

60 4> ATMIER OMBOMEEN S SAwCHUK & Zas-
KE BW D2 FALMEA L TRADFHBAR (Vo), Mh¥
BB (Tye), HAREEEH (Ko ¥ X H L1, RIC
SISO IfiF#BED Peak & Trough 4} 8.0~1.5 pg/
ml ; 6,0~1.0 pug/ml O HFFIZ2B X 5 CEEMND &

g& (D) BIURSMMW (7) YHELL,

A, B, C, D ARMOLBIL t MEBICL 51,

. % ]

1, /Al o MR

AP L ARRTRONFRESBELELY, Lk
METLTH L RO Mih RETHO WMERY
Fig.1 & Table 1 iiR Lico M TREORKEbRE
P AR 4.7 ug/ml, CH 4.9 pg/ml, ER¥ 4.4 pg/ml
LAR (RIMEERR) LHBLTARE L AEOSY
REILV e AMBRTHROMPIMBIEARTILSHMAK
M 0.6+0.4 ug/ml, BRTS5BMHBII 0.910.5,
ml & 1pg/ml PUTFIZEF 208, CRTCR8E
MEBT 08+0.3ug/ml, ERTIE 48 BMET 0.8,/
ml, S5RDHTIZ48 BB TS 1.3£0.4pg/ml 31
pg/mt LITFICET Ly,

2. EBHEHAP A—2-

A ERO P RE M WS hi-MFREENEN,
AP HEMLAH LEFOTHY Table 2 LRLE,
HHBROGEKCH T 5HAR, AT 22.9%, BR
19.1%, CHf 18.3%, DBt 29.9%, EW 25.2% ¢,
ABEL LB LTAB L bRE RSV, Shics Ui
EFRITATTE 2.2 B5h), EFFTR 115 RERLRR

Fig.1 Serum concentration of sisomicin after intravenous drip infusion one hour in each group
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Table 2 Serum concentration of sisomicin after intravenous drip infusion
(Dosage : SISO 1mg/kg)

Serum concentration of SISO Half-lif
(ug/ml) ali-iite Volum of distribution (1)
n (T2) X
Peak level After After (hr.) (% of body weight)
venc 1V | 5 hours 24 hours
i . ‘ 10.1 5.5
. ~ 4.7x1. .610. . . 2+ 1.

GI;OUD A 5 4.711.4 0.6:0.4 0.04+0.09 2.2+ 1.0 (22.9+16.2)

7.7+ 1.6

Group B | 6 4.111.4 0.9+0.6 0.02+0.04 2.1% 0,7 (19.1% 7.2)
c|s 4~9£zr 1 | 86%1.0°" | 1.2 £0.9* 12.4% 6.8°° 8.7% 3.9

Group . : . : : : ’ ) (18.3+ 9.0)

i 15.4+ 5.5

(11} [ *ee (1]
Group D 5 4.5£1.5 3.1+0.8 . 2.2 0.4 33.9+19.0 (29.9+ 8.0)
E 2 4.4 3.0 ' 11.5 9.0
Group : : ’ (25.2)
Mean+$D., *P<0.025, **P <0.01, ***P <0.001, compared to Group A. Statistical analysis was not
done"for Group E. ;
EETOXRARCIZEOLLEREYRL, xmm*x Y=2.88X+0.09 THolz, XHICHEN, WEMMAR

EEY Ko © V31X ARTH 0.4120.27hr"!, BE
0.37+£0.15hr"!, C#¥ 0.08+0.07hr"!, D 0.03:1:
0.02hr"), EE 0.06hr™! THoto ~_ g
Ky & Cor L DT, T35 ORICEMAYHBIA
»Y, #HBEK r=0.850, EHFEK Y=5.1x10"3 X+
0.02 ORFNED bk (Fig.2), ¥7= SISO ok
0 (Ty) L 7 V7 5= VREE (s-cr) LOMIC
SARDOBIFEAZD Hh, HHBIFEH r=0.809, EMER
Fig. 2 Correlation between sisomicin elimination

rate constant (Kq) and creatinine clearance

(Cer)

Sisomicin elimination rate constant(Ka)
vs. creatinine clearance

1.o|» r=0.850
Y=5.1X10"X+0.02
- P<0.001 °
L n=20
i L
&
[ ]
<
0.5¢
[ ] o
> ..
]
[ ]
LN ° [}
" o
(I A - e ;
0 50 100

Ccr  (ml/min)

(D, E ¥) ¥K&< A, B, C BT, K4 & Cor 21
+5& r=0793, Ty, & s-cr T2 r=0,918 > &\ 48
BIAEDdHh, Ty & s-cr ODEMEMRIE YV=5.2X~
2.8 TH 1 (Fig.3)o |

3. ffis Sisomicin WELM 2 L7 F=viRE L

DBAR

&Y, WAMHER (D, E B¥) ¥B&k< A, B, CRT,
FHbAsetk 1, 2, 4, 6 B§MIH D SISO (il EE & M
2v7F=vRELOBFRER LIS O M Fig.4 T

Fig.3 Correlation between plasma sisomicin half-
life (Ty,3) and serum creatinine concentra-
tion in A, B and C groups. Dotted line : 95and
99% confidence limits.

Serum creatinine concentration
vs. sisomicin plasma half-life (7' :)

20r r=0.918 . <.

Y=5.17\-2.76 o

10F

Tz (hr.)

z L i 1 L
0.5 1.5 25 3.9 4.5
Serum creatinine (mg/dl)



320

CHEMOTHERAPY

APR. 1988

——

Fig.4 Correlation between plasma sisomicin concentration snd serum creatinine concentration, one,

two, four, six hours after the drip infusion of 1
groups. Dotted line : 95% confidence limit.

mg/kg of sisomicin was started in A, B and(

Serum creatinine concentration vs. sisomicin after drip infusion

1.0hr.
i .‘ o '//"
r=10.180 Lo’ 5
FooY=402N10.260 et

Plasma concentration
of sisomicin (xzg/ml)
.L,‘|
F
[ ]
[ ]

o o Seeel
30 7 ] e
[ ]
[ ]
1.
1 1 | 1 1 [ E—
1.0 2.0 3.0 1.0
4.0hr,
L[] ’v’
- r=0.815 o
Y'=0.85X+0.43 p R
. 1<0.001 ’
2% 3
E}a 3.0F . :
3 -
5§
g.e
o
<E
E.a
3 v 1
=° 1.0F
%
’
1 i 1 1 1 1 1 1 1
1.0 2.0 3.0 4.0

Serum creatinine (mg/dl)

Table 3 Dosage and dosing interval for sisomicin

3.0F

2.0hr.
’l
1 =0.750 o
ok Y- 0.93X-+1.94 P4
1<0.001 . R

4
L ’)
yr00
¢ o
oF
1 | 1 i Il 'l 1 1 1
1.0 2.0 3.0 4.0
6.0hr.

d
r=0.843 ’a" ¢
Y=0.88X-0.05 .

OF
.0

1 A A A 1 ' L ) .
1.0 2.0 3.0 4.0
Serum creatinine (mg/dl)

to obtain the G-max & G -min estimated

Renal function Gmix 6.0, Gmn 1.0 Gan 8.0, Gein 1.5
s-cr. Cer D T D ¢
(mg/dl) (ml/min) (mg/kg) (hr) (mg/kg) (hr)

Group A 1.1+£0.1 98.0+26.1 1.4%£0.9

6.4% 2.6 1.8+1.2 6.3+ 2.5

Group B 1.0£0.2 58.3+ 7.9 1.2+0.4

6.5+ 1.7 1.6+0.5 6.1+ 1.6

Group C 2.8+1.3 | 23.9f 6.8 1.0£0.4

19.3+14.7 1.3+0.6 18.0+13.6

Group D 10.7£4.3 2.1+ 1.8 1.5+0.4

90.5+55.8 1.91£0.5 84.5+52.1

Group E 7.3 1.2

30.8 1.7 29.2

Bo MR TH (HTEHLMAE 1 BME) XS HE
BX R AR\, 2B B T WmE© Mo HERRT
r=0.750, 4B5RH r=0.815 6B$f1E r=0.843 Lk
Hiclih SISO BELME 7 V7 F = viREIIBEIH
BI%RT X 52 B,

4. BE-EEOPREX D OHRE5HRT

B L BEMSRE * h F h 8.0~15pml &
6.0~1.0 ug/ml i27c 5 {5, HEMHRY&EAOKH
M5 A= 5 - HHELT, SROTHE Tak
3 RL, %7 A, B, C REERADIVTF=7"7

)75 v A (Cor) kb, bR s oBEY Figd
RELI, ZORMLEGME LS ciiRe Ol
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yFig.5 Relationship between creatinine clearance a

nd sisomicin dose and time schedule in A, B and

C groups when sisomicin plasma concentration is set to 6.0 ug/ml for peak concentration and

1.0 ug/ml for trough concentration

Sisomicin dose schedule (Peak :

6.0ug/ml and trough : 1.0ug/m!)

Dose (mg/kg) Doaing interval (hr.)
[ °
1001
.
E .
8 °®
Tt .
~ [ ]
e
e °
[ ]
| °
L 0 1 ol )
L — T S T R R R
D (mg/kg) r (hr.)

Fig. 6 Relationship between scheduled time interval (¢) of sisomicin and serum creatinine concentra-
tion in A, B and C groups when peak and trough levels of sisomicin are set to 8.0~1.5 and
6.0~1.0 ug/ml. Dotted line : 95 and 99% confidence limits.

Serum creatinine ‘concentration vs. planned r (Dose interval)

Peak : 8.0ug/ml,
I.Trough 1 1.5ug/ml
40|

r=0.945
Y=12.72X-6.03 4

1 1

Peak : 6.0ug/ml,

Trough : 1.0ug/ml .« .
40+ r=0.946 s~
Y=13.72X—6.74 l'r’
/,f
P
20
ofF R4 )

1 1
2.0 3.0 4.0

Serum creatinine (mg/dl)
RESHBY RIS, Cor LEBSMR (1) Liddg
BREEIHEY R L, ks V7= vRED EHR
User) LoMTLAROBFELRL, M7 v7F=
VRELRERY Y R L (Fig. 6),
III. * ”

MR SN~ OHEEEC X D, (1) B LA
EPRTARI b ha b0, (2) & L TEU
NOBRN LIRS h, BT ) HEYZS
b, (3) WFEED FEEO IWEC 217 5 R
3 7 RMGHEROGARIIEL L THX

1 L
2.0 3.0 4.0

Serum creatinine(mg/d!)

> THh, LOdMPREDCFEIEEBYENEELT
BRI OWE R cdd, BRECET LBECHER
T HE, [ECPERECELTERE Z &1 S
Vo £EZThET, BIEEETHROARYRDAICHOD
7RIS A, HERPavE. -7 YFalEMS
BRERIh, ¥ EHoMmPRENTEC X% drug mon-
itoring OLBEHEEIHMBIN TV B0,

Sisomicin (SISO) % Micromonospora inyoensis X
DEEEIND 73/ BBEGHARITH 5, LEBER
Gentamicin (GM) C,, il T5 4%, in vitro Tk

L
1.0
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Pseudomonas aeruginosa Dp% b DR1 v F -V RE
Wizit GM X hMATH 2 L Eh TV B, ¥ in
vivo TIZIMAMIIG R B L T GM 4 Tobramycin
(TOB) X bbbl MMEAYRMT S LMESIHT
W5, SISO Xl 7 ¢ / EMEHAENR & MM, Lk
ATRIE R, TXTAWMECW D TTHENEN B
b, AEEEE LTR» S TH SR REDEL
2 SISO DRYBAR <D 2 — 2 — X BR{LLAB
N, WahmchimE YR, RAIC X HRIFALY R
SEeREEYRDE LML LLETHE MY,

bhbhit, AFMEL € 2ARBEOBEIC,
SISO 1mg/kg % 60 4MAMMIEL, B
BEYREL, RRORYMBAS 4—2—¥HEL, ¥
PRS0 s &, REMM LR
7o SISO MAr¥EEIX, AWM TRICEMEMYLRL, W
BT X > T SRR TRECELYED Y, ¥
XS HEM L RMORYEDIR, ThicH Liid
WEORMERA I HRBER~BEEETOARTIIA
TR T4 5 FM B TP 0.6 ug/ml, WMEFSEET
DBRD 5EHEPH 0.9pg/ml ¢, \wFhi 1pg/ml
LFER2DIRL, BREREETOCHETIL 48 B
1 H TR 0.3 pg/ml, FEMBLENTOERT 48 B§M)
BD¥H 0.8 pg/ml &, 1pg/ml LITF L7835 DI 48 B
FLES XEL, SHnEiHoDR T 48 FFHA
TL P8 1.3 pg/ml & 1pg/ml Ll ER#EEL TV B, &
hicfEu e SISO MEE ML AR T 2.2 B§M), B
TP 2.1 BRCR LCRTIZ 12.4 B5M), DRTI
33.9 BEMI L EBLIERTR LTV 5,

6z SISO o H#t TH 1 BsM B (SibAtAtk 2 By
HB) »6i2, SISO oM+ RELNEI VT F= ik
ENRBCEBELEMEYRT ISR SO &id
SISO H\WitE, & bl RIREEME L BETBFEN D
b GFR HHEIEVZ LHRL TV 5,

B, BREMFREZRELT, EHLCK
HBIRB 5 4 — 2 —%{EF L, one-compartment model
TRV S &, BERHRYHA LIS DA Table 3 TH
b, KN HBRIBBEC L > TELLLIEVOT, #
#HTHRMMPMEET X > THREDA, HEHE (1)
XEBEOET O R THEMEMCERT S, MK 27
V7 F= vIRELARESEME, fF GM ERM &
REHBMEILR < PIcREBEBMENERTC L5
T35, McHeNrY 595 CutLEr 523 (fish GM i
E¥Xpgenssvys=vREIRHEEL, M2
v7F=vilE (mg/dl) % 41&L7-% DA GM 2554
(SR &7e5 EBE LTV 3, bhbhoR& I, m
Wov7F=viREY 3% LIt 0 SISO $R L ix
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2TV %o LIHi»THRI VT %= RS 8i%0
AR ERD S & LIZMEDORY T, BMicrE
MEOLW I VT = RE1LO0mg/dl DR SIS0 4
RIREERINE ¢ P LT hiL, FRMTEARES
B Y2 IR IL LI VT 5= VR 20mg
di, 1/4 iciehid 4.0mg/dl &5 BIYRTE by
b, txtif7v7*=REAN, RREREED SISO
mpERMERT - Liclc b,

SISO oMb MEEMMiZ GM L2iEMURK T,
SISO DRAHBM 2 4 — 2 —%kMAL, BTRERK
6.0 ug/ml, BIEMPMIE 1.0 pg/ml L BRER, §5
P & W AE & DBIR A TR LI= & DA% Fig.5 T 5 3,
BEELTHREHERLYRE D, H5ME () ¢
Iv7¥=v2979 2% (Cor) LOMKIREKE
bhd X UK EBYRL, SHKANIV
T7+=vRELESMM () LOMKIL Fig.6 KRt
X5 ICHRBFEN AR SRT, LizdioT, SISO o
WELRSHRORRMTRE (SHD 23% HAHER
tThigskizkEs) & REMPRELRDTRS
HBEYRETHE, BEORR7 VT ¥=RENNR
IATVABRICIEMOR2 V7%= REDHIEN
SISO @ T,y £\ 5BAGEIEZE L, AR SHMLE AN
P2 V7F=viREEOMCL AROBEIBDOIEN
T, (SISO DERAZSLIM) x (k7 v7 %= 785
TREMMOIRETED - LI2E 5,

—RCHREETRERCT : 7 ERGHENLERT
BEizik, (1) me¥EMo 2~ 3§50 MET AR
YEALIDOL, 0 12 Rrlh¥RNCEcEn,
(2) ERMMIIHREEREORE LASTH 34,
BEWREOBREICK LT 1 EEARLRKTIHERE
RFEbhTL AN, L Lkaib, LBREEMEIE
hREYEL DL, WO AHETRK - REQTR
EoWkiRs, B5EkiREnHRED)FERND,
BEMEZHN 2 V7 5= v RE)LENIRIEY
el BE K RN & (R SR TR i S R
TH5LBbhs,

X [y

1) #Ex 4, BRER: BERGEI =7 TT74
— I mMhrEA L YD, KHZ
41 : 172~176, 1981

2) WELA—, AKkRA, & B LERE B
hekE, WEBEH, W % RE—B:WEK
tkrm=t 7574 —cxBmp7 i/ WREE
HEBEE, BRI 11: 132~137, 1982

3) SAWCHUK,R.J. & D.E. ZASKE : Pharmacokine:
tics of dosing regimens which utilize multiple

intravenous infusions : Gentamicin in bur
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The pharmacokinetic parameters of sisomicin(SISO) were studied in total 23 patients with normal
renal function and with various degrees of renal impairment including patients under maintenance
hemodialysis and continuous ambulatory peritoneal dialysis. In all cases 1 mg/kg of SISO was intra
venously administered with one hour constant infusion.

Serum concentration of SISO were determined by the high performance liquid chromatography
method and pharmacokinetic parameters were obtained following the one-compartment model. The
results were as follows :

1. In patients with normal renal function(mean creatinine clearance(Ccr) : 98. 0 +26.1 ml/min), the
mean peak concentration was 4.7+1.4 ug/ml and the serum half-life(T,,s) was 2.2+1.0hours. The
apparent volume of distribution(Vy) was 10.145.5 l,i.e. 22.9+16.2% of body weight. In case of
renal impairment, the mean peak concentration was 4.1+1.4 ug/ml in patients with Cer of 45 to
ml/min and 4.9%2.1 ug/ml in patients with Ccr of 10 to 44 ml/min. T,,3 was 2.1+0.7 hours and
12.4+6.8 hours, respectively. The volume of distribution(Vy) was 7.7+1.6 I, i.e. 19.147.2% of
body weight and 8.7+3.91, i.e. 18.83+9.0% of body weight, respectively.

In patients under maintenance hemodialysis, the mean peak level and T';,3 during interdialysis period
were 4.5+1.5 ug/ml and 83.9+19.0 hours. V4 was 15.4+5.51, i.e. 29.94+8.0% of body weight. »

2. The renal insufficiency did not significantly affect the serum peak concentration and Ve How. °
ever, plasma SISO concentration at two hours after the start of SISO infusion showed a significant
correlation(r=0.750) with serum creatinine concentration. As shown in Fig.4, the correlation
coefficient between plasma SISO concentration and serum creatinine concentration increased gradually
and reached to 0.843 at six hours.

3. When the SISO T,/ was compared with serum creatinine concentration, there was a goad cor-
relation(r=0.918 ; Y(Ty; in hours)=5.2x X(serum creatinine concentration in mg/dl)—2.8) (Fig.3). .
4. For patients with impaired renal function, to obtain proper peak and trough concentration,
only the prolongation of dosing intervals would be sufficient adjusting by the serum creatinine levels

according to ZASKE’s method.



