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B-7 7 ¥ <= — ¥ MH tazobactam & piperacillin # K& L 7z EH B 4P R tazobactam/pipera-
cillin (TAZ/PIPC) DEEMARMEBBRE CX T 2 MK ERMEEMN L 2, 1992 £ 9 B 5 1994
£3 A0HM, 2E 36 OWAHM THIREERL, UTORMEB,

1) EMARKESGRIE 151 #ic TAZ/PIPC 285 L, MBHiNRIES 129 Hlic 3t 5 KA
1391.5%ThHol, ¥, BRBADOHKNENRIZ, FEABKTI.9%, FEMRBLT 82.1%,
BRABRT90.0%, HER - FOMOBRIET 100% 2R L T,

2) fhFMER) - BROICNL T, 93.8%DEMEERL T2,

3) EMARMESBRMEI VBSNLOMME 4I%KTD40.9%IRF-F7 75— YEBEK(RTH-
Tro BICIFRMY 5 LRMBEICBITE -7 79—V EEKROIMAE X 94.9%ThHo 7 (72,
B-5 79— PHENRERBL T, TRTOELKIzBVT TAZ/PIPC i1 piperacillin D

BHHERAEUETH- R,

4) SMEEFIEKRRIC BT 2 EMEIIHMBERE B L CHKBEBRT, Th¥LIL.7%, 97.8%
Thol, -7 75— CEEKRNIMENTLERCB T 268U, FEEKXROBELRAETH-

7o

5) SMEFMEFNRRILET R.6BOMRETHY, f-7 79 v—¥EEKIINT HHAE

6 E]%T& 2 ko

6) EFROREFRRIXS.3%THY, TRABLIURBBETH -7,
7 BREREMEKEORBRE, 6.6%ThHD, MF L7 VAT IF—¥DERB L VIHFBROMS

7)335"05 2 7:0

Pl E oy & &A1z, ERANESRRMECH L TEL - FRANSERTEIREMELLTHS

FHECE3 LFExoNiz,

Key words: tazobactam/piperacillin, TAZ/PIPC, ERARRRYE, BBRZIER, MBEFEHNER

Tazobactam/piperacillin (TAZ/PIPC) i, XBXHT
#$HAH L BLLETERRASHIC L D HFERRE A B
-5 2 %< — ¥YHEHR D tazobactam (TAZ) & piperacillin
(PIPC) #* 1:4 ODHETEE L EHANATH 5, MEX
% Fig. 1R d., FFZ, SBHESEE TS 779~
— P ERAHCEEES L, FOEE2HEE T2 TAZY LA
HWELHEAR MV EBTHPIPC L 2EAT S EICE
D, -5 79<—PIEAT AMERH L TLENE
NERTIELEBRLLTWLAY,

AFRIDEBERRET 2 & CICERKBIRNICOWTIR, T
AR, BRBESORKFARCHEINTE D, BHMERER
RIEXHHRE LI-BARZERRICBVTIE, 5.0g/5 2 8E
BRER LI TWEY, ERARSRICBVLTY, Th
FTI3MIcHRE S, BREIX84.6% LBARBIRICK T
L2ERAMSTREREN TS,

4E, 41k TAZ/PIPC OERABHEBRMAE CX T 3
FRMERRNT2ENT, 2ESRKOMAS2HEBL, 36
HRicBWT, ERARERRBRIME N 2 BRARE X
L:DT, ZOREERET %0
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EL7,
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Piperacillin sodium (PIPC)

Fig. 1. The structure of tazobactam/piperacillin.
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3. #5HM
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4. HHREOHRE

i) foHERE, ¥MRKES L U CSFHNA L OHE
RfTbZzwz kL,

i) RAlL LTRIREEAT A P, a7V
YE], HABUEF B L CHABRNEIE, KFOYR
HECKEEE LXK OtHIIBIB L ELT,

5. BAHE

ROVTNLICHEY T 2 EF X BRONRD SR
L7,

i) ZBRRRE, SHHELSEMLES.

i) ERZH %I WREERE 2 H T 2ER,

iii) TAZ/PIPC B A RIGHY DS,

iv) Ry Y rREize7 7o R CRFEY
B7viv¥—0BREDH 5E,

v) - BRARELRERL TOWAAESDD S
EB.

vi) FEESHBAIICHEYE - EEsKRS5 Eh,
FTTIEROHE L 20 b 3 EH,

vii) Z O, BEREYEMSHRE L THEY L3R
b I=5EB,

6. MESD I UVEERE

i) BEKEROBRE

AF56%KE, 38%, TH%, 4B (738
E®TH) i, %R, AR, CRP B U EHD
B - tHIR, THERME, BEEH» 5 OE®, NRERS, 7
75 ABEM, RR, HEik, &E K&s, BHE0H
fRER OFEE BE - kL 12,

i) BEEER

BEAERSREL L 128881013, 2 DER, BE, %R
H, &8, L8, &R L UCEA L ORRBFRECOVL
TS L 1o, BERIBE, DEE, EEOD 3 KR
TFHE L 7z,

EH L OREBFKIZ, LHS»ICBEZRDY, 2: 558
®%Hn, 3MEHLILHLALY, 4£BFEZVLS LY,
5:BAfRLE L D5 BRETIFML, XEH & ORRMEH 1,
2BLIUIICOWTIREIER L LTHEE L,

iii) ERIRMRE(E

FF S BAMART, REKTHRS X URTEELR D &5
Mz ik, FFB%AE, BHRE, &%, RATRZCOKR
EEPRRERTEREL 72,

FHIR GRS, RELHSASNIBE IR, REX
WCHYERMO I A~ b 28K UIEEE X 2 3R SH1E
T 5 CATRELXRRY, BHAEL . BRREMEEYR
2OWTH, FEHEERDOBE LR, EH & oRREK
WZOoWTIRSERRECRM L, HEMFRMSL 28XU3
ZOWTX, BRREMERE L L TEHL

iv) MEFHIRE

EXIS5H], B, ROMBELIIREETEZRY) &M
BORMET 5 L &bz, BREIG LU M RRENSH
(FEARROBE R FEANA X - 3BR, FEMKSE
ROWMEIIMH 2 213F 75 ATLNB, BRABE,
HUEBRBROBE M) £y FR—5-C ()=
ANFTTA) Elidy— FFa2—7® (KL ©©
T, HREWMEOMEME NAREEANE L5 —
WPREs) kftL, Mk, ®MoORE, B/NFEWHILRE
(MIC) DHIEBBIUL-F 79— HDEBEDHEENA
~Ree

MIC i, BALEMEELMBEY B L FEELER
LML OR/NEWIHLRE (MIC) MEELY I
#VBIEL, NHE¥E L LT PIPC, sulbactam/cefopera-
zone (SBT/CPZ), sulbactam/ampicillin (SBT/ABPC)
PRV,

B-578<—EDORIICIR, FFxzv2® (774
—8%) BIUE74+—¥® (BBLH#) 2AL, 5
# = v 2% benzyl-penicillin, cefazolin, & Uf& 7
4 +—+¥®D nitrocefin DV Fhd k 7o XMW B
RUTHk%E, o779 ~—YEEKREL,
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i) HERHENEMC L 2HE

BERTRD 5 VRSP IERICHRREXSESMOHE
WX DFHEL 720
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BfhRER, REMBAROME S L UHEENZIRE
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ERBETTM L 7z,
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FHE L 720
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3, 22IZRRERLETHD, 3 PCHEND S, 4:HEBD
D4R 13, 5 HERETHEL 2.
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B, 3556LbLARV, &4 F7HW, 5:EECTRDS
EFE 7213, 6: HIETHETHIEL 72
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PHR¥E X, HERRS (MRHME ILRKR, MH
AT WAL ERI RS, THER: ILBKE, FHht
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b EUTOHEEM RS T 3 BRETHEL .

2 FEEMMIERI 3 AURICHL { B LK
EED k*‘go

B TEEMBER 3 BN c AR ERL,
EO®RBEL HRE

B2 TEEMRERIARBBL TLHB/L 2\

Ao

2B, FM, UMz EoANNREEHEL RS
B, EHOBERCEBLTLE AR,

b) HMEFHIRR
REMEORES I VERBONRLD, L #Hk, 2
BAYELZ—BMHEEK, BN, ¢ TEDLIBREE
i3, 5 HETRETHEL 2,

II. B ® B &

1. BEAWR

4| TAZ/PIPC 25 s nlfERIR 151 HITHY,
D3 BARTLER 22 B2k < 129 Blic D> TEEKR)
ROHERITo Iz, 129 FONRIZ, FEARR 59 H,
FEMBBLR28H, BRABEI0H, SNEBBR7
B, ZOMMDORERSE (RBRRMEY > B35, BHERE
160, AEMETREL1F) 5PATHo T, £, T5E
LIEF ORRIZBRFER T AR LS 9 B, MomRR
Ty - FIRBETO D FMABHELES 9 5, EREKR
PEE CENFMSEE LGS 2 6, BHERARBEOD
HER 1 flB & VBREHFELSTHRALES 1 FITH->
72

BEOERITI20ERBL oL HH L, DT 40, 30
ERTHY, 20005 40ZRTL2EDT2.9% %2 5D 7
(Table 1),

®E& X Table 2 RT &5 1H2ERESSL,
1E25g 1H2EEEB b L %L, 24D 78.3%
PhEdl, £, TRTCOEFABKAFERHRETITDA,
100ml DRBET30 b L IZ60 AHATBIZLAET
Hol, BEHMIZ, 505 7T BHKREBLED 63.6%

Table 1, Classification of patients by age

Age (yr) No. of patients (%)
=19 6 ( 4.7
20~29 40 ( 31.0)
30~39 25 (19.4)
40~49 29 ( 22.5)
50~59 11 ( 8.5
60~69 7( 5.4)
70~79 8 ( 6.2
80s 3( 2.3
Total 129 (100 )
27 (Table2),
2. ERERUR

RRAT T RIES 129 Bliz 3 2 BRI IZ91.5% TH >
7z (Table3), #DOARIZ, FENBRCIHTIEDY
% 94.9% (56/59), FEfIMIBL82.1% (23/28), &
BPARHR 90.0% (27/30), AMEBEE - £ OHOBRR
£ 100% (12/12) THo 'tz

HIEE R KRE % Table 4 2R L7z, EFINIRRE,
BiE 156, PEEGH, EEI18FTHo Tz, AYE
IXIBSE 93.3% (14/15), h%4E 95.8% (92/96), EfE
66.7% (12/18) TH -7,

EAESRIETE EMIZI290F81FITH - /2
(Table5), ZD>H, HMBERL I 36 5, 2 HEL L
DHEBERRIZ 5P TH - 7. BBERBRROEMCB
2 EREIF91.7% (33/36) THY, HHEICL 55
£1297.8% (44/45) THotzo BT 759 v —VELEK
& BEMBERR 135 THY, ALHEIR100% (13/
13) THhote, ¥z, -7 79 ~—F¥EEKRESOE
BERLFIZITHITHD, BREIZ97.3% (36/37) T
bole, BREBWF- 77/ —PELEDFEIILD
5%, BRRCIERRZDS T,

EEIRSRTIC, MOVEESESEENEND S\ 3H
FUTER I 8HIcH SN (Table6), £ DAHR
i, EHELT 75 AKI2H, EOY 7 A8 124,
gOx /o ASHTHY, X5 2EONBEERBSH

Table 2, Classification of patients by daily dose and duration of administration

Duration of administration (days)

Dally' dose Total (%)
(g X times) <3 4 5 7 8~14 15<
2.5
6 4 5 4 .
W3 22 (17.1)
2.5
1 1(0.
(2.5%1) Lo
5.0 3 6 26 15 25 1 101 ( 78.3)
(2.5%2)
5.0
) .
(5.0X1) eow
Others 1 1 1 4 ( 3.1
Total 3 12 33 20 30 2
%) @3 0.3 (56 (25 055 (3 e | 200
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Table 3. Clinical efficacy classified by type of infection
No. of Clinical efficacy
Type of infection 9 ° efficacy rate (%)
patients excellent good poor

endometritis 23 2 21 23/ 23 (100 )

puerperal fever 1 1 o/ 1
Intrauterine puerperal intrauterine infection 15 1 14 15/ 15 (100 )

infections infectious abortion 2 2 2/ 2
pyometra 18 4 12 2 16/ 18 ( 88.9)
sub total 59 7 49 3 56/ 59 ( 94.9)
salpingitis 18 4 12 2 16/ 18 ( 88.9)

pyosalpinx 1 3/ 4

Adnexitis oophoritis 1 1/ 1
ovarian abscess 5 2 3/ 5 (60.0).
sub total 28 4 19 5 23/ 28 ( 82.1)
Pelvic parametritis 17 1 14 2 15/ 17 ( 88.2)
inflammatory pelvic peritonitis 13 1 11 1 12/ 13 ( 92.3)
diseases sub total 30 2 25 3 27/ 30 ( 90.0)
External | bartholin's gland abscess 7 7 7/ 7 (100 )

genital

infections sub total 7 7 7/ 7 (100 )
' Other infections 5 1 4 5/ 5 (100 )
Total 129 14 104 11 118/129 ( 91.5)

Table 4. Clinical efficacy by type of infection and severity

Type of infection Mild Moderate Severe Efficacy rate (%)
Intrauterine infections 77 45/47 4/5 56/ 59 ( 94.9)
Adnexitis 2/3 18/19 3/6 23/ 28 ( 82.1)
Parametritis 4/4 10/11 1/2 15/ 17 ( 88.2)
Pelvic peritonitis 11/11 1/2 12/ 13 ( 92.3)
External genital infections 5/5 2/2 7/ 7 (100 )
Others 1/1 3/3 1/1 5/ 5 (100 )

Total (%) 14/15 (93.3) 92/96 (95.8) 12/18 (66.7) 118/129 ( 91.5)

X3 B ERIFIL 10 B TH - 1o, TEHA LT 75 LF
\HHIcxt T 2HZEIX100% (21/21) THYH, &£O
7z F /0 L TIZ94.1% ' (16/17) T
bolz, 2BONERBRSEIBICNT LTIk 80% (8/
10) ThHotz, 2L LT, fhFIES - BERAICHT 2
BRHIL 93.8% (45/48) TH-oTz,

3. HEFHZR

i) HEERBOSEERS

FHBEHNCHB SN ERIMRIZ 149K THY, *
DARRIZT 7 ABME 54 ¥R, 77 ABRMEEE 39 &, K
HHES6 %K TH-o7 (Table?), 77 LBEHE TIZ,
Enterococcus faecalis (16 #k), Coagulase-negative sta-
phylococci (9 #), Streptococcus agalactiae (5%k), Sta-
phylococcus aureus (MRSA &) (4#k), Strepto-
coccus constellatus (4 ¥) BER LD THoTze 7T A
Rtk B Cid Escherichia coli (20 ¥k), Enterobacter cloacae
(5%k), Proteus mirabilis (3%k), Pseudomonas aeru-
ginosa (3#k), WK MERE TIX, Peptostreptococcus ana-
evobius (11 #K), Peptostreptococcus asaccharolyticus (9
¥k), Peptostreptococcus magnus (7 #%), Bacteroides fragilis

(68 BERLDTHo T,

77 LBUEEMBEDI L, B-7 75 v—VEEKR
13BRTHMESERE X 24.1% (13/54) THotz, 77 41
HEB®TIRA-T7 79~ VEEKRIZITH, BEH
W56 RTIRE-F 77 ~v—CEEKIZ1IKT, 77
S —YEEHROMRE R EhTh 94.9% (37/39),
19.6% (11/56) Tho7z, ST, 5775~
—VYEEKRIICLHZRT, FOSMBEBEIT40.9% (61/
149) TH -7z (Table7),

i) BT 2HEESE

MICBXUB-S 75— VYEESEAETS-/S
LB SR, 77 ARME 38 HkB X UIREMEE 49
BRiCX 3 2 HiEEYE (MIC 245) % Tables 8~10 2R
L7, &7, SBEEOERRZMES% Table 11 iR
L7z, TAZ/PIPC DB EE T 5 MICso 1, 75
LBHE, 77 ABMETIZ1.56 ug/ml, HREHET
12 0.1 ug/ml TH > 12, TAZ/PIPC ® MICs, % HHE%
Al g LB, 77 AB%E T, SBT/ABPC 8
bo kL bEhTEY, TAZ/PIPC, PIPC i3, BET»H
ot 75 LBRMETIZISBT/CPZ b - b BNT
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Table 5. Clinical efficacy classified by isolated organisms
Clinical efficacy Efficacy rate (%)
. No. of
Isolated organisms tients , A-lactamase
patien excellent good poor total strains producing strains
S. aureus 1 1 1/1 1/1
CNS* 2 2 2/ 2 2/ 2
S. pyogenes 2 1 1 2/ 2
grafn.- S. agalactiae 3 3 3/3
pos:tn{e S. anginosus 1 1 1/1
bacteria | g gpcqlis 2 1 1 1/ 2
E. faecium 1 1 1/ 1
sub total 12 1 10 1 11/12 ( 91.7) 3/3
E. coli 3 3 3/3 3/3
E. cloacae 2 2 2/ 2 2/ 2
negative P aemginasa 1 1 1/ 1 1/1
Mono bacteria | A. baumannii 1 1 1/1 1/1
microbial H. influenzae 1 1 1/1
infection sub total 9 1 8 9/ 9 (100 ) 8/8 (100 )
P. anaerobius 1 1 1/1
P. asaccharolyticus 3 1 2 1/3
P. magnus 2 2 2/ 2
P. micros 3 3 3/3
.| A. naeslundii 1 1 1/1
anaero‘blc E. lentum 1 1 1/1
bacteria | g fagilis 1 1 1/1 /1
B. thetaiotaomicron 1 1 1/ 1 1/1
P. bivia 1 1 1/1
P. intermedia 1 1 1/1
sub total 15 2 1 2 13/15 ( 86.7) 2/ 2
Total 36 4 29 3 33/36 (91.7)| 13/13 (100 )
2 isolates 26 2 23 1 25/26 ( 96.2) 22/23 ( 95.7)
Poly 3 isolates 16 2 1 16/16 (100 )| 11/11 (100 )
microbial 4 or more isolates 3 2 1 3/3 3/3
infection
sub total 45 6 38 1 44/45 ( 97.8) 36/37 ( 97.3)
Grand total 81 10 67 4 77/81 ( 95.1) 49/50 ( 98.0)
Unknown 48 4 37 7 41/48 ( 85.4)

*Coagulase-negative staphylococci

Table 6. Clinical efficacy in patients not responding to other antibiotics

Antibiotic just before administration No. of Efficacy rate (%)
of tazobactam/piperacillin patients y
penicillins 1 1/1
cephems 12 12/12 (100 )
Infection oxacephems 6 6/ 6
carbapenem 2 2/ 2.
Single-
drug sub total 21 21/21 (100 )
therapy cephems 12 12/12 (100 )
Oral quinolones 5 4/ 5
sub total 17 16/17 ( 94.1)
sub total 38 37/38 ( 97.4)
Two coadministration 4 3/ 4
drugs successive administration 6 5/ 6
therapy sub total 10 8/10 ( 80.0)
Total 48 45/48 ( 93.8)




378 BXx{fL2RMEFaMR MAR. 1906
Table 7. Bacteriological response classified by isolated organisms
Total strains A-lactamase producing strains
Isolated organisms no. of eradication no. of eradication
strains rate (%) persisted strains rate (%) persisted
S. aureus 4 4 4 3 3/3
S. capitis subsp. capitis 1 1/ 1
S. epidermidis 1 1/ 1 1 1/ 1
S. haemolyticus 2 2/ 2 1 1/1
S. wameri 1 0/ 1 1 1 0/ 1 1
CNS* 9 8/ 9 (88.9 1 7 6/ 7 (85.7) 1
S. pyogenes 2 2/ 2
Gram- S. agal.actiac 5 5/ 5
positive S. anﬂnosus 1 1/ 1
bacteria S. mitis 1 1/ 1
S. intermedius 1 1/ 1
S. constellatus 4 4/ 4
G. morbillorum 2 2/ 2
E. faecalis 16 14/ 16 ( 87.5) 2
E. faecium 2 2/ 2
E. avium 1 1/ 1
C. jeikeium 1 0/ 1 1
sub total 54 49/ 54 (90.7) 5 13 11/13 ( 84.6) 2
E. coli 20 20/ 20 (100 ) 19 19/19 (100 )
C. freundii 2 2/ 2 2 2/ 2
K. pneumoniae 2 2/ 2 2 2/ 2
E. cloacae 5 5/ 5 (100 ) 5 5/ 5 (100 )
Gram- P. mirabilis 3 3/ 3 3 3/3
negative | M. morganii 1 1/ 1 1 1/1
bacteria | P. aeruginosa 3 2/ 3 1 3 2/ 3 1
P. cepacia 1 1/ 1 1 1/1
A. baumannii 1 1/ 1 1 1/ 1
H. influenzae 1 1/ 1
sub total 39 38/ 39 (97.4) 1 37 36/37 ( 97.3) 1
P. anaerobius 11 11/ 11 (100 )
P. asaccharolyticus 9 9/ 9 (100 )
P. magnus 7 7/ 7 (100 )
P. micros 5 5/ 5 (100 )
P. prevotii 3 3/ 3
A. naeslundis 1 1/ 1
E. lentum 1 1/ 1
. C. limosum 1 1/ 1
Anaero?nc C. ramosum 1 1/ 1
bacteria | p gl 6 6/ 6 (100 ) 6 6/ 6 (100 )
B. ovatus 1 1/ 1 1 1/1
B. thetaiotaomicron 3 2/ 3 1 2 2/ 2
P. bivia 4 4/ 4 1 1/1
P. intermedia 1 1/ 1
P. melaninogenica 1 1/ 1
P. oralis 1 1/ 1 1 1/1
sub total 56 55/ 56 ( 98.2) 1 11 11/11 (100 ) 0
Total 149 142/149 ( 95.3) 7 61 58/61 ( 95.1) 3

*Coagulase-negative staphylococci

80, TAZ/PIPC, PIPC RRIZTH -7z, HEMET
2, SBT/ABPC b - & 4ENTBD, TAZ/PIPC,
PIPC RE%ETH o720 —F, MICo TOHETIZ, 7/
S LABMNHE, 77 LBNES L UERKEBEOVLThCE
WwTd, PIPC X TAZ/PIPC D/ ENT Iz,
B-7 79 ~—YEEKRIINT 2 HEIENY % Tables

2~ R LT, -7 79— ¥YEEHKINT S
TAZ/PIPC @ MICso %, HEEF L HEL BE, 7
5 LABMECIX, TAZ/PIPC, SBT/CPZ £ X U* SBT/
ABPC iiRI%TH- 7. 77 LM E T3, SBT/CPZ
BHo Lt HbENTEY, XRTTAZ/PIPC THo 1z,

EEMEICIBWTIX, TAZ/PIPC#ib-> L b BATWL
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Table 8, Comparative antibacterial activity of four antibiotics
against gram-positive bacteria (54 strains) from

patients

s as MIC range MIC.o MICQQ

Antibiot
niiblotics (ug/ml) (ug/ml) (ug/ml)

TAZ/PIPC $0.025—>100 1.56 12.5
PIPC £0.025—>100 1.56 50
SBT/CPZ 0.05 —>100 3.13 50
SBT/ABPC S0.025—->100 0.39 6.25

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,

SBT/CPZ: sulbactam/cefoperazone,

SBT/ABPC: sulbactam/ampicillin

Table 9, Comparative antibacterial activity of four antibiotics
against gram-negative bacteria (38 strains) from

patients
e s MIC range MIC;, MIC,,

Antibioti

ntiblotics (ug/ml) (ug/ml) (ug/ml)
TAZ/PIPC 0.2-25 1.56 6.25
PIPC 0.2—>100 1.56 25
SBT/CPZ 0.05—25 0.2 6.25
SBT/ABPC 1.56—>100 6.25 >100

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,

SBT/CPZ: sulbactam/cefoperazone,

SBT/ABPC: sulbactam/ampicillin

Table 10. Comparative antibacterial activity of four antibiotics
against anaerobic bacteria (49 strains) from

2o RWTSBT/ABPCTHhotz, %72, MICoo TD
HEETIR, 7T LN, 75 LMENEB X AR
DWuFhicEsWVTY, PIPC X b TAZ/PIPC DF b8
EhTw,

iii) S MEHE AR B 22 R

43 T 71 4 B 22 R R D R k& Table 15 iR L 720
75 LRI & 3 BMmERE (126) T, HX10
B, BER2HTH o1 77 LBANE 9F) OBE,
MEsm, MERIFATHD, MAME (156) B
wWTIX, HER105, BRXRSFATH- 2, 2ERUL
OBWEBSL: 458) TBVLTIE, HE0F, RP %
Teiz—ERH Rt 6 5l, BRRIBFTH- 72,
AMEONHBITOVTIR, WThORKERRICBY
Y, -7 79— LDEEDER»>PDLLT, £
PIMEL . —F, BMBEBRETIZ, HEXHB86.7%
(39/45) ThHY, B-7 7/ ~—CELKLIUHANE
BpTid, MHEXEH89.2% (33/37) THY, -77%
v—VPEERICBVOTH, HAEDERZLAEALN
oty DR 149 BROIMEDOWLEIX 95.3% (142/
149) T, f-7 79 ~—EEEKRTYH 95.1% (58/61) T
by, ERsoshEMo7 (Table?),

4. Rt

Table 12, Comparative antibacterial activity of four antibiotics
against f8-lactamase producing gram-positive

patients bacteria (13 strains) from patients
. . MIC range MIC,, MIC,, e . MIC range MIC;, MIC,,
Antib: Antibiot;
neiblotics (ug/ml) (wg/mD) | (ug/m) ntibloties (ug/ml) (ug/m) | (ug/mi)
TAZ/PIPC =0.025—25 0.1 3.13 TAZ/PIPC 0.78—>100 3.13 100
PIPC <0.025—>100 0.1 100 PIPC 1.56—>100 12.5 >100
SBT/CPZ =0.025—12.5 0.2 3.13 SBT/CPZ 0.78—100 3.13 50
SBT/ABPC =0.025—25 0.05 1.56 SBT/ABPC 0.39—-25 3.13 25

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,
SBT/CPZ: sulbactam/cefoperazone,
SBT/ABPC: sulbactam/ampicillin

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,
SBT/CPZ: sulbactam/cefoperazone,
SBT/ABPC: sulbactam/ampicillin

Table 11. Susceptibility distribution of clinical isolates

MIC (ug/ml)
Organisms Antibiotics Total
<0.025/ 0.05 | 0.1 | 0.2 |0.39[0.78 | 1.56 | 3.13 | 6.25 | 12.5] 25 | 50 | 100 | >100
TAZPIPC | 2| 7| 1 | 8| 2 | 5| 1] 5] 3 | 2 1|13 | =
Gram- PIPC 3| 6| 1 8 | 2 2 | 13| 711 4 1] 1 1 | 4 | 54
positive SBT/CPZ 1|« | s | 7| 4 s | 2|1 |w]| s | 2| 2] s
bacteria. | cpragpc| 8 | 5| 7 | 2| 5 | 13| 4| 3| 2 3 2 | 4
TAZ/PIPC 1 1| 19| 9 7 1 38
Gram- PIPC 1 1|17 | 7] 2|6 | 1 2 | 1| 3
negative | spT/CPZ 2| 4 | 14| 3| 2] 6 42| 38
bacteria | pT/ABPC 3] 1|6 | s 1 9 | 38
TAZ/PIPC | 16 | 8 | 7 | 5| 4 | 4 2 | 1 | 1 1
Anaerobic PIPC 16 8 7 5 1 1 1 2 2 1 3 2 49
bacteria SBT/CPZ 1 7 8 12 5 2 6 4 3 1 49
SBT/ABPC | 23 | 11 | 3 1| 3| 4] 2 1|1 49

Inoculum size: 10° CFU/ml

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin, SBT/CPZ: sulbactam/cefoperazone, SBT/ABPC: sulbactam/ampicillin
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i) BHER

FH® 5 cEAT 2BIfEMA% Table16 X "Lz T
#2s 36, LEMERHE c THAM1G, THM -REL1HF, B
F1f, BELIFABL UVKMBRRELIAOHSFATH -
7z, BIfEARBEIZ5.3% (8/151) THolk, WTh
DEWERLEBEL SHEETH I BEHIED 2V IZRE

Table 13. Comparative antibacterial activity of four antibiotics
against §-lactamase producing gram-negative
bacteria (37 strains) from patients

KRTHRTRTHELL,

i) ERRMEMREER

EHRECEET 2 HAMEMNRE LY % Table 17
R Lk, M/MESNS 15, FMN%S 285, GOT
FR1%), GPTERLIB, PVAV7+AT7 7S —H
+FR14), GOT - GPT LR 2%, GOT-GPT- 7N

Table 14, Comparative antibacterial activity of four antibiotics
against 8-lactamase producing anaerobic bacteria
(11 strains) from patients

e MIC range MICyo MICs e MIC range MIC,, MIC,e
A
Antibiotics (ug/ml) (ug/ml) (ug/ml) ntibiotics (ug/ml) (ug/ml) (ug/ml)
TAZ/PIPC 0.78—25 1.56 6.25 TAZ/PIPC 0.39-25 0.78 12.5
PIPC 0.78—>100 3.13 25 PIPC 3.13—->100 25 >100
SBT/CPZ 0.05—-25 0.2 6.25 SBT/CPZ 0.78-12.5 3.13 6.25
SBT/ABPC 1.56—>100 6.25 >100 SBT/ABPC 0.39~-25 1.56 12.5

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,
SBT/CPZ: sulbactam/cefoperazone,
SBT/ABPC: sulbactam/ampicillin

TAZ/PIPC: tazobactam/piperacillin, PIPC: piperacillin,
SBT/CPZ: sulbactam/cefoperazone,
SBT/ABPC: sulbactam/ampicillin

Table 15, Bacteriological efficacy classified by isolated organisms

Bacteriological efficacy Efficacy rate (%)
. No. of
Isolated organisms . . . S -lactamase
patients |eliminated | decreased | replaced |unchanged| total strains . .
producing strains
S. aureus 1 1 1/1 /1
CNS* 2 2 2/ 2 2/ 2
S. pyogenes 2 1 1 2/ 2
gram- S. agalactie 3 3 3/3
posmv_e S. anginosus 1 1 1/1
bacteria | p fopcatis 2 1 1 2/ 2
E. faecium 1 1 1/ 1
sub total 12 10 2 12/12 (100 ) 3/3
E. coli 3 3 3/3 3/3
E. cloacae 2 1 1 2/ 2 2/ 2
gram- P. mirabilis 1 1 /1 /1
negative | P. aeruginosa 1 1 /1 /1
Mono bacteria A. baumannii 1 1 1/1 /1
microbial H. influenzae 1 1 1/1
infection sub total 9 8 1 9/9 (100 ) | 8/ 8 (100 )
P. anaerobius 1 1 1/1
P. asaccharolyticus 3 2 1 3/3
P. magnus 2 1 1 2/ 2
P. micros 3 3 3/ 3
| A. naeslundii 1 1 /1
anaero.blc E. lentum 1 1 /1
bacteria | g g 1 1 11 /1
B. thetaiotaomicron 1 1/1 1/1
P. bivia 1 1 1/1
P. intermedia 1 1 1/1
sub total 15 10 5 15/15 (100 ) 2/ 2
Total 36 28 8 36/36 (100 ) | 13/13 (100 )
2 isolates 26 17 2 7 24/26 ( 92.3) | 21/23 ( 91.3)
Poly 3 isolates 16 10 4 2 12/16 (75.0) | 9/11 ( 81.8)
microbial 4 or more isolates 3 3 3/3 3/3
infection
sub total 45 30 6 9 . 39/45 ( 86.7) | 33/37 ( 89.2)
Grand total 81 58 6 17 75/81 ( 92.6) | 46/50 ( 92.0)

*Coagulase-negative staphylococci
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Table 16, Side effects

Adverse experience No. of patients

Diarrhea 3
Upper abdominal pain, diarrhea
Diarrhea, eruption

Redness

Headache

Pain of sternal area

00 | = e o e

Total

Total No. of patients: 151
The incidence of side effects was 5.3% (8/151)

Table 17, Abnormal laboratory findings

Abnormal laboratory findings No. of patients
Platelet t 1
Eosinophil * 2
GOT 1t 1
GPT t 1
ALP 1t 1
GOT - GPT * 2
GOT : GPT - ALP t 1

Total 9

Total No. of patients: 136
The incidence of abnormal changes in laboratory findings was
6.6%. (9/136)

AV 72R77 8 —EER1BIOHIBTH > 2. K
BREEREEHOREEIX6.6% (9/136) THoT:
5. ARt
18Iz >WT, FRMIR, FEEICHE 24.6%, #HE
67.8%, £¥HE55EbWE W 4.2%, T#3.4%, FEE
AW 0% TH-o7: (Table18),

% =

BREDBRYEIZZ ORECEERMORFHKELHE
L, ERERELETIRECHERENLY, EREERSE
DEE2 b 2bDLRDOBELEVEISTH S,

AR, BPEDREPELBCERBASGN, LiIFL
FEE M O EBRRE CEET 5, ZLT, TOmkE
BrEo—kE LT A7 75 ~—YHERAOHAE
FRHEHENS Ik,

TAZ/PIPC it, -7 79 ~—YHEHITH 5 TAZ
Y=Y > PIPC * 1: 4 DHETEA L 72EHA
KHTH5,

TAZ BREHEVSELET S -7 77— Ex2E<HE
EUVEIHRE 7 = 2K EOIKIET S -7~
—¥HEEL, T TCREBERNIERSN TS clavula-

III.

nic acid, sulbactam & LtBEL TILVFHEA T b2
HET28-575<—CYHERKTHE"", —%, PIPC
RR=V ) YROTEMRTHY, P. aeruginosa & &
U735 AMEES & UBEEC L TIRIE S EOiED
2EL, REFREASNTEY, B, ReEOE
THOREERIFITCER, LL, 7757 —HIT
BHEWVLIREEBELTWAEY, ZhoDZEtnbd, B
57 9 <—2DEELEE L 7 PIPC it sic b S
PRTCERBFLT, ERIMNMREEINT,

EAE, HEERORAICE ) FEEOHBRBMEL 2>
T3, EMARKEROMBEBREC B 5 ELEIC
BOWTHLE coi 3L ET377LBHEEPS
aureus ¥ DY 7 LABEE, MAKEOLK~R=VY
ikt iR osMImL TV 5V, EOmMELLO—B
BrLTBI7se—YOEENRDTSNE, FED
HRERICBWVLT Y, KFRERICE S NIEBRIREERD S
B, -7 75— CEEKROFEIZ40.9% 2R L I
Bic 77 AREBEICBVLTIZ, 94.9% b DK -7 7
se—CREEL TV, ¥, 77 LBHEP, KX
BEIEBOTLEL24.1%BLV19.6%D¥ET L7
75 <—EEEKSBONT,

B-5 79 ~w—¥EEKRIINT 2 TAZ/PIPC O MICs
2, 75 ABME 100 ug/ml, 75 AR 6.25 ug/
ml, H&MEE 12.54g/ml THY, PIPC D MICy i, 7
F AR > 100 ug/ml, 75 ABRMEE 25 ug/ml, B
ME>100 ug/ml TH Y, TAZ/PIPC 0HiEE PIPC
R, 77 L8 BEETIR2~4 5, RINHEET
3416 fI5EN T Wiz, 7:72L, 77 LBHEOEBE,
770 RYF—¥DREET IHENH L, PIPC
MUTHRESMHENHY, TAZ/PIPC @ MIC 5 3.13 ug/
ml U FTO&ETIX, TAZ/PIPC & PIPC L DRITIRIE
ECEIZASNE o5 feb8, MIC 286.25 ug/ml LA E
EFRTHRTRR=V YV F—EREETIHBFSVLDH
B3 TAZ/PIPC A& Tv>7z (Table 11),

ERARESRBRBREORRE IIME & KL T, BX
BRI S L, OO E L TFRNEY 7 AatkR
BONBEEGHEY L, IFRHES 7 LABHRES &L Utk
M8, %I Bacteroides spp. D BEESE 258
FBEFHEINLTWwBY, ZDOZ ik, S&B-779~
—YEEKRLGRE L BREOHIMER 2 EkL, £
779 —ECREFDBEELTE SN,

EERE DK BRI R TIE, FERES (59 #)
T94.9%, FEMBBEL 286 T82.1%, BEARK

Table 18, Utility
Markedly Moderately Fairly R Markedly
. Unsatisfact 9
satisfactory satisfactory satisfactory nsatistactory unsatisfactory Total (%)
29 80 5 4 0 118
(24.6) (67.8) (4.2) (3.4) (0) (100)
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R (30 A1) T90.0%, 4ikeR - £ DMORBRPE (12 B)
T100% DEXET, £4& (1294 TI.5%TH - o
7, AR BRA W8H) wxtTI2EHER
93.8%TH o o

AWWFIRIRZIR 12, 81 Fl (BIABEMR 36 51, M
ERR A5 F) OV TRNL 7o, HBEEROH R
1291.7%, MBBERROEHEIZIT.8%THo7, ¥
T, B-7 79— YEERCBVTHRARBROR
Zh¥E I 100%, MHBERROBE, 97.3%THY, -7
793 —YEEKRCBOTORISOEWEETLR, <
NOORERIZ, MEERRICBLTR, ~-72797—
YEEDOFR b & THHAEN 100% T, WHHE
KBOWTHLHEHERIZ86.7%, -7 79 v —YEEK
ERUMBERRATHIRE89.2%TH- I L 2K
MLEERTHLLEDNS,

PIPC DERARBER B I 2BV, HHES X
96.9% L|REL TH Y, TAZ/PIPCOBEYELZEIR
Aohizv, Lrl, ERMARGERTEAECIHRES N
3 E. coli iwxt$ % PIPC DRZME, BHESOHELS
HORBRTREDLS WL DD, SEDOHE T2 PIPC
D MIC 2% 25 ug/ml LA EDO¥kIZ 3 ¥kdD 5 DTt L, TAZ/
PIPC Tix 4 ~T 6.25ug/ml AT TH - 72 (Table11),
¥ 7z, BRSHEETIZ PIPC O MICoo 13 100 42/ml & TAZ/
PIPCizxtL# 325 ER L, L b B. fragilis ZD p-
779 < —YEEHROIBBEELEML T3, 2,
SEABENT T RTOKIZB T TAZ/PIPC®D
MIC i3 PIPC D # % LBl > Tz, XFDHED—
DREEUUBEHEABNOBITORFRZI BB ITo N
%, TAZ/PIPC DBt TAKEZ Z Lix, ¥ (PIPC)
LEHEHR (TAZ) »8EUIL - EBHENUERERS,
TEMNEFL CRPRERIEET 2 LEMNH 5D, ¥
bbb, 1.25g A (60 M) O%E PIPC ikik5%
#7 3.5 B % T 1.09~26.58 ug/g, TAZ ix0.40~5.84
pug/g DBITHERL, 2.5g 88 (60 2H) OBER
PIPC 13#¢ 5447 3.5 Bl % T 2.16~68.76 ug/g, TAZ
12 0.60~13.30 ug/g ODBATHES A SN0 (BRT), BR
FERE P b 2.5 g T (60 2 ) THREME Ik PIPC
5356.88 ug/ml, TAZ 5310.95 ug/ml 77 L, 3B
BE TICIT 5 ug/ml L EOBITHA S N (BFEH),
ZLT, £HEB L UTEERTICIBWTY TAZ & PIPC
DHBIFIRLA4THY, DL THEARIIBVTSH S
Z 7 ¥~—¥ixtd sEEMRS+ SN,
EERRIGH F, RSP T 28R 243 L, ER
ARMEB CERHIN2EHAE 72 4%, £FYE7
ARBEUHINNIRIALRD B-7 7 7 LFHICBWTHE
B - X EREFICHER L 100% (21/21) OBEZESE
SRHTWV3, IhSDREREROHES, HBBTL
#H¥ > T, TAZ/PIPC DERARESRRBRLEICE T 3
EAMETRITEHDLEEbNI S,

RIZBERTH 5%, 8HlcBD o>h, THB LU
BRETHo T, WThOBE~TEETH ) EFRS
ik, HELZ, BEREMRYZIFICBEDSN,
FIVAT I F—EDERB X SFHROMZSRETH
o 7. BIfEA B & UEEKRMEMBE ORAE LGS D
MG VLT S L, RAERDT LW AEERL
Tedd, AEREIROLDTHo e,

Bl E DR & tazobactam/piperacillin (TAZ/PIPC)
1%, EEMARMISBREE it U TEN I ERRZ R 3 06F
TE3L0THY, BEHEEORBRANEEERICH
MRS TS NEYRELTHAMBETES L H 2L
CY R
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Fundamental and clinical studies were performed by the YP-14 study group to evaluate the
efficacy of the combination (1:4) of tazobactam (TAZ), an inhibitor of 8-lactamase, and pipe-
racillin (PIPC), in the treatment of patients with obstetric and gynecologic infections. The present
studies were carried out at 36 medical institutes from 1992 to 1994, and the following results were
obtained.

1. Clinical efficacy was evaluated in 129 patients out of a total of 151 patients with obstetric
and gynecologic infections. The efficacy rate was 91.5%. Efficacy rate classified by type of
infection was 94.9% for intrauterine infections, 82.1% for adnexitis, 90.0% for intrapelvic infe-
ctions, and 100% for infection of the external genital organs and other infections.

2. The efficacy rate for patients who suffered from infections resistant to other drugs or from
reinfections was 93.8%.

3. Of 149 organisms isolated from patients with obstetric and gynecologic infections, 40.9% were
B-lactamase producing organisms. The isolated rate of f-lactamase producing organisms in aero-
bic gram-negative bacteria was 94.9%. The antibacterial efficacy of (TAZ/PIPC) was equal or
superior to that of PIPC against clinical isolates.

4. The efficacy rate was 91.7% for monomicrobial infections and 97.8% for polymicrobial
infections. The efficacy rate for infections caused by g-lactamase producing organisms was equal
to that for infections by B-lactamase non-producing organisms.

5. The eradicated rate of clinical isolates was 92.6%. This rate was equal to that of g-
lactamase producing organisms.

6. Side effects were observed in 8 of the 151 patients, mainly diarrhea and eruption.

7. Abnormal laboratory findings, mainly being noted as transient elevation of serum transaminase
and increase in eosinophils, were observed in 9 of the 136 patients.

From these results, TAZ/PIPC was considered to be efficacious for the treatment of infections
in the fields of obstetrics and gynecology.



