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CHEMOTHERAPY

BER ARMEMIC 3317 2 Sulbactam + Ampicillin @) %884, ERERAYFFZR

T
BRI KA BE - MR A B0 58
BATEE
IR AR 2 B A P AR
E B8
E AR ARHNBE
AFRE - AW 8-k 9
/N AL
AR AT E AR

B-lactamase inhibitor, Sulbactam (SBT) & ABPC» 1 : 28A#| SBT-ABPC 22T,
FEEMARBER TRET 2474\, ITORRE1872,

1. Hi7  ERARHEARS MR 126, 1538k (th B-lactamase BEAEKRIZ3K) IS0 2 BEHES
HERETL 72, SBT-ABPC o MIC{HIZ, F#3.13ug/mlict—243", < NEHIZHEWT
ABPC L 0 5i@hhet ¢, BRic S-lactamase BEEARIC I HENERLI.

2. URMY, HEt: 1[@E]1.58, 1265RAMIRRESE 5 BIRER O MiFPIMEIL, $%57% 5918 ABPC
51.6~71.8ug/ml, SBT34.8~41.4ug/ml 1285R%#E 0, #37 ABPC 0.835%MH], SBT 0.86
BT, BRI Lr o7, 128N RFHEEEYE ABPC 58.6~72.0%, SBT63.0~76.9%
T, Az Ah -7,

3. BAGTRESHARINE | BHRIC BIHCBATL, 1.58 SikEREk 1 ~ 4RBICE—7f
ABPC 5.9~16.9ug/ml, SBT 4.12~11.94g/ml 1.58 8 T 28sMBic v — 71E ABPC
19.1~21.6ug/ml, SBT11.6~16.4ug/mliZEL, EEEMichr:Y), FEEEN MIC,, 12T 2
mEHFEL, SBT - ABPC 37§ #8272,

4, MEBAEGRINE | FEMRn#FPICIZE— 71l ABPC31.5~36xg/ml, SBT20.8~21.3ug/
ml »EEH o, Picize— 7 ABPC 6.6~27ug/8, SBT 7.06~15.4ug/ 98617z,
ABPC & SBT 3479 2 #8B%RL 72,

5. BEPREGE . BREIEA118, 5777 ABRE 16, FTENBRR326], SFt44plicril, &#1
[1.58, 1H2~3ES5 T, ERBFERARIR, BRE95.5%, EEFIMEFHRIR, HAHKT2.7
%, SRR YRR, AR5 . 1%NHERTH ), N b B-lactamase EEEENDIHEEIZT6
%TH-7z, BWERIZ L7z,

6. LIEnR#ED S, ERARKEEBICHB1T S SBT - ABPC ARty s,
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Gynecological infection
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Sodium sulbactam 319774 Pfizer H TR I L7z
B-lactamase inhibitor T, Penicillanic acid sulfone T
» %, Sodium sulbactam (LAT SBT) £ B&kiz—H
NEEYBREHEBEHIIH VY, EHEAFOEET 2
Penicillinase %! g-lactamase % 34 < , Cephalosporinase
% B-lactamase ¥ FHEEIC TR AEILT 5. 0
¥#E» &5 SBT % &% B-lactam ¥ & A& T 2 &, 8-

lactamase i2 & 2 IEHET ¥ ERA S N HEWHI
HHEEICN L TLABEN L RES R I EHNTE
53998, SBT i3&£ L, ¥ Tic Cefoperazone &
REL-EHMULARENERLTE), EnFAKIR
FMENT3B?,

4, @M T3 Ampicillin(LAF ABPC)
LEANRE L TREIL &R, SBT - ABPC (B2&k

¢ RSN RN E1-5-8
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11 2)i2 ABPC iz b L, @4 T2 MIC nisse
ERICEH L NESERIBH LN,

19854 & 1) &E MK SBT - ABPC W3R & Ao Al X
h, 2B, BRRAIFRAIT L b, 19874114, #350
BR{LEMEF LT A AR SIC BV TENORRH M
ganr, '

btibh b ZTOMRLHN—ME LT, EMARHERT
REF&ATRV, BRE2BLOTHRET 2,

I.® B ¥ &
1. HilAH

SBT - ABPC BB PIHTM 1713 AEM A RN 2l
BR1288 1530RIC DV T B A LA AR R I M,
B REIEME (MIC) % Piperacillin (PIPC),
Cefazolin (CEZ) & HtERIEL 72,

B-lactamase MWL, T2 F 2 ) —F4 RZ7RUS
=bOXeT4 T4 RID218NT 4 R 7B & V1T,
W, Ty FAM)—T4 R 7BENEA % B-lactamase
BEEEE (H), =tot74 74 RI7DABENE
A% B-lactamase{BEELER (L) EHEL

2. BHEMAEE & UKEMINE
(1) XRBIUEHRSE REFIEE

hiEs L CRPIBEIITFBRIEER 2 ARBEIC
SBT-ABPC1.58 ##iEL, {5 —apsfonmis
SUREHL, M3 miESREL RIZZTNEE—20
CIoEEREL,

MENIREIL, TESE CEMTE SN TIESIC
#i81 SBT-ABPC # 1.588EL, FHHCHHL-F
B, TRk L ERSE REFELL, MERIES T—
20C THRERE L 720

BRI FERIRES S L L, FEBMRM & B
BRI % FERFIC PR L, MiFoMEE, AR L EIRRICORES
REFL I,

EAGEES IR, LA FEL R T
SBT - ABPC1.58 # &% /213 1 BFRLSIREREL, &%
SR Bl E FL—> L DEIRL, [EERCRT
RS DML, BHBUIE L, A A R
REFL 72,

(2) #ErHs:

I, R, BHEFOHREhiRENERIZ, ABPCI
M.luteus ATCCI341%BREE L T 57T 4 R7EEIC L
N, SBT i2/RAI& LT E.coli273%#MEH £ THT 4 A
T & 5 1R FUBEDKIRE RIS, Fic
GC-MS 53 HPLC &:%246tH L 72,

ARREPIRE L UTRARRES Y D& 1 B 2 KBV FAH—T
MBI L, ZNE0.1IM Y BRI CARL, 2
OB i % MFEORAICHE L THIEL 72,

3. BRRERM
(1) N®mBLvrsE

ERARIRRIS, FEARE BRUNE 77T 2Fik
WENRE L, BBHI61E6 A 563F 4 A THOMIZHE
FIREBMARE 2 Fas L 1o BB 4B e R E 72,

#5521 E1.58, 18 2 E8E 3 RME
ERANE L7,

(2)  2RIERN

BRARZIAR, MTBEZEAmRAE U BRACRAERGR . & % 4R
AHUCEIRL, EEBEMICERH 3 BLURICEL ( %
AN, BRICE-eRAErEE L, TEAMERY
3 ELNICYEMEmMERL, £DBERICES2HE
RAERE L, SEEINLVBELENE LT,

MR BIRIE, EOWKL L0k, B,
WHENOBAIEA E L, BREOBILL 7 L DIZEA,
AN DIRIAEEE LT,

II. % |
1. ABRENHES

S.aureus 2BRNREMEF L Fig. LicRmT L i
SBT-ABPC 2 ABPC & 1§ MICENE\ SRR THF
WREMERRL, BERTERII L -, A E Dbk
Ti3 CEZ s Amn b R<, SBT-ABPCi3=
T RNTZ,

S.epidermidis 8 ¥ki=-D\»Tii Fig. 2lcR$8n ¢,
SBT-ABPCi3 ABPCizitlL, —EIEfEERSIR

Ce->TEN, A & DL Tix CEZ 12k ¢ MIC 446
ThH-o7z,

E. faecalis \I2313 5 REMEIIRIFT, TEREL XL,
ABPC ik REMTH -7 (Fig.3),

E.coli 46¥kicD\WTi3, B-lactamase IEELEHTIE
SBT:-ABPC ¢ ABPC Ti3REMEDRICIT L A KD
WY, B-lactamase EAE#KTIE, SBT- ABPC HR&
FHEH T T2 (Fig. 4).

K preumoniae 19>\ Tid, SBT-ABPC m#i
Bz ABPC LD L RFTH ), fiF
T2 CEZ %3¢, kT PIPC, SBT-ABPC
DIETH-7: (Fig.5).

P.mirabilis |3 B-lactamase FEEAE#RD 1 Bk D B %,
SBT - ABPCi3 ABPC & N b iFWRREZMZRL

(Fig.6).
M.morganii i=>vT% SBT - ABPC iz ABPC [k
0 LI REMERL: (Fig.7).

P.rettgeri izxtL T3 SBT - ABPCix ABPC L "
{Bv» MICfE%7RL 7z (Fig.8).

C.freundii i\~ %+ L T3, SBT - ABPC o MIC iz
6.25~25ug/ml &, 200pg/ml> "Mz 517z h*
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Fig. 1. Sensitivity distribution of clinical isolates
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Fig. 3. Sensitivity distribution of clinical isolates
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Fig. 5. Sensitivity distribution of clinical isolates
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Fig. 2. Sensitivity distribution of clinical isolates
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Fig. 4. Sensitivity distribution of clinical isolates
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Fig. 6. Sensitivity distribution of clinical isolates
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ABPC & ) i3t g% L7 (Fig.9),

E.aerogenes |38k 8-lactamase 4K T, SBT:
ABPC o MIC i3 PIPC ki3i2EHERTH N, ABPC
CEZ i34#>800ug/ml TH» -7 (Fig. 10),

E.cloacae #» MIC 24512 PIPC 2B LT ¢, KRw»
TSBT - ABPC, ABPC, SBT, CEZMMATH 72

(Fig. 11),

S.marcescens \= 2\ Tid Fig. 12I2RKT L H i
nLEEL B, TNTH? B-lactamase BEKRTH
N, SBT-ABPC # MIC %#5i2 ABPC & ) %80
Py

INR¥ET B &, Fig. 131RTI0¢, B-lactamase
EEBRI2IRICOVWTOMICHH % A5 &, SBT:
ABPC» MIC i3 ABPC & NEBL 0SS, wttEskd
DN EWTREINTW S,

2. M58 i IR

MARFEHRTFERE THERRER LEH 2 412
SBT: ABPC1.58 % 1285MIRIR Tl 5 EIRBEL /o3
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Fig. 7. Sensitivity distribution of clinical isolates

C. freundii 14 strains (10° cells/ml)
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s} ©-©SBT
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ANhimPiWES Table 1 RUf Fig. 14i2RL 72, &5
%52 Bomik+inEi: ABPC 51.6~71.8ug/ml,
SBT 34.8~41.4ug/ml T, LIsideticiga L T, 12
BM TN OMRIBARLIT £ %9, ABPC & SBT
DERIZIIE LM TS ), BROMENLULh > 72,
M5 xxiz ABPC 0.83+0.03%M, SBT 0.86%
0.04r$MTH - 72,

3. Rebdkitt

MNP RERENE—FEFIC VT, FEHC, RPHE
ittt % 12080 RIE L 72, Table 2127 F & 5 ic#5%
128MIN O R 3kt AR| 3 ABPC 58.6~72.0%, SBT
63.0~76.9% T, EMOMEIzLH -7z (Fig. 15),

4, DTG I hINE

[RAMETFELMHATEOER 4 Blic A K %1.58 Sl
ML 135 A0 BT b IRE % Fig. 16~19iC
RL 7z, il T %3053 ABPC 0.02~9.45u:g/
ml SBT 0~7.32ug/ml T, ©—7{Hiz 1~ 48§
MBicd > T, ABPC 5.9~16.9¢g/ml, SBT
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Fig. 8. Sensitivity distribution of clinical isolates
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Fig. 11. Sensitivity distribution of clinical isolates
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Fig. 12. Sensitivity distribution of clinical isolates
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Fig. 13. Sensitivity distribution of clinical isolates

4.12~11.9ug/ml 9851z, F12, K158 MER
NRAGERS M HiIRE 2 Fig. 20, 210m<, 5430
iz ABPC 0~1.854g/ml SBT 0.06~0.98ug/
ml bt— 27z 268MBi1cH->T ABPC 19.1~21.6
ug/ml, SBT 11.6~16.4ug/ml TS, 1225M%IC {
mREHIBHLNT:, WLy ABPC, SBT3, B
W THITL 2B 2T 2 eI E N,

5. BN SSALMAINE
FEEIRM & B apikm & HmikP ABPC 5 &£ f SBT
M3 Table 3, 4 &RUF Fig. 22, 23ic7¥4m<, £ <
WL 7Bl 2L, 5143097 Bi%ic ©— 71l ABPC
31.5~36ug/ml, SBT 20.8~21.3ug/mlA985 1,
LItRpsttc o L, 7 R$MNT% T, ABPCO0.2ug/ml,
SBT 0.05ug/ml Hili%H9856 17z, ABPC & SBT i3
TLHB R 12, FEESBOULR USROS
i3, ©— 71 SBT7.06~15.4ug/ 8, ABPC6.6~27
ug/ 8545, 7HMAI%T, ABPC0.05~0.18ug/
g, SBT 0.05~0.27ug/8 L%~ 1,

Iz 5T L ABPC & SBT I36HTL 7-iK&%
RLTZ

IL B %K & %%

PR L 7 - 72EFNE Table 5127 T & 5 IcEFBRHEHE
R1IB), 777 A @R 15, FENER32P 4451
Thd, 54T 1E1.58, 182~ 4@BET
SiREHET, B5RI3 3 ~ 1380/, ¥5.38 T, &
58139 ~398, ¥#15.98 Th B,

1) HEBFERKR (Table 6)

FORTI, EFREEE1E, 2Ba%, F77X
EIRW | BIAR, FENBL32BS, EH16, F229
B, AR 15, SR 1 BT AREI342/44 95.5%
TH-12, N5 5, EBEANZMEH KR S N EMIL
3680 T, £ b B-lactamase FEEE TH - 1=fEMIT
2061 TH B, 05 L1WIKEHUETHY), £NE
2H1395.0% Th - 72,

2) HRBEFERFEEIE (Table7)

TBRATOMBERE T3, BREREL1FNT 7728
TR, BUK, R CoREEED S 8 FliCELMRIE S
h, ENE4AP, ERE4IFITHY), TOMEFIRIR
134k 65, BER2BITH-72, £NH L 3FH* 8-
lactamase B4 B TH - 72h 3H & LKLz,

77 AERED 1 Bz 57T 7 A BERIHL & 3 WRE
HRHUEN, £ L 2EMI3 B-lactamase BEELE
WTH- 2 wTFhbilkl, BERL . FERERL
133260 2765 b G ERTIC AR I N, ZD5 b, 24
BlH IR BIRAHE TE 7227, IHK115, B 45,
AESH, HER AR TH 72, £NH b, B-lactamase
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Fig. 14. Serum concentration of SBT+-ABPC in 12-hourly multiple-dose trial
Table 1. Serum concentration of SBT+*ABPC in a 12-hour multiple-dose trial
First administration
Body Serum concentration (ug/ml)
CaseAge Sex| weight I%oie Drug ’{l‘l’)’
no. ke) | ‘B 1/12h | 1/2h 1h 2h 3h 5h 12h
ABPC 25.9 12.0 4.01 2.14 0.47 ND 0.81
L[4z F| 525 |15 qpy 13.6 68 | 322 | L2 | 030 | ND| 0.8
ABPC| 51.6 27.4 13.4 6.00 2.54 0.87 ND 0.85
2|3 F 4.0 115 spr’| 406 | 24 | 15 | 505 | 232 | om | ND| 089
Mean + SD ABPC| 51.6 {26.7+1.1(12.7+1.0(5.0+£1.4(2.3¢£0.3[0.67+0.3] ND |0.83+0.03
€an £ SBT | 40.6 (17.0+4.8(9.2+3.3(4.1+1.3(1.78+0.8/0.54%0.3| ND ]0.86+0.04
2nd administration | 3rd administration | 4th administration | 5th administration
Case D 12h
no. before | 1/12h before 1/12h before 1/12h | before | 1/12h
1 ABPC| ND 68.0 ND 69.3 ND 72.5 ND 74.8 ND
SBT | ND 3.7 ND 36.4 ND 39.9 ND 40.6 ND
9 ABPC| ND 71.3 ND 72.3 ND 52.5 ND 68.8 ND
SBT | ND 42.3 ND 46.4 ND 29.7 ND 40.6 ND
Mean + SD ABPC| ND (69.7+2.3 ND 70.8+2.1 ND 62.5+14.1| ND (71.8+4.2| ND
- SBT | ND [39.0 +4.7 ND 41.4+17.1 ND 34.8+ 7.2 ND [40.6+0 ND

*HPLC ND < 0.05
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2 SBT ABPC

SBT ABPC
15¢ SETUN Qe g
SETUM  =—Ormme oo 20 DI
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A A Al 1 d A A e 1 1 J I
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Time after administration (h) L
Concentration (ug/ml)
0 05 1 2 4 6 8 9 10 (h) L L " N " N " N s
SBT 9.60 6.85 4.26 1.19 0.22° 0.09° - - — 0 1 2 ‘ 6 8
ABPC 14.3 10.2 5.50 1.36 0.36 0.11 - - - Time after admini ion (h)
o SBT — 2.28 4.12 4.05 2.67 0.93 0.39 0.33 0.26 G ion (ug/ml)
ABPC - 2,51 5.50 5.90 3.38 1.46 0.98 0.72 0.56 0.5 1 2 4 6 8 ()
. . . . .37° .16*
SHFIE Swm  SBRC T a% 3 oS ol ND
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Fig. 18. Concentration of SBT and ABPC in
pelvic dead space exudate following
administration of SBT<ABPC (1.5 g)
DIV

ABPC__ 0.02_ 022 142 7.0 3.70 0.4
Serum ABPC : N.D.<0.05
* : HPLC method N.D.<0.05ug/ml
Fig. 17. Concentration of SBT and ABPC in
serum and pelvic dead space exudate
following administration of SBT-
ABPC (1.5 g) DIV
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Fig. 19. Concentration of SBT and ABPC in
pelvic dead space exudate following
administration of SBT*ABPC (15 g)
DIV
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ABPC - 16.1 10.8 2.76 1.46 0.52 0.26 0.08
Exudate SBT 0.98 8.32 16.4 105 10.5 9.70 7.10 6.44
ABPC 1.8 13.4 21.6 16.6 159 152 11.8 9.20
s HPLC

Fig. 20. Concentration of SBT and ABPC in
serum and pelvic dead space exudate
following administration of SBT-
ABPC (15 g) IV

EERICE 2 L0RIBITSH ), TOMBEEHBIFRIZIE
K80, W 4B, TE2H, B 1H, TH1HD
HRETH-T2,

3) MERIMEFHEIR (Table 8)

BRREBI366]H, HIMBERRGL S 146, BSEERYY322
BIT, TnbHn) bhLIFRET 7 LB 1157838
¥, 77 LEEtEEE 8 BRIE218R, RSRIMERE O BFE 13kkAR
HENT, ZOMBEFHBERIIFTNL I 12, H5MED
77 LR TN K228k, TS Bk, B 8K T~
B 38K T, IHKHEB85.7%, 7 7 LB TI2iH%k 138k,
S BR, BRI 28k T 1 R CIERERT5.0%, KA
MR TIER TH 720, BASHK TH1IKTY
KE100%C, RIET 2 L, HRAZR TELK BERTR
158K A 5 BRCIHRERSS. 1% Th - 72,

Concentration (xg/ml)

ation (h)
Concentration (ug/ml)
0.5 1 2 4 6 8 10 12 M
SBT 20.4 12.1 6.28 1.56 0.55° 0.28° 0.15* 0.08°
ABPC 41.0 16.1 6.70 1.72 0.43 0.19 0.06 ND.
SBT 0.06° 0.16° 11.6 8.32 6.34 4.11 364 2.30
ABPC ND. 0.11 19.1 125 11.2 7.10 4.71 3.88
ABPC : ND<0.054g/m!

s HPLC

Fig. 21. Concentration of SBT and ABPC in
serum and pelvic dead space exudate
following administration of SBT-
ABPC (15 g) IV

Time after admini

Serum

Exudate

372, M9 b B-lactamase AR 266k (36.1%)
T, XN L1KRHIER, 6BRITE, B 4% F
B 1 R TIHRERT6% Th - 72,

4) BEWER

FREEEC L 2TV AX—BUSSEORWERI 2B E
OUulpotz, 7z, BRRREEREEICNERAL ZBH %
» -7z (Table9),

5) K#E

VU ENBRR A % #8345 $ 5 &, SBT-ABPC i3 ERA
FHOBSEIC AL, BIFLEARRE & RSP Rs 2
Hon, BWERIZh -7z,

Iv, * E

SBT - ABPCi3, ABPC & g-lactamase BREHIT

$2% Sulbactam # 2 : 1ICEAL72LNT, TWENE
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Table 3. Tissue concentration of SBT in intrapelvic genital organs following administration of SBT+ABPC (1.5 g)

SEntkNgimeiz i3z L WikR% 5L, SBTIZ -
lactamase % A&t T, ABPC (3 g-lactamase 4
B L TLME 2 RIBL, HENORMSREIAE M
ﬁ'c-é % l)5)5)°

AR R RIEL T, SRHRRORBIME, RS
TR I AT L, FRALHEA L 45 2 LHWHFS
ha,

ThbmEEaIcEEL, BEFI62E11H, FI5EBALE
WLOT AATEMERIC BT, Has, BRPRAYILR)
FROREHIHES N, EOFREHLFHES 1722,

biLbtuz ZOXERN—IRE U THH % AR
SERTRETL, ZIcRERESEL,

Time after Uterine .
agministra- | SO | anery | RO | MOOREE | Ovary | Oviduet | o | Cervix
g 12.2 10.4 3.88 14.2 11.4
15 16.4 17.0 2.32 7.55 6.38
24’ 11.8 12.0 5.52 5.48 6.04 5.98 6.14
33 16.8 20.8 15.4 14.4 11.4 9.76 10.0
36 20.4 21.3 11.3 13.0 4.90 6.57 13.3 14.3
AT 8.77 8.18 2.76 3.80 7.18 7.57
53 8.03 7.98 6.02 4.56 6.21
1°09 7.39 6.67 4.24 5.05 6.67
1'15 8.00 7.41 6.57 5.36 5.52 6.08 6.20 5.85
17 12.0 14.2 7.06 8.79 6.73 8.26 7.28
120 10.6 8.96 3.65 3.48 7.06 6.42 4.21 6.42
213 4.72 4.12 1.64 1.78 1.49
2'45 3.12 3.90 1.38 0.90 1.45 1.57
335 1.34 1.66 0.74°* 0.98** 1.16 0.52°* 0.89 0.98
4’35 0.67° 0.54° 0.12** 0.20°* < 0.05°** 0.29** 0.17**
435 1.11 1.37 0.37** 0.41°* 0.06** 0.72¢* 0.43**
5700 0.37° 0.35* 0.15** 0.15°** 0.06 0.07°* 0.16** 0.11**
515 0.46* 0.47¢ 0.08** 0.11°* 0.06°* 0.13** 0.10°**
530" 0.15* 0.12* 0.16* 0.22* 0.14* 0.22* 0.14* 0.14*
6°12’ 0.12¢ 0.08° 1.12* 0.27° 0.34¢ 0.10*
705 0.12¢ 0.05° < 0.05°* 0.08** 0.10** 0.10°*
708’ 0.18* 0.20° 0.10** 0.27** 0.12** 0.07** 0.12¢ 0.16**
708 0.12°* 0.08* 0.10* 0.11* 0.16* 0.11* 0.14* 0.12*
* HPLC
** GC-MS

EAIC DOV TAS L, ¥2METHRMIL, &R
KoMEkkic 3t L SBT - ABPCoO#IEE 11288 6 i
ABPC &k W {En, #kic MIC nEWirtEskic BWTx D
EH KX, B-lactamase & EE LK DT T
ABPCicHL, LIk L>THED, bLOIDOK
LTI E—BL T B, Thbid, SBT Ry
FRENTBLnEEZ L,

AEIORIL, 45, HEHCOWTI3, F2TORET
13, 1.58 B MFHIRED ©— 7fHiZ SBT40.0x
3.50ug/ml, ABPC78.8+7.06ug/ml Th 5% biL
LIRS L 12T e —L T 5, (HRA-EIN
i3 SBT - ABPC & { 1 B¥RIRi#TH 557, Thd—X



476

CHEMOTHERAPY

DEC. 1988

Table 4. Tissue concentration of ABPC in intrapelvic genital organs following administration of SBT-ABPC(15g)

Time after Uterine i
saminisa. | Ye100 | arey | Edome: | MYST | Ovary | Oviduct | PO | cori
& 12.9 11.4 4.30 14.5 9.70
15 13.6 14.4 0.86 4.80 4.10
24 19.0 18.5 8.95 6.6 5.75 6.45 10.0
3y 26.5 36.0 27.0 24.0 14.0 13.5 13.5
36’ 30.5 31.5 14.0 19.0 4.90 6.30 20.0 20.0
47 8.70 6.60 1.58 2.17 5.00 6.50
53 9.85 9.20 6.10 4.00 6.80
109 8.10 7.90 4.00 6.60 8.20
115 9.60 9.60 6.80 5.90 3.40 5.60 7.10 6.90
117 15.0 21.0 8.95 8.60 5.05 5.50 7.35
120 11.5 10.8 3.87 4.50 6.20 5.00 5.03 6.70
2’13 3.96 3.93 1.28 0.98 126
2'45 3.19 5.10 0.78 0.84 1.38 1.30
335 1.36 1.70 0.61 0.69 1.15 0.31 0.81 0.84
4°35 0.4 0.62 0.11 0.13 0.05 0.26 0.18
4°35 1.08 1.26 0.26 0.35 0.55 0.50 0.44
500" 0.23 0.33 0.10 0.12 0.12 < 0.05 0.18 0.08
515 0.42 0.48 0.10 0.12 0.06 0.14 0.09
5°30 0.28 0.24 0.18 0.16 0.20 0.18 0.19 0.15
6'12 0.18 0.16 0.11 0.30 0.47 0.15
7°05’ 0.16 0.2 0.05 0.05 0.05 < 0.05
708 0.2 0.29 < 0.05 0.05 0.12 0.04 0.09 0.12
7°08' 0.12 0.16 0.05 0.07 0.18 0.09 0.12 0.16

LT3, W5#n ©— 7fi121313—F TEROME
B 7% <, DR FHER TERIEH LN h - 12,
%7z, SBT & ABPC DiRIZHATL T3 Z L AR
L, M THINRENUFTE 22 LATRENT,
RPPEERDBR L F2MEIC BT 2 LM TH
N, BEEEGIC L > TH, TROEMIZ L, 1iZER
DYRUIRTH - 72, RAESHERR OB AT P
BE, T4 bbLRARRRAEEAHE#IC 35T 2 %KH|
WER % OHEFEIZ DV Ti3, SBT,ABPC & L Ic#AT
MNBNWZ EHTREN, FTOWEIR, FREIHEREN
MIC,, 2 4/5—LTE N, Lo EOHBIIME L LHF
LT 30T, BEPICBIT 2B NIERIMHETE 3

ZEERL TV, B, ASECTholsEc s -
THEEMADEEN b 1172, BAFERES M TIIRED
Bk ) EGRBEL BRI L 72,

LN, HEHOBKE S, FFIDBRC
BT MBI NHETE D L2 TRTLNEEZ LN
3,

PR T3 AR, 777 ARRE FENB
ROMEFICHL, 1H1.58, 1 8 2 ~ 4 GEERIES
T445) Fh4261, 95.5% I EERZI B % A & &, B-
lactamase B4 I & % FEFI2080IC x4 L T L 195,
95. 006 NAERIEEF IH72,

7o, MIEFHRIRTLLKT85.1%, B-lactamase
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Fig. 22. Concentration of SBT and ABPC following administration SBT+-ABPC (1.5 g)
(venous serum, uterine arterial serum, endomerium myometrium)
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Fig. 23. Concentration of SBT anci ABPC following admiﬁistration SBT-ABPC (1.5 g)
(ovary, oviduct, portio vaginalis, cervix)
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Table 6. Clinical efficacy of SBT+*ABPC on diagnosis
Cases with 8-lactamase producing organism
Diagnosis Excellent | Good | Fair | Poor | Total

excellent | good | fair | poor | total
Pelveoperitonitis 11 11 3 3
Douglas’ abscess 1 1 1 1
Endometritis 1 29 1 1 32 1 14 1 16
Total 1 41 1 1 44 1 18 1 20

Table 7. Bacteriological response of SBT*ABPC on diagnosis

. Cases with g-lactamase producing organism
Diagnosis Eradi-| De- Un- Re- | Un- Total
cated |creased |changed |placed [known eradi-| de- un- re- un-

cated |creased |changed |placed [known total
Pelveoperitonitis 6 2 3 11 3 3
Douglas’ abscess 1 1 1 1
Endomeritis 11 4 5 4 8 32 8 4 2 1 1 16
Total 17 4 5 7 11 44 11 4 2 2 1 20
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Table 8. Bacteriological response by isolate

Isolate ::: a'i:: Eradicated |Unchanged| Replaced [Unknown E::gi?;;;d
2 1 1 1/2
S aureus @ | @ 5 W
o 10 4 3 1 2 5/8
S. epidermidis ) &) @ ) D |46
CNS 2 1 1 2/2
Gram |S. agalactiae 2 2 2/2
positive | S. milleri 2 1 1 2/2
S. salivarius 2 2 2/2
S. mitis 1 1 1/1
y-streptococcus 1 1 1/1
E. faecalis 11 7 1 3 10/11
E. faecuim 1 1 1/1
Corynebacterium 4 2 1 1 3/3
A 38 22 5 8 3 | 30/35(85.7)
bic subtotal ® | @ @ (1) (1) |(5/8(62.5))
. 10 7 2 1 7/9
E. coli (5) (3) (2) (3/5)
. 4 2 2 2/4
K. preumoniae @) @) ) 2/3)
1 1 1/1
E. aerogenes 1) Q) (1/1)
Gram 1 1 1/1
negative E. agglomerans (D (1) (1/1)
2 1 1 2/2
E. cloacse ) (1) o /2)
P. mirabilis 1 1 1/1
.. 1 1 1/1
C. frexndii o o )
Chromobacterium 1 1 0/1
21 13 5 2 1 15/20(75.0)
subtotal (13) ®) 3) @ (10/13(76.9))
Peptostreptococcus micros 2 1 1 1/1
S. intermedius 2 2 2/2
Anaerobic streptococcus 1 1 1/1
Anaerobic | Actinomyces sp. 1 1 1/1
Propionibacterium acness 1 1 1/1
Bifidobacterium sp. 1 1 1/1
V. parvula 1 1 1/1
e 2 2 2/2
B. fragilis ) @) 2/2)
.. 2 1 1 2/2
B. bivius 2) (1) (1) (2/2)
13 7 5 1 12/12(100)
subtotal ) 3) o) (4/4(100))
72 42 10 15 5 57/67(85.1)
Total @) | (5 ® @) (D) |(19/25(76.0))

() : B-lactamase producer
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Table 9-1. Laboratory findings before and after treatment
co | v | @b | 66 | v | Ge- | Sav) | vy | auy | BUN | s<r | cR
1 before 450 11.6 | 36 12900 0 21 12 81 9.8 | 0.6 2+
after 454 11.5 | 36 4600 2 19 11 173 10.1 0.8 -
5 before 360 12.3 | 37 9200 2 15 7 121 12 0.9 +
after 350 11.9 | 36 6800 3 11 5 113 17 1.0 -
3 before 337 10.7 | 30 8400 2 18 11 126 10 0.8 3+
after 282 10.8 | 35 4000 2 20 28 126 90 0.9 -
‘ before 345 12.1 36 8000 0 13 6 102 16 1.0 2+
after 270 9.0 | 27 6300 1 13 3 81 14 0.8 +
5 before 323 10.2 | 34 8500 1 53 67 137 7 0.8 +
after 275 7.7 29 6000 0 10 11 72 11 0.8 -
6 before 340 12.1 37 8500 0 15 12 189 8 0.6 2+
after 302 10.4 33 5000 2 26 22 229 8 0.7 2+
7 before 354 10.7 32.8 7900 3 21 29 107 12 0.8 +
after 368 11.0 34.3 5800 5 13 16 117 9 0.8 +
8 before 493 13.2 49.2 | 17500 0 28 29 229 7 0.8
after 460 12.2 37.9 6600 6 25 23 170 12 1.1 +
9 before 475 10.6 38.5 8900 4 12 2 96 9 0.8 +
after 431 9.4 32.1 5600 6 20 8 106 13 1.0 3+
10 before 450 13.8 43.2 | 14000 1 29 44 374 11 0.8 9+
after 310 9.6 26.3 7800 2 17 16 209 13 0.7 +
1 before 389 11.8 33 10300 1 19 18 103 14.3 0.7 6+
after 357 11.2 34 7700 0 13 5 98 13.0 0.6 2+
12 before 323 10.5 34 8300 2 22 19 132 7 0.7 +
after 335 10.6 | 34 5200 1 12 9 137 7 0.8 -
13 before 368 11.3 33.4 | 11800 0 17 9 93 6.7 0.6 6+
after 438 13.4 39.1 4500 1 32 23 87 8.2 0.6 -
14 before 464 13.1 40.2 | 11000 18 10 11.0 0.7 5+
after 430 12.0 37.5 7100 0 2+
15 before 365 9.6 30 7600 0 15 6 9 12 0.8 +
after 411 10.2 31 4200 1 13 5 102 11 0.7 —
16 before 448 13.8 | 42 20900 0 16 8 219 10 0.8 5+
after 447 13.5 42 10800 2 13 8 202 15 0.9 3+
17 before 358 11.2 33.1 7300 0 10 14 189 9 0.6 2+
after 370 11.2 34.6 5000 1 1+
18 before 403 12.3 | 37.6 8800
after 379 11.6 35.4 7400 6
19 before 416 13.5 41 15600 0 15 7 111 11 0.6 +
after 394 13.0 39 6100 1 11 4 106 12 0.6 -
20 before 386 12.6 38 11700 0 27 18 11 0.9 2+
after 436 12.5 38 7700 3 28 17 10 0.8 2+
21 before 419 13.3 40 8700 1 17 9 124 13 0.9 +
after 404 12.1 37 6100 2 18 10 104 14 1.0 -
92 before 407 12.6 18200 0 21 132 8 0.7 3+
after 440 13.8 39.0 7 22 125 7 0.7 +
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Table 9-2. Laboratory findings before and after treatment
ltem | RBC | Hb [ H ino | S- : :
Case wovm) | g/d) | %) | ey K S((I;l‘J))T s(?g)'r WUy | BUN | sr | cRP
2 before 286 9.3 | 29 12200 1 15 14 191 11 0.8 -
after 299 10.3 | 30 7700 1 18 16 185 12 0.9 +
2 before 356 11.9 | 33 8500 0 12 9 66 10 1.0 3+
after 383 12.2 | 35 5700 3 14 8 68 10 0.8 +
25 before 496 15.4 | 43 19600 0 32 14 15 1.0 4+
after 402 13.4 39 8500 3 31 12 14 0.9 +
2% ‘before 428 11.5 | 37 12300 0 12 8 211 10 0.7 2+
after 402 10.9 | 36 7000 2 9 9 193 9 0.8 -
o7 before 326 9.9 | 33.9 | 15000 0 14 12 124 13 0.7 +
after 388 11.4 36.9 7300 2 13 11 115 14 0.8 +
28 before 430 13.1 38.2 [ 11300 1 15 5 92 11 0.9 +
after 438 12.2 40.7 6800 6 12 3 72 12 0.8 -
29 before 434 13.0 38.3 | 15000 0 11 28 102 11 0.7 4+
after 437 12.5 37.4 9600 2 31 19 118 13 0.7 3+
30 before 416 12.3 38.1 | 16200 1 17 4 241 10 0.9 3+
after 324 9.9 29.1 9000 2 15 246 10 0.7 3+
3 before 449 13.4 41.1 | 12800 1 26 27 71 9 0.6 +
after 423 12.1 35.5 4500 3 14 20 85 10 0.6 -
2 before 481 13.6 43.4 8800 1 18 10 94 12 0.8 +
after 416 13.1 36.3 5400 3 16 7 86 13 0.9 +
2 before 378 12.5 33.8 | 11000 2 14 9 102 11 0.9 +
after 306 9.9 25.2 5200 2 12 7 90 9 0.8 -
u before 434 12.8 40.0 | 12400 0 11 13 99 11 0.7 2+
after 421 12.7 32.6 8200 4 20 18 127 10 0.7 -
before 346 10.9 29.4 8200 1 14 84 13 0.7 +
% after 371 11.5 31.5 5200 4 14 94 13 0.8 -
before 395 11.5 | 35.8 | 18800 0 39 39 150 8 0.6 3+
3 after 406 11.8 36.4 7400 1 31 39 94 13 0.6 -
before 443 12.3 31.8 9800 0 9 13 104 15 0.9 2+
3 after 399 12.3 29.1 4200 3 9 10 103 17 1.0 +
18 before 431 13.3 40.7 8400 2 15 6 122 11 0.6 | 0.16
after 402 12.3 38.1 7400 3 16 13 119 8 0.9 | 0.17
39 before 371 10.9 33.5 | 10900 1 13 9 155 11 0.8 6+
after 350 10.1 31.7 5300 6 21 16 110 12 0.8 2+
before 440 14.4 43.0 6700 1 13 8 104 14 0.6 -
40 after 392 12.9 38.6 5900 1
before 480 11.3 36.5 4800 15 20 10 0.7 +
4 after 388 10.9 34.7 5500 3 21 19 11 0.6 -
before 13.3 9700 5 0.04
42 after 457 13.9 41.2 9800 5 16 12 115 14 0.7 | 0.32
before 426 12.2 36.6 9900 16 9 10 0.8
3 1 after 404 11.4 | 35.6 | 7000 3
before 452 13.7 42.5 | 17000 0 24 4 112 13 0.9 +
4 Matter 406 12.5 | 41.1 | 6300 2 32 2 92 | 12 0.9
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We studied a combination of sulbactam, a g-lactamase inhibitor, and ampicillin (SBT+ABPC 1:2) in the field
of obstetrics and gynecology, and the results were as follows:
1. Antibacterial activity: The sensitivity distribution of SBT+ABPC against 153 clinically isolated strains of 12
species, (including 123 strains of 8-lactamase producers) was measured. The mean MIC peak value of SBT-ABPC
was 3.13 zg/ml, much more sensitive than that of ABPC against most organisms, and especially sensitive against
B-lactamase producers.
2. Absorption and excretion: serum concentration and urinary excretion of SBT-ABPC after intravenous
injection of 1.5g at 12-hour intervals in 5 sequential administrations were measured. The mean serum concentra-
tions at 5 minutes after injection were 51.6-71.8 ug/ml for ABPC and 34.8-41.4ug/ml for SBT and Oxg/ml at 12
hours with a half-life of 0.83 hours for ABPC and 0.86 hours for SBT. The urinary excretion rate within 12 hours
was 58.6 -72.0% for ABPC and 63.0-76.9% for SBT. There was no trend towards accumulation.
3. Penetration: penetration into intrapelvic dead space exudate was good. The peak level was 5.9-16.9 ug/ml for
ABPC and 4.12-11.9ug/ml for SBT at 1-4 hours after 1.5g drip infusion and 19.1-21.6xg/ml for ABPC and 11.6-
16.4ug/ml for SBTat 2 hours after 1.5g intravenous injection. The elimination of ABPC was parallel with that
of SBT, and levels higher than the MICs0s for the main organisms were maintained for a long time.
4. Concentration in genital organ tissues: peak levels in uterine arterial serum after intravenous injection of 1.5g
were 31.5-36ug/ml for ABPC and 20.8-21.3g/ml for SBT; peak tissue levels were 6.6-27ug/g for ABPC and 7.0-
15.4ug/g for SBT. Their elimination from tissue was parallel.
5. Clinical results: in 44 cases of gynecological infection (pelvic peritonitis 11, douglas’ abscess 1, endometritis 32)
a daily dose of 3-4.5g of SBT+ABPC produced 95.5% clinical efficacy, 72.7% bacteriological efficacy and 85.1%
eradication. The eradication rate against 8-lactamase producers was 76%. No side effect was observed.
6. The above results indicate that SBT-ABPC is useful in the field of obstetrics and gynecology.



