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CHEMOTHERAPY

Cefpirome sulfate D PEVERFREATIE I3 B AfF %8

ARIHL, - HAALF - AR BB - IR
WHIES - AT - FE
P L - A A

IS5 T B R AR & AT B BB A B ST £ 7 = & RS K cefpirome sulfate (B 5
CPR)%0.5g% 7:i3 1Mk L, M#IRS & FEMIRO MY FRBEHER 2 & IS FF B L I FEMK
BANOBITH & Mt L7,

0.5g, lgfk 58 L bR & FEBHIRO M4 Pl I IZE L <V OB AR L7z, £EDE — 71l
120.5g% 5B TENEFNIBTO0 4g/ml, 381 pg/ml, g5 TENENTTS pg/ml, 729 ng/miT
FRARFEME % R Lo 2EWNI20.5g8% 5-BECHRRIRIN, F & BRI 2 02109685, 1.058FM, 1g
BEBTIERETRI2THM, 148K TH 70 SHBAIRENY — 2 1215~3090T, £NL—
7 {#H120.5g, 1gfk5BEFNENINE (294 pg/g, 50.0 pg/g), TEGM(253 ng/e, 47.0 ug/g),
FEME(25.1 pg/g, 42.3 ug/g), FEEIMMRE(24.0 ug/e, 329 ug/e), FERB(19.4 ug/z,
31.8 ng/g), SNH(209 ug/g, 24.1 pg/g) DMIEMEER L. WTFNOMBIZEVTHE =712
ETARMIZE C, MMIBEEICHEI L THm L7, $70, SHBRIREDOY — 7 12 5K
MmEPRELIZ05g, 1 gk 58 %@L T042~093L RIFTH 7

DL ECPROKMMB~ADOBITRAFTH Y, FHOMEN EZGDED L, ERAHFBBERE

FEB. 1991

B2 ERTEBD LD LR SN D,
Key words : Cefpirome, CPR, WM aBITH

$1t 7 x b FIEY Ecefpirome sulfate (B CPR) D
HE AR bz, 79 L5, BUHEFHOLGHOEME
WK LT, sVRENERL, FIEROL 7 2 277
WA THE NEHROMEF T & % H o 72 Staphylococcus
aureus, Pseudomonas aeruginosa 2 © U2 Servatia marces-
censiZat L CENZIMEERERT . 70, £OHE
VERIIBHENTH Y, SEMEDESET 5 S -lactamase
WK LT, BESBRAELAL, BOTERETHLY,

KA, BHE, SEEIEICL D, BEKEMNIZESVM
PIREARON, TOEYFHFEMIZLTHMTH 5,
AENE, AERATRIFEZITHI LR, K5HK2405
% CI285~95% AsKRA Lk L TIRPICHRES h B Y,

SEFE & 1L, AFNIZOWTERAFRIE T OREAEIC
W AIMAEFREIROIGED D & HUBHE~DBIT
ML UHBKER LRI LADT, ZORMIZDONT
H&ET 5.

1. MRESVICHBRAE &

1. #%

198849 A 5198948 £ TOMIZ, MIILA+FH
RiI2BWT, FofplEB L RS/ NIEES - 72 F
EHEOOI, MARESR LSO THABMTEEH
W% AT LB EAB R E L,

ERIT4EHN H55K T CFH48.0)Th H, #E
1240.0 kg# 5 67.0 kg I T(FH500 kg) Th o720 £
BUHTRT DT AE S L UEBEEREOREIZHONL
WA

2. 5 HEB I URKRIE

CPR 0.5gB & Ulg¥ A RIEWIO mlUZERL, 57
A TEIRAIRS L7, ERRGR TR, O IERIC
15, 304F, 1, 2, 4, 6B L UK AK FHER
Lm0 = BhlK % 38t L7z, BIBRICHMEAIA Hif
B OFTEMRS L ORI S5 mI~s/sY VINERIM L,
RIS M, —20C U TICEBRELL T
BB LB E I HIZP L EIT 1285
RuTRE B AT REEL MG EEICREL, 22<
&L 2B LA HIB O D B L % 4T o 720 1~2 gDHP
¥ OE, FEARBRE, FEEN, TEBRSLFEAN
BOEHEIRIL, REIAHH LM% 7 — ¥ TER
LzDb, ERhIil—20C ATFICHEERIE L, &85,
ERRGSRTHA»OEE LT, WHTEBRMKMHREL
b o THRIKREBES & L7z, it ERII160 gh b
1470 g3 T(F394908 g) ThH o726

3. REEHIE

BiEEw - DBk, mMFRF0TE, fdiaf

* F700 ML HT65-1
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EN01 MY »ERRT(pHE.0)EMA THEY + 4 X
L7:f&, 12,000 rp.m. T55ELML, 0 Likkil
FIHBt L 7oe &K O AEMISE 242, Bacillus sublilis
ATCC 6633 % MREBE L THB T 1 2712 & 0 irkkw,
RERKE L7 T VB M) o LY BV,
I. & |

A#0.5g% 713 1gMBiEK, 15, 3059, 1, 2, 4, 6M%
Btk & USEEMHEIZ B3~ SPIORB H IR L 2245601
2V, METRE, TES LU IFHLNRE % 0
EL7, M#kidTable 1, 2IZ—4ERR L7,

1. D3EhRE

AH0.SgAHES O M PRI, BRI & TR
MEDOMIZIITL A EERROLNTY, K5 K159T
it, ThER, 3701737 ug/ml(mean+SDELTIE L),
3811884 pg/ml%iR L7, BB RICMA L, 48F
M Tid, TheEN, 27412027 pg/ml, 2.7910.40

png/ml% L7z (Table 1),

70, 1ghR 5BV T G058 51 & [ KR
& ey BRI I I 2L i e & hd, S5 7% 169 Til
FHFNTISHL145 pg/ml, 729111.0 ng/ml%E R L
oo LARMA L, 8MEINTIX, £ #N1.6510.27
pug/ml, 1754086 pg/ml% i L7z (Table 2),

Two-compartment model % Hj\» THHT %47\, Simula-
tion curve® Fig. 1, 213 L7z MAHIRE TEBIIK & 2
AT ORERS MM % R L 722o M o iit]iE, 0.5¢
50T, HIRIN, FEEIRM, £hEh0.9685 0,
LOSKEMITH 1, 7z, 1g5HTL2785 M, 1.480F
MTHh -7 AUCHEIZO05giX 58 C, FhEN666
pg hr/ml, 64.9 pg-hr/ml, 1gft 58 T143.6 ug-hr/ml,
136.3 ug*hr/mlITad o 72 (Table 3), M4+ iRE L & U
AUCTEIE, #SRITIZITHAI L 2-mssadn o nt,

Table 1. Tissue and plasma concentrations of cefpirome after intravenous injection of 0.5 g

) Body Plasma concentration (ug/ml) Tissue concentration (ug/g)
Time | Case | Age weight o - - -
() | no. W) cubital uterine . . cervix | portio .
(kg) vein artery endometrium | myometrium uteri | vaginalis oviduct | ovary
1 51 48.5 28.6 27.9 15.3 19.0 21.3 21.3 22.0 |20.8
2 49 46.0 40.0 42.8 26.9 27.9 31.8 29.1 30.4 [20.8
025 | 3 50 55.0 42.4 43.6 15.9 25.1 21.0 21.5 35.7 |21.1
mean | 50.0 [ 49.8 37.0 38.1 19.4 24.0 24.7 24.0 29.4 |20.9
+SD| +1.00| +4.65 +7.37 +8.84 +6.53 +4.55 +6.15| *4.45 | +6.91 |+0.17
4 48 67.0 29.2 23.0 14.0 12.9 19.5 20.6 23.2 |179
5 51 47.5 39.7 40.4 16.7 19.8 33.3 29.6 27.6 |20.1
0.5 6 50 54.5 34.1 29.9 10.3 22.6 23.1 25.2 26.2 |14.0
mean | 49.7 | 56.3 34.3 31.1 13.7 18.4 25.3 25.1 25.7 |[17.3
+SD| +1.53| +9.88 +5.25 +8.76 +3.21 +4.99 +7.16| *4.50 | £2.25|+3.09
7 55 39.0 26.7 26.1 13.7 11.1 16.7 16.7 174 [19.3
8 49 50.5 20.4 16.4 10.1 6.42 7.50 9.72 | 13.1 |14.0
1.0 9 47 46.0 23.0 21.9 8.70 6.81 11.9 15.3 149 |16.1
mean | 50.3 | 45.2 234 21.5 10.8 8.11 12.0 13.9 15.1 |[16.5
+SD| +4.16 | +5.80 +3.17 +4.86 +2.58 +2.60 +4.60| +3.69 | +2.16 |+2.67
10 46 66.0 8.11 9.58 4.60 3.60 3.72 4.92 5.22 | 5.37
11 48 47.0 9.79 9.62 2.91 3.75 3.84 5.67 4.38 | 7.41
2.0 12 45 55.0 15.2 14.8 3.16 5.91 7.26 7.83 8.28 (10.1
mean | 46.3 | 56.0 11.0 11.3 3.56 4.42 4.94 6.14 5.96 | 7.63
+SD| £1.53 | £9.54 +3.70 +2.89 +0.91 +1.29 +2.01| *1.51 | £2.05|+2.37
13 47 59.0 2.46 2.94 1.17 1.83 2.10 2.49 2.34 | 3.03
14 49 47.5 2.77 2.34 0.99 1.11 1.17 1.83 1.35 | 2.10
4.0 15 48 68.0 3.00 3.10 0.87 0.81 0.81 0.90 0.97 | 2.70
mean | 48.0 | 58.2 2.74 2.79 1.01 1.25 1.36 1.74 1.55 | 2.61
+SD| +1.00| +10.3 +0.27 +0.40 +0.15 +0.52 +0.67| *0.80 | £0.71 [*+0.47
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Table 2. Tissue and plasma concentrations of cefpirome after intravenous injection of 1 g
Body Plasma concentration (ug/ml) Tissue concentration (ug/g)
Time | Case | Age weight el - - "
(h) no. W) cubita uterine . . ceWI?( po‘ 10' .
y (kg) vein artery endometrium | myometrium uteri | vaginalis oviduct | ovary
1 45 51.5 68.7 65.3 30.0 33.2 50.3 36.8 47.7 |32.7
2 49 | 57.5 75.6 86.3 46.9 39.0 52.8 | 59.1 60.9 |26.3
3 46 | 46.5 70.4 63.7 37.8 32.7 52.2 | 40.5 134 | 4.59
025| 4 48 | 49.0 103.0 83.5 25.0 22.1 37.2 | 375 | 495 [31.5
5 47 | 53.0 70.0 65.7 19.4 37.5 423 | 37.8 5.34 |10.3
mean | 47.0 | 51.5 77.5 72.9 31.8 32.9 47.0 | 42.3 | 354 |21.1
+SD| +1.58 | +4.17 +14.5 +11.0 +10.8 +6.62 +6.89| £9.47 | £24.4 [+128
6 44 | 575 66.8 58.3 28.7 34.0 315 | 354 52,8 |20.5
7 47 | 62.5 41.2 38.0 25.5 25.2 32.7 | 271 456 (324
8 47 | 60.0 67.5 58.9 26.3 41.7 426 | 486 | 492 |22.3
0.5 9 | 46 | 525 48.1 44.4 22.4 27.0 342 | 36.0 |525 [21.0
mean | 46.0 | 58.1 55.9 49.9 25.7 32.0 353 | 36.8 | 500 [24.1
+SD | +1.41|+4.27 +13.3 +10.4 +2.60 +7.51 +5.02| +8.87 | £3.37 |+5.62
10 44 | 60.0 37.6 31.5 23.9 24.3 207 | 219 |206 [174
11 48 | 55.5 36.9 27.0 13.9 15.2 202 | 25.1 27.7 |225
12 51 | 56.0 38.1 36.0 13.8 16.9 204 | 24.9 17.1 [25.3
1.0 | 13 | 49 | 515 52.0 45.5 21.2 24.2 21.1 | 294 | 281 357
mean| 48.0 | 55.8 41.2 35.0 18.2 20.2 206 | 253 | 234 {252
+SD| +2.94 | +3.48 +7.25 +7.91 +5.14 +4.79 +0.39| +3.09 | +5.42 |+7.71
14 45 | 60.0 26.8 24.8 15.8 11.2 170 | 17.8 16.6 |15.5
15 47 | 63.0 19.5 18.4 3.40 5.82 10.8 | 12.9 10.3 {174
16 48 | 51.0 16.1 15.6 6.39 28.0 10.8 | 13.2 103 [12.7
2.0 | 17 51 | 53.0 30.6 32.4 12.1 12.5 12.4 17.1 16.4 {209
mean | 47.8 | 56.8 23.3 22.8 9.42 14.4 12.8 | 15.3 134 |[16.6
+SD| +2.50 [ +5.68 +6.63 +7.47 +5.58 +9.53 +2.93| +2.56 | +3.58 |+3.44
18 47 | 65.0 8.25 7.99 3.86 4.67 468 | 520 | 4.14 | 6.62
19 53 | 60.0 6.29 6.69 2.31 3.63 4.38 | 4.41 3.81 | 4.62
20 48 | 53.0 8.62 7.42 2.64 3.93 513 | 4.92 | 426 | 7.1
40 | 21 47 | 64.5 5.57 6.29 3.93 3.87 429 | 450 | 4.62 | 7.32
mean | 48.8 | 60.6 7.18 7.10 3.19 4.03 462 | 4.76 | 4.21 | 6.57
+SD | +2.87 | +5.56 +1.48 +0.76 +0.83 +0.45 |[+0.38| +0.37 | +0.33 |+1.37
22 48 | 57.0 4.91 3.88 2.25 1.60 211 200 | 2.01 | 263
23 48 | 51.0 3.56 3.06 2.16 1.50 2.16 | 1.92 2.52 | 2.25
24 54 | 51.0 5.31 6.85 5.94 3.00 324 | 4.14 | 432 | 4.86
6.0 | 25 45 | 535 3.76 4.14 4.74 1.59 1.74 | 1.98 | 2.13 | 3.03
26 45 | 55.5 3.01 2.84 1.77 1.62 1.38 | 1.38 | 2.13 | 3.66
mean | 48.0 | 53.6 4.11 4.15 2.77 1.86 213 | 228 | 2.62 | 3.29
+SD | +3.67|*2.68 +0.96 +1.60 +1.79 +0.64 +0.70| +1.07 | +0.97 |+1.02
27 47 | 62.0 1.37 1.06 ND ND 0.66 | 0.72 | 0.75 | 1.08
28 50 | 40.0 1.61 1.50 1.20 0.72 0.78 | 0.87 | 1.02 | 1.41
29 45 | 67.0 1.60 1.43 1.83 1.05 099 | 1.38 1.17 | 2.10
80 | 30 | 50 | 60.0 2.01 3.00 1.44 ND 1.05 | 093 | 081 | 1.08
mean | 48.0 | 5.73 1.65 1.75 1.49 0.89 0.87 | 098 | 094 | 1.42
+SD| +2.45|+11.9 +0.27 +0.86 +0.32 +0.23 +0.18| +0.28 | +0.19 |+0.48

ND: not done
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2. FEARMNIRKE

AHI0.SgMER DT E K OMMPIRIE IS, F 1PN,
FEABHE TGRS0 RIS, FEB, FEk
BTHI0TEICE—2 2R, U-sflizthen,

10009

Cubital venn
10g
(®  actual value)

. ---- 05¢
€ actual value)

Concentration (ug/ml)

Time (h)

Fig. 1. Simulation curve of cefpirome concentration in plasma.

Utenne artery
—_—10g
(® actual value)
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Time (h)

Fig. 2. Simulation curve of cefpirome concentration in plasma.
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19.4£6.53 ug/g, 24.014.55 4g/g, 25.317.16 ug/g,
25.124.50,m/gTH Y, [EMNBAR LM E L2
A%, BHMIMLE GITTBL 2R A LT Bk, &HBE
bW L TAREI A TIE, 1.01~1.74 ug/g DI 534 L
TV 72(Table 1),

Simulation curve % Fig. 3~61211 L 720 (-0 IR ERAT Ré
BV TRORVHE LR LA, (TEMME & TD
LZCHERBMIMR 2R L 72o B ORI, KHLEPI 01wt
ENENFEAIRO.7IR M), £ hEATNE0.57RF M, F
R0, 77HEM), RS E50.920EM T d> 5 72 (Table 3),

T, 1gMERICBV T, FENB, 5 &5
R, FE %, FREBTNT, 153#%IC¥—-2 %5
L, ZOMHIRFEYHEMTROM C47.016.89 ug/g, 2
WTFEIEH42.319.47 pg/g, FEAEHHE329+
6.62 ug/g, FEMIE31.8110.8 ug/gDIHTH 572, Lh
IR % TE M FY18.2~253 ug/g, 4BRM T
3.19~4.76 g/g, 8FFM % TO0.87~1.49 ug/gk #is L
7z(Table 2),

Simulation curve ¥ Fig. 4 ~ 7R L 7= SH&GL L
0.5g#X 58 L IBDMEBMMER L7 7 EHBHND
FRMPENEN, FENBELOKE, FEKHHY
1.20B%M, FEEM0S1EFMN, FEHEHI1.16MMTH -
7z(Table 3),

3. fHm B HLKE N BE

FHN0.5gBHER DO IR SALERMIRAE LI, I L b
EE5%I5T - ALY — s Iz F N FN294
+6.91 pg/g, 20.9%0.17 ug/gk F = MBEMIBAE &L
L7ERR L7, Ak#E L, 4BMETIIEFAFN
1.551+0.71 ug/g, 2.6110.47 ug/gTdh - 7:(Table 1),

Sumilation curve ¥ Fig. 7, 8IZ/R L7z BREIZEWT
R BEWHATRLAY, FERGLIZIIRBOH
BHELr R L, SHBENOERBI, Fheng
0.78R¥fH], BRHE1.35KM Ta - 7-(Table 3),

T/, 1g5 Tk, IE, IR L L300%ICE— 2

Table 3. Pharmacokinetic parameters of cefpirome after i.v. injection of 0.5 gor 1 g

T, AUC_,(pg'h/ml or g)

05¢g 10g 05¢g 10¢g
Cubital vein 0.96 1.27 66.6 143.6
Uterine artery 1.05 1.48 64.9 136.3
Endometrium 0.79 1.04 26.3 55.1
Myometrium 0.57 1.29 26.9 71.9
Cervix uteri 0.77 0.81 37.3 65.6
Portio vaginalis 0.92 1.16 41.7 81.8
Oviduct 0.78 1.19 42.7 83.8
Ovary 1.35 2.37 46.4 92.0
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AL, K- 7t € £N50.013.37 pe/e, 241
1+5.26 /Jg/g'C&)')f:(Tablv 2)o

Sumilation curve % Fig. 7, 8i2/4 L7, BT R B
ZUiHg AR L72AS, 0.5g8% 98 &AM OHEFE A
5 L7ce SRR 4 12 £ £ AT 1L 1otk ],
BR8E2.37WE I T - 72 (Table 3)o

4. xR AT ol R L

i U L8 PP R L2 X B TR BRI A PR L S &
D& MMKPIIR & L % Table 4, 5, Fig 9IS/R L7,

0.5 5B TI3 FHBIMRMLIZ0.89~1.04 &£ (31X1.042
U, I MR IROLAE P M 2 B L ARG R 2 HERS %R
FZEAHBE L, SMMRIE L, BHH0.51~0.96, HP
®055~0.79, FEIEMHK057~0.73L 0L, F&
HIE0.36~0.53, FEMHB0.34~0.65& R REMELRT
A, B ITARRAY I TF30.42 ~0.69 00 I TR IR ML
YRR AR L 7,

70, 1gik 58T, 05gH LIRS, FEBIRMLI
0.85~1.02&(31X1.010% L <, MR & & VHEM%
T L7z BHMmIES, 050 & FBICHINE, EiEE
PHPETRLEE, TERNBELTFEBBIBELRL,
SRR IR 290,53 ~0.680) [ TR AR L 4
R L7,

o * =

FER ARSI B 2 BB GO 12 O OHEH D %
RiZhro-TiE, BREICHTLERTIRENETRT S
b, BEREAOBITHVRIFTHEL L, KREMME
W kR EHKREIBIEEIC B EEZ LN D, FFICHEK
E, FAEROBLEFE~OBITE ZOREHB LMD
L, BROERE I, BERABOREICKRLT, &
EREBII A EEZLND,

1000 4

Endometaum
(1.0

(® : actual value)

—em- 058
. (0 < actual value)

Concentration (ug/g)

Time [h|

Fig. 3. Simulation curve of cefpirome concentration in tissue.
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1000
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Fig. 4. Simulation curve of cefpirome concentration in tissue.
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Time (h]

Fig. 5. Simulation curve of cefpirome concentration in tissue.

10004
Portio vaginalis
11.0g
i@ - actual valve)
100
o ---=:05g

Concentration (ug/g)

Time (h]

Fig. 6. Simulation curve of cefpirome concentration in tissue.
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RANBREL R T DIZH D, A OMA I 2FER

B[R~ E B TREATWRETH DI L, BN
OEREIZDO VT, SBRAERIANETH B0, &
FEFIO—BEED 5 DEMEO KA S BN T2 2 & TR
¥7oTV5, MIKBITHERITTHI2H:0, Wen
oD ERA LT HID, FFRIZBVT, FHIEA
ERARIREL D RE BT 22, I 34 R RLBR A ) 6 1 ) 5} Bk %
PhTHco, LD H DML 2 R & k5 R4
L EIZHL OB % 1T - 725

122l [E—EBI O AR HE DR HERB DR & It
#LT, MAOESIMOER, K&, HE, Ko A
BV, FRBELEOERIIES ML R0
BEDLEWEEZ B,

3T, S0FE4 2, FRIFER 30T 5 THMESA~D
BiftEC o CHiI T oMY, 74, Rh5RY
0.5g, IgxHWAZ LIZL ), REOBHBKGFEHIZOV
THHFTRE 21T - 72,

MAFFBBEIZDONWTIE, 05gF 7-id1ghbiEtk, KBS
ELRERM, FEEIAKME DBIZIZE AL EIZEDS
Ry, BILXLVOMBERL, £/, #F0OY— 7 #i,
05gix G BETENEN, 37.0 ug/ml, 38.0 ug/ml, 1gik
SBTT75 pg/ml, 729 pg/ml & IFEETH Y, &5
BROMMIZHE) AakEMr2oons,

%7, two-comportment model {2 & % T Tid, F#
1130.5gfx 5B CRAIRM, T=®IKM TFh#h0.96
By, 1.05B5R, 1gi% 58 T1.2785M, 148BFMITH
h, BB LEEENIEONT, L2L, BRERAT
DL AL 7RI ENTRRBELY R LA LI
20T, FHREBLLOXBHELEOTEEL, 5H%R
HATHBULENHLEEZ D,

BHBPIREICOWVTIZIS~303IIE— 72D 5

1000~

Owduct

10g
@ actual value)

100

. ~--=:05g
(0 actual value)

Concentration (ug/g)

01 T T T T T T = T T T 1
0 1 2 3 4 s 6 7 8 9 10

Time |h]

Fig. 7. Simulation curve of cefpirome concentration in tissue.
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L, E= 73050, 1% ERFRING (294 18/ 8,
50.0 pg/g),  {E UUB(20.3 pg/g, A7.0 pgle), |
#0261 /g, 42.3 pg/g), 1 eI IKTENING (24.0 1g/g
32.9 sg/g), (WINI(19.4 ,w/n, 31.8 ug/g), 90 H
(209 pg/g, 241 4g/g) DML iR LI, DT &
12, MM~ OIEB OB S D TIkEV b DD, —D
WM M BB DO L WA W Lk e e £ A b b,

72, Fig 90X AR MUY H iR A3 & 942,
F LRI S IR IR UM 1 i SE & ORI Dl 1 &
ML, RBERICHAT AT L an,

EMARGURTIR, WPMRifor 7 L1 K, 77
LIBPER, HD VISR S D%,
ERIZDHT > TOMERBIRO LT, Chonliidt
LR L LRSI IL R 6% 0e,

FCT, FHOBRRITHMRIZHT DN L FHA
0.5g, 1ghHERFIZEITHHBPIREDHNEE & DORIRIC
DNTEHE LR (Fig 10)o

R OEHEME -2+ AMICH &, Staphylococcus
epidermidis, Escherichia coli, Klebsiella pneumoniae, Cit-
robacter freundis, S. marcescens\Z DT, ok 5 8 bk
D80% LA EH%1.56 pg/mIA T THREMIL SN SY, Fig
10037R Y & ) IZEH0.5g8% - B THBFMIShH, 1gi% 58T
(26BFM5E, 12X RHREMTL1.56 pg/ghl £ OMREEHHERF
b, TOZENL, ThHOEIIH L TI20.5¢8%5
TRBLERDRIMETELODEEI LN, T 17,
S. aureus, Enterococcus faecalis, P. aeruginosa, Bacter-
oides fragilis\Z BV>ThE, 12.5 ug/mlO i TR 55 8
BRD70~80%AMHIE SN DA, ZDilRIEI20.5¢8%5 T
LR+ Tidd 505, KHllghs5 TiIiT2AEA
T2REMIMFRF SN B (Fig 10) TDT L, ThHDH
L TRIgiESTHIEICE D EHDRIMETE

1000

Ovary

10g
(® - actual valve)

—---05g

. (0~ actual value)

Time (h]

Fig. 8. Simulation curve of cefpirome concentration in tissue.
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Table 4. Ratio of tissue to cubital vein concentration of cefpirome after intravenous injection of 0.5 g
Uterine Tissue/Cubital vein
Time artery/ . - -
(h) Cubital . . : cervix portio
vein oviduct ovary endometrium | myometrium uteri vaginali
0.25 1.02+0.05 | 0.79%0.05 0.58+0.13 0.53+0.15 0.65+0.05 0.68+0.16 0.66%0.13
0.5 0.89+0.12 | 0.75%0.05 0.51%0.10 0.40%0.09 0.53+0.12 0.73+-0.10 0.73%0.02
1.0 0.91+£0.09 0.65+0.01 0.70%£0.02 0.46+0.07 0.34+0.06 0.50+0.13 0.59+0.10
2.0 1.04+0.12 | 0.55%0.10 0.69%0.05 0.36+0.19 0.41+0.03 0.44 £0.05 0.57%0.05
4.0 1.02+0.18 | 0.59+0.33 0.96+0.24 0.37+0.09 0.47+0.25 0.52+0.30 0.66+0.36
Table 5. Ratio of tissue to cubital vein concentration of cefpirome after intravenous injection of 1 g
Uterine Tissue/Cubital vein
‘Time artery/
(h) Cubital . . . cervix portio
vein oviduct ovary endometrium | myometrium uteri vaginali
0.25 0.95+0.12 | 0.45+0.31 0.27%0.16 0.42%0.16 0.44+0.13 0.63+0.16 0.56+0.15
0.5 0.90+0.03 | 0.93+£0.20 0.47%0.22 0.48%0.10 0.57+0.06 0.65+0.14 0.66%0.10
1.0 0.85+0.09 | 0.53+0.13 0.61%0.10 0.45+0.13 | 0.49%0.11 0.51+0.07 0.62+0.06
2.0 0.97+0.06 0.58 +0.06 0.74+0.14 0.39+0.17 0.72+0.68 0.57+0.12 0.68+0.11
4.0 1.01+0.12 0.61%+0.16 0.94+0.26 0.46+0.18 0.57+0.10 0.66+0.10 0.68+0.10
6.0 1.00+0.20 0.64 +0.16 0.82+0.27 0.65+0.27 0.45+0.10 0.51+0.09 0.54+0.14
8.0 1.02+0.32 0.58+0.14 0.88+0.32 0.87+0.24 0.55%0.15 0.53+0.06 0.60+0.18
Dose: 0.5 g Dose: 1 g
1.0

Concentration (ug/ml or g)

1.0
. .. Uterine artery
Uterine artery ,-°
N . S U

Endometrium — -- — Portio vaginalis
— — — Myometrium = ----- Oviduct
—-— Cervixuten  -------- Ovary
1 2 3 4 Y% 'A 2 3 4 6 7 8
Time (h) Time (h)

Fig. 9. Ratio of tissue to cubital vein concentration of cefpirome.
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Fig. 10.  Relationship between tissue concentrations of cefpirome after intravenous injection of 1 g or 0.5 g and cumulative
percentage of clinical isolates inhibited.
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TRANSFER OF CEFPIROME SULFATE TO FEMALE GENITAL ORGANS

Moromro Honeo, Reko Suimizu, Suuicniron Akanort, Tostkatsu Ko,
Kouzon Smicera, Kayoko Hikose and Mitsuru Hanpa
Department of Obstetrics and Gynecology, Okayama Red Cross Hospital
65-1 Aoe, Okayama 700, Japan

We studied the plasma concentration curves in the cubital vein and uterine artery and the transfer to uterine and adnexal
tissues after i.v. injection of 0.5 g or 1 g of the new parenteral cephem antibiotic, cefpirome sulfate (CPR). The drug was given
to a total of 15 patients about to undergo abdominal simple hysterectomy.

The plasma concentration curves for the cubital vein and the uterine artery were similar in both the 0.5 g and 1 g groups.
The peaks were 37.0 ug/mi and 38.1 yg/ml in the cubital vein and the uterine artery in the 0.5 g group, and 77.5 1.g/ml and
72.9 pg/ml in the 1 g group. The measured concentrations were dose-dependent. In the 0.5 g group, half-life values were 0.96
h in the cubital vein and 1.05 h in the uterine artery. In the 1 g group they were 1.27 h and 1.48 h, respectively. The
concentration peaked in each tissue in 15~30 min. The peak tissue concentrations in the 0.5 g and 1 g group were in
descending order: 29.4 ug/g and 50.0 ug/g in the oviduct; 25.3 ug/g and 47.0 ug/g in the uterine cervix; 25.1 ug/gand 42.3
pg/g in the portio vaginalis; 24.0 ug/g and 32.9 ug/g in the myometrium; 19.4 g/g and 31.8 ug/g in the endometrium; and
20.9 pg/g and 24.1 ug/g in the ovary, respectively.

The concentrations reached quickly to their peak in all the tissues, and gradually dropped in proportion to the plasma
concentrations. The ratios of the peak tissue concentrations to the venous plasma concentrations were between 0.42 and 0.93
which were considered to be favorable.

Since the transfer of CPR to female genital organs was thus demonstrated to be favorable and the drug had considerable

bacteriocidal potency, its efficacy for the pelvic inflammatory diseases was seemed to be higher.



