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Cefoperazone (CPZ) 1g # XU 2g % 1 BAMITAMMIE LIIiNPRITH T UBARBEE KR
MEYIEL, RYHEHBTLIT, ROMRLBI,

1. CPZ OMARBREEBR~AOBTIEEHT, AAKRAREOKBILMNFRELS HBILI,

2. CPZ1lgxiUr2g % 1ESMTARME LIcBRO MNP RAES X UBAIEE & B RA & K
Fh¥h two compartment model 15 X ¥ three compartment model izt hiTEZh, ThXh

o simulation curve DPREIT » 1o

. 2 X

ISV X b &R X hi- cefoperazone (CPZ) ix~
S ABUEELUR 75 AREE TS L TIEL\VHE A
X7 FTARTL, EAR7FABHEECHLERH
BWHYHRT AL BRETH L7 > m AHY vV REA
ThHDHY,

SEDL7 yu ARY Y RIEHROMMPIMED E
By 12 two compartment model iz X b Hfxh
BrirmbhTHdY, 0L hEMHFEHMITE
RERERC BT 2 RABEHBEOBRME 25T B

SEEELIL, CPZOARMIERICST 5N HRE
FIUMALRESHRABREDBRNREDO MY,
ERASERC KT BRERO—BE LT ho0OR
Tl AV TR NDENRT LT, EFoaRxBr
DTCRET 5,

I. ®R B » X%

1. BENR

FTEGH - = VAPV A—O R - FHEUETFERK -
B ERMRA L EDIDFER IVFEHRBEOHH
FhETo1cBE 27 AR L Lico TDOESTHIX
1g 5T 35~46 (73 40.9, 1FERHEX 1.4) T,
2g BEHT 32~52 (F¥y 41.3, EHeH2%1.3) ¥ TH
h, ¥-6mt 1g BERT 49~57 (7% 52.6, B
M3¥% 0.9 kg, 2g HEHT 43~58 (P4 51.6, i
FZ 1.0 kg THoto ThHORBBEZIIV-THhLH
RO BERRE T KRR S0 F - BilfEc 8k
{, FLBERDDVIIBEREDLWC EXHERLICE
#Th%bo

2. Ep@si

CPZ 1.0g »5\i2 2.0g % 5% =<4 +t—2x 500
ml CEREEHICERIC 60 S TRERTTHL5KE
EELBRAC WS L1,

3. BRI

CPZ o AipALABED: & PAKNF #iBs, FANTEHBK
DOREH ¥ CICE LMY ZERO MBS & L1, &
RERCH BRI, FE MR & O MK % X RRRHS
BIR LI, ¥-limLroBLICFEESGN FEE
MR, FEES SIE, BkOkOKOIC>E, KHRE
BEEALhDEARY 1g ¥ BRI LI, ROEAIHE
Lici e A BARA TRV ELLDD, #—HicBl
R, ThEho#EREEY ERCNEL, \ ~TA,
—20C I THRSBRE LI

4. EF oM

£k O Btk ¥ MOEkPF & L, 1/15M phosphate
buffer (pH 7.0) #Mmx, £V bevkESFLAF-T
RECHFL XL, 15000rpm 10 AHLELHELIDOD
FOLMERDMERBE L1,

5. MiN-hREES X UM EKPIRBED BT

Micrococcus luteus ATCC 9341 ##E#sT5WH
cup ic k 5 bicassay 3% iV -ARH D CPZ BEY
TE Lo TOIVHREL LTIROBOBELT -
¥ foix e b oM, #A#k D $4 (X 1/15M phosphate
buffer (pH 7.0) * i\ 1o

6. EE)IFRIMITE

M PRES X U5 AR & AR EE O JUEfEI L&
B RBEThER 1 ATh D, TDIDEAEDOY



VOL. 28 NO. 10

CHEMOTHERAPY

1333

Chart 1 Two compartment model

X
A—| Compartment 1 ..‘;_"" Compartment 2

n

B

ii'£=—(K +K1) - Ci+ Ky Co+ (1
5 wt8) -G+ 440G —V"—
Cy
267-=—Kn G+ Ky C (2) R={é:§;

The inverse LAPLACE transformation of eq. (1),
(2) is given by
t<T given by
_ Ky—a _,, (Ku—8 .
Cur=a{~ =% e LU= ony Sl
a+B=Ky+ Ky +Ky
a-8=K, Ky,
t>T given by
n_ (Kn—a):Cio+ Ky, - Cyo
= B—a)
(Kn—ﬂ) Cio+ Ky Cro
(a—B)

‘_.‘l

e

t=t-T
—_ Ky—a e~oT
C"'_A{ a—(f—a)’

Ch=A 'K"{a(ﬂ—u)g
: time (hr.)

: drug concentration (ug/ml)

: transitional constant (hr.)

: drip infusion period (hr.)

: (distribution volume of compartment 1(1)
: infusion rate (mg/hr.)

Ku=8 _,r. Kun
By 2]

1
Ba=n " 23}

BRNROQ~

Wi 55 LFRINLS, SEREEEDELS
IVGBED AT I EPPIVEENGEAZLERLT
Wi kiTo 1

CPZ 1g XU 2g % 60 £ C /ARt LIcBE il
TRES L CRARBLEBRARE O ESHFORNT
% Chart 1 35X 0* Chart 2 |z 753 two compartment
model 35 X 7* three compartment model # H\ T4fT»
720 7535, three compartment model % i\ T A¥SS
FEMAKE X RATT 5B, SABAOREHRIL Chart
2 2R3 compartment 1 HOEYWERICHBE LER LS
ZERETHH, HABAOEYBREELIIOEFREC
HLTREALHEE LD L L, HBMLLTRITL
o

%5850 MONTE CARLO simulation® 3 X T¢ sim-
plex Bic X b HH Uico FHABISI: B REDOREREN
NEEHRTH LEFEINB b, HERERL LT
HREEHRMEORE 2 FAL ALY, ThiBRPhETS
EROEXEREYBAL, ek, MITICik FACOM 230
45S computer X {#H L1,

Chart 2 Three compartment model

[Compariments|
A —| Compartment 1 % Compartment 2
I%.
2o Kt K Cor KGR (3)
O — KuCot K W R{ST
-80—"-=—K..C.+K..C, (8)

The inverse LAPLACE transformation of eq. (8),
(4), (5) is given by
t<T is given by
_ Ky, (Kpy—Kyp) -Xn
Cur=AKu{g, = Frta— Ry By
- Kn—a
a(Ky—a)(f—a)
- KII_B -pt
BKni—B(a—B) }
(Kgy—Ky1)

t>T is given by
(@—Ky) (B—Ky)

e-at

e-Knt’

G, () =Kuclo{

K"—a
(Kn-d) B-

KlI—B ,
e os e e

1 s
+KuKnCo {opmy =it

e-at'

e—at’

1
tEn— G-

1
_....___——‘-ﬁ"
tEa—a = }
+Cgo¢-K“" '$'=¢t—-T

_ K" (K" Kll)
CM—A'KH{K a-B Ky (a—Ky)(B— K")

(Kyy—a) —aT
Ta(Ky—a) (B—a)

(K21 —B) T}
B(Ky—B) (a— B)

Symbols as same as Chart 1
II. "R B & R

1. XBHO¥sER

CPZ1g XU 2g ¥ 1 M TAMME L RHA0Mm
Heh B s X UK SR £ AP EE D ERY ¥ EK
i Table 1 wRTLEHTH2,

Two compartment model T LI-ZEHD 5 B,
BfE, BEtHEEEES K, ¥ XU compartment 1 04345
RV X 1gHERL 2g BERTIRELLEY R
Lico Mg D BRBE AWM TR 60 5T, 1g
BEHL 118 pg/ml, 2g B 5B 211 pg/ml Th -1,

-KnT
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Table 1 Pharmacokinetic parameters for CPZ administered drip infusion for 1 hour
Parameters
b Vi (D a(hrl.) | B(hroh) | Kyp(hrh) | Kgy(hr=h) | Kyo(br™)) | Tpex(min.)
ose
1g 4.84 8.61 0. 555 2.19 6.20 0.771 60
2g 5.13 17.88 0.458 5.88 11.76 0.696 60
Dose 1g 2g
Parameters T =" ~ " T
Tissue Kiy(hr )| Ky (hrmL)| Kyy/Kyy (m'?r::‘) Ky y(hr~t. ) Ky (hr -)l Kyy/Kyy (m?r:?)
Uterine venous serum | 32.60 33.05 1.01 62 9.49 9.74 1.03 64
Myometrium 9.30 338.27 3.58 62 5.09 16.90 3.82 62
Endometrium 7.77 83.28 4.28 62 1.96 8.65 4.41 66
Portio vaginalis 8.35 33.27 3.98 62 3.56 12.78 3.99 64
Oviduct 8.27 33.27 4.02 62 3.67 14.73 4.01 62
Ovarium 7.39 33.28 4.50 62 5.28 22.37 424 62
Abdominal ascites 21.21 31.84 1.50 62 2.57 3.86 1.50 74

Three-compartment model TR L7 £ 8D HE
EBH K, Ky 12 1g 3LV 2g HEHMTIZPOPE
RAn@vbhi, L L, £8KckiTs K,y & Ky
Dt 1g B 5BE 2g HERKTBTEL LM@Y R
L, WFhi ZABAREIONPRES X <HEEL
BUOHBYRTZ LAMEI R,

Fig.1 Calculated venous serum concentrations of CPZ during and
following 1g or 2g drip infusion for 1 hour

Dose 1g

Concentration (,.g/ml)

t<T is given by
C,(t)=—17.17 exp(—8. 606-¢) —260. 79 exp(—0. 555-

£)+267.97

t>T is given by
C,(t")=63. 54 exp(—8. 606-¢')+111. 16 exp(—0. 555-

ty t=t—T
—sSseérum

QO : found

[¢]

Sae

100 260

Time (min.)

...... compartment 2

Tmex : time of peak serum or tissue concentrations

ChoDORBHFHER Y AV THKFRES L U%

ARAIRELH N LR L RME S 25 & Table
2 35X Table 3 DX 5iIcicB,e

Concentration (,:g/ml)

Fichb, HRMERMEL L —F5C LrEn
bh, MEFELOVCMITERL b AL THE LT
Tht,

Time (min.)

Dose 2g

t<T is given by

Ci(8)=—T7.66 exp(—17. 878-¢) —552. 27 exp(~=-0. 458
-¢)+559. 93

t>T is given by

C,(¢')=140. 27 exp(—17. 878-¢')+ 202. 94 exp(—0. 458
) t'=t-T

——serum

QO : found

...... compartment 2
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Table 2 Serum and tissue concentrations of CPZ during and following 1g drip infusion for 1 hour
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Serum and tissue concentrations are expressed as ug/g or ml.

2. mik (MK RiRx
Table 1 iiR LA RYIHEYEM A & CPZ DRt IR
mNPREULMIRRC L D BOHERD,
(1) 1g 108Mimme:
A
Ci(t)=—17.17 exp(—8. 606t) ~ 260, 79
exp(—0. 555t) + 267, 97
t: SXMEBRNe R & DB (hr)
UMM T
C,(t") =63, 54 exp(—8. 606¢t")
+111, 16 exp(—0. 555 t")
' AR T B SO (hr)
(2) 2g 1BSMIAMME
=t L
Ci()=—7.66exp(—~17.878t) ~552. 27
exp(—0, 458 t) +-559. 93
t: AN & OREM (hr)
HRRTH
Ci(t)=140. 27 exp(—17. 878 ¢t")
4202, 94 exp(—0. 458t")
t': WM T R 5 ORSM (hr)
lg XUV 2g 1FMARMBECHITS simulation
curve % Fig.1 "7,
VR ORE L IR NP AR TR (t=1
hr) CBREYRL, 1g 5 Tid 118.2 ug/ml, 2g 8
Ll 210.8 ug/ml TH - 1o
3. MANBZERNRE
Table 1 iR LB FAEHA Chart2 ORICR
AL, £EBAREMBOHERA Y181,
(1) FEBIRMD NP RE
® lg 1FRMARHME
=t L
Cy(t) =264. 3+6. 89 exp(—33.05¢)
—9.57 exp(—8. 61t) —261. 7 exp(—0. 555 t)
t: SiRMaS & ORHE (hr)
REHET®R:
Cy(t")=—6. 89 exp(—33.05t") +9. 57
exp(—8.61t")+111, 5exp(—0.555t')
t': AT R HORsME (hr)
@ 2g 1EMEAEBE
A
Cy(t) =545.8+10. 2exp(—9. 74 t)
+8.93exp(—17.88t) —564. 9 exp(—0. 458 t)
t: KB HORM (hr)
RRRTH :
Cy(t)=—10. 2 exp(—9.74t') —8.93
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Fig.2 Calculated uterine venous serum concentrations of CPZ during
and following 1g or 2g drip infusion for lhour
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Dose 1g

t<T is given by

C,(t)=264. 3+6. 89 exp(—33. 05-¢)—9. 57 exp(—
8.61-2)—261. 7exp(—0. 555-¢)

t>T is given by

Cy(")=—6.89 exp(—33.05-¢')+9. 57 exp(—8.61-¢')
111. S5exp(—0.555-¢") t'=¢t—T

QO : found

exp(—17.88t")+207.5 exp(—0. 458 t')
t': SR T RS b ORHE (hr)
lg XU 2g 1 R AEEMIEIC BV 5 TE MIRMLH
FREHB D simulation curve % Fig.2 &iRd,
lg BETILATBAKK 62 £ TRAIMRE 118.1 pg/
ml ¥7RL, 2g HETIXARTRE 62 T 193 gg/ml
Tholo T, FEBROEFREHEBII1g s -*-'U’
2g REOHE L LHMIROEPBRE & 2IERRER
Rl '
(2) FTEEGRARE
@ lg 1B RERIE
Kl
Cy(t)=T74.9+1.94exp(—33.27t) —2.71
exp(—8.61t)—74.1exp(—0.555t)
t: SEBAR Y oK (hr)
R T :
Cy(t)=—1.94 exp(—33.27t') +2. 71 exp
(—8.61t")+31. 6 exp(—0.555t")
t': AR T B o R (hr)
® 2g 1EMIAT
R -
C;(t) =168.7—37.5exp(—16.9t)+39. 9 exp
(—17.88t)—171. 0 exp(—0. 458 t)

L 1 1
. 0 100 200 300
Time (min.)

Dose 2g

t<T is given by

Cy(2)=545.8+10. 2 exp(—9. 74-£)+8. 93 exp(—
17.88-¢)—564. 9 exp(—0. 458 1)

t>T is given by

Cy(t')=—10.2exp(—9.74-¢')—8,93 exp(—17. 88-¢')
+207. 5exp(—0.458-¢") t'=t—-T

O : found

t: AmBALaD b DOREME (hr)
MR TH%
Cy(t')=37.5exp(—16.9t') —39. 9 exp
(—17.88¢t')+62. 8 exp(—0. 458t")
t': SR T Beh b OREHE (hr)
lg XU 2g 1M AHROFEESRARERS
o simulation curve % Fig.3 ic7R73,
lg 5 TiXRMBAKE 62 &5 CREMEE 33.9 ug/g,
2g {5 TIXAMC 62 4T 61.3pg/lg THH, \WTh
DHBATHHMIRMEFREDK 30% OMBETHBRL
o
(3) FEEARAIRE
® 1lg 1FEHSRBE
R
Cy(t)=62.6+41. 62 exp(—33.28t) —2. 26 exp
(—8.61t)—61.9exp(—0.555t)
t: AEMRAD & OB (hr)
FEH T B
Cy(t)=—1.62exp(—33.28t')+2. 26 exp
(—8.61t")+26.4exp(—0.555t")
t': SR T R b OREM] (hr) )
©@ 2g 1FERARRME
R
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Fig. 8 Calculated myometrium concentrations of CPZ during and
following 1g or 2g drip infusion for 1 hour
o
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¢ ot T st

5 g (¢} % [o]

~ °
[9)
0 160 2(I)0 360 160 260 360
Time (min.) Time (min.)

Dose 1g Dose 2g

t<T is given by

Cy(8)=74.9+1.94 exp(—33.27-¢)—2. 7T1exp(—8. 61
-t)—74.1exp(—0.555-¢)

t>T is given by

Cs(t')=—1.94exp(—33.27-¢')+2. 71 exp(—8.61-¢')
+31.6exp(—0.555-¢") ¢t'=t—T

t<T is given by

Cy(¢)=168.7—37. 5exp(—16.9-1)4+39. 9 exp(—
17.88-£)—171. 0 exp(—0. 458-¢)

t>T is given by

Cy(t")=37.5exp(—16.9-¢')—39. 9exp(—17.88-¢")
+62. 8exp(—0.458-¢") ¢'=t—T

O : found O : found
Fig.4 Calculated endometrium concentrations of CPZ during and
following 1g or 2g drip infusion for 1 hour
o
50 100
0 ~
~N \J
3 3
€ ]
1 - 3
H 25 H 50
© ]
(o)
%o
o
L L L 1 1
0 100 200 300 0 100 200 300
Time (min.) Time (min.)
Dose 1g Dose 2g

t<T is given by

Cy(t)=62.6+1. 62 exp(—33.28-¢)—2. 26 exp(—8. 61
-t)—61. 9 exp(—0.555-¢)

t>T is given by

Cy(t')=—1.62exp(—33.28-¢')+2. 26 exp(—8. 61-¢')
+26.4exp(—0.555-¢') t'=¢t—-T

QO : found

t<T is given by

Cy(¢)=126.9+3. 63 exp(—8.65-¢)+1. 63 exp(—
17.88.¢)—132. 2 exp(—0. 458-¢)

t>T is given by

Cy(t')=—3.63 exp(—8.65-¢')—1. 63exp(l7 88-¢)
+48. 6 exp(—0.458-¢') t'=t—T

QO : found
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C,y(t)=126.9+3. 63 exp(—8.65t) +1. 63 exp
(—17.88t)—132. 2 exp(—0.458¢)
t: MR SO RM Chr)
AT :
Cy(t)=—3.63exp(—8,65t") ~1, 63 exp
(—17.88t")+48. 6 exp(—0, 458¢")
' KR TR HOBSM (hr)
1g XU 2g 1 RRMELGUIRAMER O F 5 EPBPIRE
#Bo simulation curve ¥ Fig. 4 1ZiR"¥,
1g 85 TR AMBAASE 62 4 CRMMEE 28. 3 pug/g,
2g {5 CIXERIZ 66 5T 44.6pglg THY, W Th
OBA L BRI NPREDOK 20% OMETHEB L
o
(4) FERIARE
® 1lg 16EMAIRMME
J-t L
Cy(t)=67.3+1. 74 exp(—33. 27t) —2. 43 exp
(—8.61t)—66.6 exp(—0.555t)
t: SEEbRAS & ORM) (hr)
AR TH :
Cy(t')=—1.71exp(—33.27t') +2. 43 exp
(—8.61t")+28, 4 exp(—0.555t")
' IR T RD DO (hr)
@ 2g 1FERATREE

A
Ca(t)=156,0—1, 76 exp(—12, 78 t) +5. 35 exp

(~17.88t)—159, 6 exp(—0. 458t)
t: RUMMMAL S ONsM (hr)
R T
Cy(t")=1.76 exp(—12,78t')—5. 35 exp
(—17.88¢t')+58. 6 exp(—0. 458¢t")
t o RIR TR SO (hr)
lg XUV 2g 1 ASMAMMEIC KT S FEMBAMR
BE#B D simulation curve % Fig.5 iR,
1g 85Tz AHMmE 62 2 THWiRE 30. 4 18/,
2g ¥ 5TILAMC 64 2T 55.6 ug/g TH D, BIMIR
Ik REDOR 25% DWETHR LI,
(5) SPEPIME
®© 1lg 1BMAEME
R
Cy(t)=66.6+1.72 exp(—33.27t) ~2. 41 exp
(—8.61t)—65.9exp(—0.555t)
t: AEMARAD 5 ORME (hr)
MR TH
Cy(t')=1.72exp(—33.27t,)+2. 41 exp
(—8.61t")+28, 1 exp(—0.555t")
t: R TR S ORME (hr)
@ 2g 1BEIARBIE

Fig. 5 Calculated portio vaginalis concentrations of CPZ during and
following 1g or 2g dripYinfusion for 1 hour
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Dose 1g Dose 2g

t<T is given by

Cs(t)=67.3+1. T4 exp(—33. 27-2) —2. 43exp(—8. 61
+#)—66. 6 exp(—0. 555-¢)

t>T is given by

Cy(t)=—1.74 exp(—33.27-t')+2. 43 exp(—8.61¢")
+28. 4 exp(—0.555-¢") t'=t—T

QO : found

t<T is given by

Cy(t)=156.0—1. 76 exp(—12. 78-¢) +-5. 35 exp(—
17. 88-£)—159, 6 exp(—0. 458-¢)

t>T is given by

Cy(t')=1.76 exp(—12.78-¢)—5. 35 exp(—17. 88-¢")
+58. 6 exp(—0.458-¢) ¢'=¢t-T

Q : found
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Fig. 6 Calculated oviduct concentrations of CPZ during and following
1g or 2g drip infusion for 1 hour
% © 1ooL
% ®
3 3 °
" 3
E] o 5 o
g S 5 S0
§ ¢
3 0
o
o
o)
0 Ti00 200 300 0 00 200 300
Time (min.) ‘T'ime (min.)
Dose 1g Dose 2g

t<T is given by

Cy(2)=66.6+1.72exp(—33.27-t)—2. 41 exp(~—
8.61.¢)—65.9 exp(0. 555-¢)

t>T is given by

Cy(t')=—1.72exp(—33.27-¢')+2. 41 exp(—8.61-¢')
+2.81 exp(—0.555-¢") ¢t'=t—-T

QO : found

A
Cy(t)=139.6—6. 42 exp(—14. 73t) +8. 93 exp
(—17.88t)—142.1exp(—0.458t)
t . mEbAaL H DR (hr)
AT
Cy(t')=6. 42 exp(—14.73t') —8. 93 exp
(—17.88t")—52, 2 exp(—0. 458t")
t' o R T RS D ORER) (hr)
lg IV 2g 1 FHATRMHEC 3517 2 SRE PO BEHE
B simulation curve % Fig.6 12”7,
lg 5 TiX ARG 62 2 THRERE 30.1 1g/g,
2g HETIXAKRIC 62 T 50.2pug/g THH, FBIR
MEFREDH 257 DMETHB L,
(6) IRRARE
@ 1lg 1BHEATREHE
=t/
C;(t) =59.5+1. 54 exp(—33. 28 t) — 2, 15 exp
(8.61t)—58.9exp(0.555t)
t: SEBALAD b DR (hr)
AT :
Ca(t)=—1.54exp(—33.28t")+2. 15 exp
(—8.61t)+25.1exp(—0.555t")
t': SR T RS LR (hr)
@ 2g 1KREREBHE
p=ti- L

t<T is given by

Cy(¢)=139.6—6. 42 exp(—14.73-£)+8. 93 exp(—
17.88-¢)—142. 1 exp(—0. 458-¢)

t>T is given by

Cy(t')=6. 42 exp(—14.73-¢') —8. 93 exp(—17. 88-¢")
452 2exp(—0.458-¢") t'=t-T

QO : found

Cy(t) =132, 249, 92 exp(—22. 37t) —9. 00 exp
(—17.88t)—133. 1 exp(—0. 458)
t: SikBARGD & DBSR (hr)

RERTH® :
Cs(t')=—9. 92 exp(—22. 37t')+9. 00 exp
(—17.88")+48.9 exp(—0. 458t")
t': ERAE T B H OB (hr)

lg LIV 2g 1BSRARMEIC S0 5 PR PIREEE

B simulation curve ¥ Fig.7 ©ird,

lg 85 TiXARKBBBE 62 o CRERE 27.0 pglg,

2g 5 CIIARRIK 62 T 48.3pg/g THDH, HMBK
mKPWMEDH 20% DWME THB L1

(7) MA@
® lg 1BRAHME
R
Cy(t) =178. 5+ 4. 85 exp(—31. 8 t) —6. 55 exp
(—8.61t)—176. 8 exp(—0.555t)
t: RBAMGY: & OB (hr)
RERTH% :
Ca(t')=—4. 85 exp(—31. 84t') +6. 55 exp
(—8.61t")+75. 4exp(—0.555t")
t: SER TR LR (b
@ 2g 1BRARRIE
R
Cy(t)=372.9+43. 0 exp(—3.86t) +1. 40 exp
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Fig.7 Calculated ovarium concentrations of CPZ during and following
1g or 2g drip infusion for 1 hour
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Dose 1g

t<T is given by

Cy(8)=59. 5+1. 54 exp(—33. 28-¢)—2. 15exp(—8. 61
-1)—58. 9 exp(—0. 555-¢)

t>T is given by

Cy(t)=—1.54 exp(—33.28-¢')+2. 15 exp(—8. 61-¢')
+25. 1exp(—0.555-¢') ¢'=t—T

O T00 200300
Time (min,)

Dose 2g

t<T is given by

Cy(2)=132.249. 92 exp(—22, 37-¢)—9. 00 exp(—
17.88-¢)—133. 1 exp(—0. 458-¢)

t>T is given by

Cy(t')=—9.92 exp(—22. 37-¢')+9. 00 exp(17. 88-¢")
+48.9exp(0.458-¢") t'=¢t-T

QO : found QO : found
Fig. 8 Calculated abdominal ascites concentrations of CPZ and
following 1g or 2g drip infusion for 1 hour
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§ i
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falJo
g £ 10- o
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Time (min.) Time (min.)
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t<T is given by

Cy(¢)=178. 5+44. 85 exp(—31. 84-¢#)—6. 55 exp(—
8.61-¢£)—176. 8 exp(—0. 555-¢)

t>T is given by

Cy(t')=—4.85exp(—31.84-¢')+6. 55 exp(—8. 61-¢)
+75.4exp(—0.555-¢") t'=t—T

O : found

(—17.88t)—417. 3 exp(—0. 468t)
t: AigEAMA Y b OB (hr)

R TH :
Cs(t")=—43.0exp(—3.86t")+1. 40 exp

(—17.88t")+153. 3 exp(—0. 458 t')

t<T is given by

Cy(2)=372.9+43. 0 exp(—3. 86-¢)+1. 40 exp(—
17.88-¢)—417. 3 exp(—0. 458-¢)

t>T is given by

Cy(t')=—43.0exp(—3.86-'t)+1. 40 exp(17. 88-¢")
+153. 3exp(—0.458-¢') ¢'=t—T

O : found

t': R T Reh D OB (hr)
lg 5XU 2g 1 R ARAHEC 3617 5 K P IREEHE
# o simulation curve % Fig.8 iz/R3,
lg BE5TiX JIRBRE 62 5T BRRE 77.5 pg/
ml, 2g BE5ETIXERIC 74 T 121 pg/ml TH b, \»



1342

CHEMOTHERAPY

DEC. 1980

TR SIROEPEEDY 60% ORETHE L1
I1I. # ®

FEAEERO GNEEN KB IEMCHT S, B
REREEEAZTHY DD LRI TETV D, &
NS OEBHZLAANTOE & A KRR
BL0OTHY, HHBPEEORIHNELIEFTRET
BB EnD, EHAEEY SO @I ThTh
%o Linl, EMrHEGABICEWTED XS RE
HERBY BT R EE C BRI h B TH D, EE
SR ABHABRIC 35135 CPZ DER AR &
HL, 1g B0 2g SMEHERC KT 2 MEPRES
IO RABEAEANEEY ERACREL Thb
% two compartment model ¥ X O° three compart-
ment model % i\ TIRBY I FEMAHT 21T - 7o

B AEBRAABNEELERERE 1 ACOVWTLHRD
BRI S51 B I Lan T & 7e\As, AEBILA D H AR
WA B AR D D TEFREFNOHEEEX DI ESE
TR & LTI Lie ¥, MEFRRETOW
THRECIT - 10 ZOBE, BxoWEEILRLR
AorDEGERELTVWSZ EME LRI, 40
EGERYEE L, T, BAMBAEBNBERED
o simulation curve DYERICEZ L, =i bOBBKAICTH
ETAEYEIMEREECEE LRV LRELT
B2 T ot 2D X5 LTELRCMEFRRERES X
VR AN 4 SRR PRI B O 3B L SEUME & RIFIC—3K
FBENnIdLR, SEOFHENELTH 2D
DEHEIND,

T A A AR PR R D BN I H N RER B, C
NOOLEENBERB T MEPRE & BB 2R
L, MiE»s0 CPZ oigZrEeniciibhsZ &%
SR Lico FNBHNET » I LU=y Aie YC-CPZ %
WL, IERIVCFEHENERECOMTE L

HHMELTWAD, SEE PEWTDH Fkgicz &
ML b, HERCRT 5 ESME & OBEEMEED
bhi, ¥k, SEOHER X D ELhICREIFAE
Figs B 7 50U simulation curve (% CPZ 0 ZE# ARHH

Wic ks ERERCEEL, nETFRBES XCRALS
ZEBNEELFATS ETERKLDEEL DR,
1v. @t 23
AP Yy, MREHEEYED > EIULKRFETE
W OEHE—EEEL L CREIL e TERR LR

R REEME, TNBRRCEHKLET,
KHXOBEE X, F B EEALEREELER
(1980 £ 6 A, HH#) TRRL o

B £ X B

1 FI B, BEFERKE, MFES &8 B T
BFIE HAH—, THEMFE B B B F
He:B-5 7 s ARPIEMEOE F M T (B8
#) 7-[D(—) @-(4-alkyl-2, 3-dioxo-1-pipera-
zinecarboxamido) phenylacetamido] cephalos-
poranic acid o &7 b O EE—IEE .
3z 99(9) : 929~935, 1979

2) MITSUHASHI, S.; N.MATSUBARA, S. MINAMI,
T.MURAOKA, T. YASUDA & I.SAIKAWA : An-
timiorobial activity of a new semisynthetic
cephalosporin, T-1551, 18th Intersci. Conf.
Antimicr. Agents & Chemoth. (Atlanta)1978

3) NIGHTINGALE, C.H.; D.S. GREENE & R.QUIN-
TILIANI : Pharmacokinetics and clinical use
of cephalosporin antibiotics. J.Pharm. Sci.
64(12) : 1877~1927, 1975

4) {hEFHER, tEAKRFEE: 2V T AARESEFR
LB o £ G sH—S e EEERME
O —fRE, R EBHEE 2R CE 8(6) 1 676~
683, 1972

5) & 27 MERLCFEREELRE TRV AYY
& I, T-1551 #hég4E, 1979

6) X B, HH ¥, HERX MEEX, R
X%, BARSET, WAEE: “C ER Sodium
7-[D(—)-a-(4-ethyl-2, 3-dioxo-1-piperazinec-
arboxamido)-a-(4-hydroxyphenyl) acetamido]
-3-[(1-methyl-1H-tetrazole-5-y1)-thiomethyl]
-3-cephem-4-carboxylate (**C-T-1551) ® 7 »
PRIV ARKTBRIR, Sk X O HEHE,
Jap. J. Antibiotics 33 (10) : 1084~10986, Oct.
1980



VL. 28 ‘NO. 10 CHEMOTHERAPY (343

PHARMACOKINETIC STUDIES OF CEFOPERAZONE IN THE
FIELD OF OBSTETRICS AND GYNECOLOGY

Kanyt Seica***, Yoko Sucivama™, KunmHixo Yamaj**,
Yosutrumt NakasuiMa®™*, Masasur NocucH*™™ and TosHIYUXT MATSUKAWA®**
* Department of Obstetrics and Gynecology, Kobe Social Insurance Central Hospital
** The Kinki Center for Infectious Diseases of Mothers and Children
*#* Research Laboratory, Toyama Chemical Co., Ltd.

For the purpose to base on the clinical application of cefoperazone (CPZ) in the field of obstetrics
and gynecology, pharmacokinetic analysis of CPZ during and following 1g or 2g drip infusion for 1
hour was studied on 27 cases of patients.

The serum, myometrium, endometrium, portio vaginals, oviduct, ovarium and abdominal ascites.
concentrations of CPZ were measured and these data were analyzed by using two or three compartment
model.

CPZ was rapidly distributed to these tissues, so, transitional velocity constants between the serum.
and these tissues were large, and then, these tissues concentrations were correlated with the serum
concentration.

The serum and these tissues concentrations were calculated for the pharmacokinetic parameters,
and these simulation curves were shown.



