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AVFLBEISZ 51T 5 Tazobactam/Piperacillin® FERER) - BRIR IR T

TR - el B TR - BERERE - A - TEIL - SR -
M E AT - 3 &K - BIAREA - FifmL - A ER - B &
RSN Y e e

HLWwp-7 7% v—-¥EHER TH %tazobactam (TAZ) & piperacillin (PIPC) Z il & L 72
TAZ/PIPCIZ D\ THMEM I 35 0F 5 AR - BRURIIRET 211\, DIT ORRE % 72,

1. HUE D L AVEM ISR 2 BE T LS T AMICOBIE 2 1T - 720 1005 A B i 35 12
3> Teoagulase-postive Staphylococei (278k) 1£1.56 72> 5 100g/mibh EAZ50#i L, ¥ =7
H133.134g/mI T - 72, Coagulase-negative Staphylococci (27#£)120.17> 5 100,¢/m1 A L
23 L, ¥— 7 {l136.25ug/mITdh > 720 Escherichia coli(27F) 131,56 45 100pg/ml bL
FlZaAL, E— 27 id313,/mTH-72, ZNHDHEIZE W TTAZ/PIPCIE, PIPCE
HARTHES A, L3 Shim@h ez,

2. M $ X ONEIFABERE | T-tube drain, PTCDIE1T D 49EHI I TAZ/PIPC % 2.5g/30min
FUEEREL, I X ORI 2 e L2, i E L, TAZEPIPCAFNEFNILEY
BIG305 212 T 49395 £ 12.3ug/ml, 170.0+42.4ug/ml& ¥— 27 %7501, 6BFRIH%IZ05+
0.2pg/ml, 1.6+ 1.4pug/ml& 7% > 72, PIPCOTEEICHPEY T & 5 desethyl-piperacillin (DEt-
PIPC) t&, 2WERIfRICFIS5.4£23g/ml& ¥— 27 271k L, 6BFRI{%121.0105.g/m & % -
720

JRyF R, BAEDS R Ho72h%, TAZ PIPCE b IZIHEH&ZIZEY — 7 2k L,
ZRENF11.1 £10.50g/ml, 333.0 £ 386.1g/ml Td - 72, DEt-PIPCIE 2 I [ %12
510.9%626.6pg/ml& ¥ — 7 &% L, 6HRITATHI14E71.7g/ml L Bl & MR L 72

3. BRIRRDER AR wRERE K126, R K26, BURG 1B, M7 PRI IO (Bt
MAEL1E, FH16BNIER L7z, ER36, ARh11E, LRHM26T, HEFEIL875% T

Hot, RRNLBHEIERB L UBEREBERE B0 SN L h o7,
Key words : tazobactam/piperacillin, 3-7 7 ¥ ¥~ —YHER], IR HERGYE

Tazobactam/piperacillin (TAZ/PIPC) I L W3- 7
74 <% —EXOHEATH AHtazobactam (TAZ) & R= ¥
1) ¥ RIUAEYE T % piperacillin (PIPC) % 1:4 O Ji{ffitt
TRA LRSI ERAITH 5,

TAZIT RS TEMRASHIZL D &R - RS
L, BEAF Dsulbactam (SBT) D 37D A F ) I D /K F 5
Fr )TV VEATEBRLIEELZET 5.

TAZIISBT & ARk~ =3 1) F—+ (PCase) , £ 7 1
FIv—F¥ (CXase) Bt 770AK) +—F
(CSase) 20y L THERFEZF T 52O ERNFIE
SBT & W fENR T b, $7, TAZIZPCased & U
CXase D I HERNH % A T 5 clavulanic acid (CVA)
CHELTRCHEARY T L%RTELELIL, #
BEENPRVH LI A TDR-5 2 ¥ <—FREHT
HbHY,

AH & FRiE S D I s AR L22BE, PIPC S WY
WKTAZIEH RIS ECILARELYRL, 20
BHHIE L D120.6~0.805 4 (5-phase) Tdh 5, KA
132485 £ TIZPIPCIZ50~60% A AZ{LIK T, TAZ
EHT5% DR EILRTE L T % D EEE % - 72
L e LTttt s s,

Desethyl-piperacillin (DEt-PIPC) {&, TN F TF v
M THRE SN TV PIPCORER L 72X B EW (2.3
dioxopiperazine moiety) & 1 B 2 5L #HW & L T,
Ishidab 2 &) & POIMAE - IRPICEVWIZES N7
EHIZ, OHIENMRE H W05, Fo/#
{ZPIPCD 2 3-dioxopiperazinedg Dethyl EATKHE FF (2
B E N 7odesethyllA TH ), F72, PIPCELLEIL T
MICT1~ 2V IHEEE LR H L T b e L T
5y,

*T173 WEEHBBR RSO L3085
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Lk 41, AH OSEERIR o MERR IR S HTRTH
ZoWTHEIZ MRS &b, IERNLF— U
FHEGI4BIZ AR 2 %5 L, TAZ, PIPC, DEt-PIPCOIfL
il s & A RO RS T & AR L E LGS 2 A
720 F o MRPREREGN 6B AR R 4G L, T O
PRENSF 2 ARET L 72

I. # *

1. HN

A4 R B R 55 BE PR AT O coagulase-positive Staphylo-
cocci (CPS: 27 #%) . coagulase-negative Staphylococci
(CNS: 27%%), Escherichia coli(27kk), Klebsiella pneu-
moniae (27¥K), Enterobacter cloacae (274),
nas aeruginosa (274K 12DV, TAZ/PIPCOR/INIEH
Fﬂt«%f@(LLTMIC ) & H AL R I

VOPAREREIS & e U7 HERED a3 R A
& 1001%%*RT%€&?%$§0)2$§¥EL:OL VAT 7z, F7,
B L2 PIPC, aspoxicillin (ASPC) | cefmetazole (CMZ),
imipenem (IPM) OMICIZ DWW\ T & il LI L 72,

2. [MiEB & CRE AR

T-tube drain, PTCDAE{TE ) (2 TAZ/PIPC 2.5¢% 30
SETEEE L, G R, 300, 1R %,
2WERIf, ARER R, GREM & 1ML 3 & OVH 2 $RIN
BERRE Lo, MR E L o EGIONFRIS IR
A1, REAAE2E], EERIGIOGE4HITH - 72,
FIX=ZMILBCLIC THPLCE W THT» 72, BT 4
{3 Inertsil ODS-2, 5.m, 150 X 4.6mm (i.d.) * v,
& 1 {2 CHsCN/10mM phosphate buffer solution (pH
55) AL, UV-220nmlZTHRIL 7,

3. EERAYRRES

B3 % 15 5 A7 HMRHR G IE 16611 AR H 2 L,
FORMEB L PREEII OV TR L 72, EFONR
MRS 1260, RRAE 2200, B 16, BfiE 161 C,

BN ABESITH - 720 $55- 751513 11811.25~2.5g,
5200 mEEHE LT o 72, x5 HIMIZ4~14 H BT,
BixGmlE10~65gTH o 72,

FRREN R O e e, G RGHEIAMNICE
ERROYEVEL VD OEER, SHUNICEHME
TR DB ZED- S DEHL, BMEATROSEC
GHULEELZ-DDERRAR), TR EEZEBL T
SAREF W EL /DO E LD, FO1ih,

EHWE, EHEOMELEEL, EREOHW S EH
L7z

Psendomo-

I. & |
1. YRR S BER X T AIE D
1) CPS

CPS(27HR) 1233 BT 1) (Table 1) &, Bk

B L U100 A RE & b 121,562 5 100pg/mIL E 12
SAi L, E— 27 {EIEZFNEFN6.25,¢/ml, 3.13.¢/ml
Tdh -7z, PIPCELLEL TEN/HENTH -7,

2) CNS .

CNS(278R) 122§ AU 7 (Table 2) 13, ik HE
TO.4%5100pg/mB I3 L, ¥— 7{Eci25ﬂg/
mlTd -7z, 1005 A A EHERE TI20.175>5100pg/
mlh B2 L, E— 7 #Hi136.25ug/mlTdH > 7
PIPCL i L THENIIE I TH 5 72,

3) E. coli

E. coli (278k) 123§ % HLB JJ (Table 3) 13, JRi#H
B L U100 A MEHHEEE 121.56755100pg/
miPL B2 L, E— 27 fEHI3FNFN125ug/ml,
3.13pg/mlTdHh o7z, PIPCE B L TENZHIEN T
%f) f:o

4) K. pnewmoniae

K. pneumoniae (27HF) 12
WHET100p/mIL ETH Y,

Tix3.132 56 IOOMg/ml Lk
6.25ug/mlTH - 72,

5) E. cloacae

E. cloacae (27%k) (253 B HTH ) (Table 5) 1%, JEif
HAET6.252°5 100g/mI A EIZ5 A L, 10015 &
R TIZ3.135 5100/ ml LD 5 H TH - 72,

6) P. aeruginosa

P. aeruginosa (27%%) \ x4 AL H JJ (Table 6) 13,
S L 100 A REREE L b 126.250° 5
100pg/mlh ED G545 TH - 72,

2. IMiEB L OREA e

1) g

PIPC D IfiL{i5 il B (Table 7) 1& BHEBI & B [ABE D
BeRl, 55G3055%I12114~216xg/ml (E39MHE
+SD:170.0 £ 42.4ug/ml) DY — 27 %38, LUk
L, 6R#R#%12130.67~3.67(1.6+1.4pg/ml) & {KEIZ
mol, TAZSPIPCLAARDOMER LR L, &5
%3053 1%1223.3~51.6g/ml (39.5+ 12 3pg/ml), 6HF
i #%120.34~0.75.g/ml (0.52 £0.17ug/ml) & % 5 72,
Mi& I TOPIPCE TAZD A ZIER & ITIF—FE L
Tk, PIPC/TAZOFHE305 4.4, 18542, 2
fF ) 1% 3.6, 4B5 [ {%3.0, 6FF I {%2.8 Td » 72 (TAZ/
PIPCIE 1:4 DIl FL) .

72, PIPCOWEMEHEY T & 5% DEt-PIPCIE 2%
BRICFH54+£23ug/mE €= 27 2R L, 6BEREIC
1.0+0.5ug/ml & 7% 5 72,

2)  BETPiRE

TAZ, PIPCOMINDORAITIZEAZEDKE Hh o 72,

X9 A PLE ) (Tabled) (X
10015 7 BB i 5 1l
AL, E— 2l
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Table 1. Sensitivity distribution of clinical isolates of coagulase-positive Staphylococci (27 strains)
MIC (ug/ml)
Drug Inoculum 50% | 90%
dilution |<0.05 0.1 02 04 08 156 313 625 125 25 50 100 >100
. %1 3 7 8 7 1 1 6.25| 12,5
Tazobactam/piperacillin <100 8 16 1 1 1 313 6.25
Pineracillin x1 3 1 1 2 8 12 {100 |>100
P x 100 1 2 7 11 4 1 1 6.25| 12.5
Aspoxicillin x1 1 2 14 4 5 1 |25 100
po x 100 317 5 1 1| 625 125
Cefmetazole x1 16 7 3 1 1.56| 25
x 100 7 18 1 1 1.56 1.56
Imipenem x1 19 4 1 1 1 1 {=0.05 0.8
P x100 | 25 1 1 <0.05| =0.05
Table 2. Sensitivity distribution of clinical isolates of coagulase-negative Staphylococci (27 strains)
MIC (ug/ml)
Drug noculum 50% | 90%
dilution |<0.05 01 0.2 04 08 156 313 625 125 25 50 100 >100
Tazobactam/piperacillin x1 3 2 1 3 2 3 3 2 8 25 |>100
x 100 1 3 2 2 5 3 3 4 1 2 1 6.25| 100
Piveracillin x1 1 2 1 2 3 4 14 {>100 ([>100
P x 100 1 2 1 3 3 2 3 2 1 4 5| 125[>100
Aspoxicillin x1 2 2 3 4 5 11 100 |>100
P x 100 2 2 2 4 4 6 2 5| 25 [>100
Cefmetazole x1 1 4 4 4 1 9 4 25 |>100
x 100 2 3 2 7 3 9 1 12.5 50
Imipenem x1 5 1 2 2 2 1 1 5 4 4 25 |>100
P x 100 7 1 1 3 1 1 1 1 4 4 2 1 1.56] 100
Table 3. Sensitivity distribution of clinical isolates of Escherichia coli (27 strains)
MIC (ug/ml)
Drug Inoculum 50% | 90%
dilntion |<0.05 0.1 02 04 08 1.56 3.13 625 125 25 50 100 >100
Tazobactam/piperacillin x1 L 4 3 8 ! ! 1 8 12.5 1>100
x 100 7 7 5 3 3 1 1 3.13] 25
Piveracillin x1 1 2 1 5 5 13 100 [>100
P x 100 3 5 6 2 3 6 2 6.25 50
Aspoxicillin x1 1 3 3 3 17 {>100 |>100
P x 100 1 2 10 1 1 2 1 9 1.25(>100
Cefmetazole x1 2 7 3 9 5 1 12.5 50
x 100 1 13 7 1 2 2 1 1.56| 25
Imipenem x1 2 12 4 2 3 2 1 1 1.56| 25
P x 100 1 9 1 4 1 02| 08
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Table 4. Sensitivity distribution of clinical isolates of Klebsiella pneumoniae (27 strains)
I MIC (ug/ml)
Drug 139“‘. um 50% | 90%
lution 1<0.05 0.1 0.2 04 08 156 313 625 125 25 50 100 >100
] X1 27 {>100 |>100
Tazobactam/piperacillin 100 10 5 9 9 1 6251 25
Piperacillin x1 27 [>100 [>100
x 100 1 14 6 6 6.25>100
Aspoxicillin x1 27 [>100 [>100
x 100 10 10 7| 100 [>100
Cefmetazole x1 16 7 4 5 |>100
x 100 7 11 2 1 1 1 3 1 1.56 100
minenem x1 2 3 18 3 1 6.25| 12.5
P x 100 1 5 13 5 3 04| 156
Table 5. Sensitivity distribution of clinical isolates of Enterobacter cloacae (27 strains)
MIC (ug/ml)
Drug Inoculum 50% | 90%
dilution |<0.05 0.1 02 04 08 1.56 313 625 125 25 50 100 >100
Tazobactam/piperacillin x1 3 6 ! 17-1>100°1>100
x 100 2 6 2 10 2 5 50 |>100
Phoeracili x1 2 2 1 22 [>100 [>100
peractn x 100 1 4 3 1 1 2 4 11 100 [>100
Asooricllin x1 3 1 1 22 |>100 [|>100
SpoxC x 100 3 3 2 19 [>100 [>100
Cefmetazol x1 1 26 |>100 |>100
eimetazole x 100 1 6 20 |>100 [>100
Imivenem x1 1 2 2 3 1 313 6.25
p x100 | 2 1 177 08| 1.56
Table 6. Sensitivity distribution of clinical isolates of Pseudomonas aeruginosa (27 strains)
MIC (ug/ml)
Drug Inoculum 50% | 90%
dilution |<0.05 0.1 02 04 08 156 313 625 125 25 50 100 >100
| x1 1 6 5 2 13 | 100 |>100
Tazobactam/piperacillin <100 3 10 7 1 5 1 95 100
— x1 1 5 3 3 15 [>100 |>100
Fperacilin x 100 2 4 10 6 3 21| 25 | 100
Asporiclin x1 27 |>100 |>100
Spoxict x 100 4 8 15 [>100 [>100
x1 27 |>100 [>100
Cefmetazole %100 27 5100 |>100
i x1 8 2 8 9 125 50
penem x100 | 1 1 5 8 3 1 3 2 2 1 1.56| 50
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FRENOEFIRE (Table 8) 1%, MH L) RRE  Holo

N, 1IBE#BICFOE—2 %R, TAZOpeakfBid 3. BRIRME R Bk

1.41~20.2pg/ml (F35911.1£10.5pg/ml), PIPCO ¥ — ARFNIERE R 1260, ABE 526, BUERE16), 1T
ZE137.34 ~823ug/ml (FE#333.0 £ 386.1ug/ml) T VEREEREGLE D & BUAE % §F 58 L 72 1B O & EF16611S

Table 7. Serum concentrations

Drug 0Oh 0.5h 1.0h 2.0h 4.0h 6.0 h
TAZ ND 45.9 23.4 11.4 2.42 0.545
No. 1 PIPC ND 216 104 46.8 6.66 1.43
%% |DEtPIPC | ND 0.797 4.37 7.03 4.22 1.64
PIPC/TAZ 4.71 4.44 4.11 2.75 2.62
TAZ ND 51.6 18.3 9.05 1.76 0.431
No. 2 PIPC ND 182 61.2 20.9 2.55 0.656
’ DEt-PIPC ND 1.53 4.60 5.24 1.91 0.569
PIPC/TAZ 3.53 3.34 2.31 1.45 1.52
TAZ 2.08 23.3 18.4 8.96 3.05 0.746
No. 3 PIPC 11.5 114 874 42.8 15.1 3.67
o DEt-PIPC ND 0.537 1.45 2.22 1.78 0.754
PIPC/TAZ 4.89 4.75 4.78 4.95 4.92
TAZ ND 37.0 12.0 4.56 1.25 0.343
No. 4 PIPC ND 168 48.4 14.5 3.59 0.667
0 DEt-PIPC ND 1.65 8.52 7.28 3.21 1.02
PIPC/TAZ 4.54 4.03 3.18 2.87 1.94
TAZ 39.5+12.3 18.0+4.7 8.5+2.9 2.1+0.8 0.5+0.2
A PIPC 170.0+42.4 75.3+25.1 31.3+15.9 7.0%£5.7 1.6+1.4
Verage | DEt-PIPC 1.1+0.5 47429 54+2.3 2.8+1.2 1.0+0.5
PIPC/TAZ 4.4 4.2 3.6 3.0 2.8
TAZ: tazobactam  PIPC: piperacillin ~ DEt-PIPC: desethyl piperacilliln
ND: not done
Table 8. Bile concentrations
Drug Oh 0.5h 1.0h 2.0h 4.0h 6.0 h
TAZ ND 0 2.62 10.1 5.41 1.02
No.1 |PIPC ND 0 41.6 192 75.8 16.4
DEt-PIPC | ND 0 30.6 251 304.0 118
TAZ ND 1.41 20.0 21.3 7.62 1.19
No. 2 |PIPC ND 102 823 427 62.5 12.2
DEt-PIPC | ND 494 1091 1429 514 177
TAZ ND 0 1.41 3.37 3.23 2.52
No.3 |PIPC ND 0 7.34 24.1 23.1 16.1
DEt-PIPC | ND 0 0 22.6 26.7 11.7
TAZ ND 3.87 20.2 3.42 1.64 0
No. 4 |PIPC ND 111 460 68.4 31.4 7.39
DEt-PIPC | ND 71.0 701 341 229 59.0
TAZ 1.3+1.8 11.1+10.5 9.5+8.4 4.5+2.6 1.2+1.0
Average | PIPC 53.3+61.6 333.0+386.1 177.9+180.6 48.2+25.0 13.0+4.2
DEt-PIPC 30.1+35.9 455.7+533.0 510.9 +626.6 268.4+201.3 91.4+71.7

TAZ: tazobactam  PIPC: piperacilin ~ DEt-PIPC: desethyl piperacillin
ND: not done
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R S 7z (Table 9)o ZDEERZIFIIEWIF, B DT4EGNIOWTHEZ ST 5,

LB, RRHR2BIT, HRIFEII-7.5% (14/16) TH FEBI3IE, 50, FUET, SKEBERRIIEIC
272, T72, AN L AEMER B X OBRRAME RS NEUERRDOBWIC CEFMBTTRLF— V%
RO LN Lo T, MEAT L 720 W DBEK & Y E coli, Bacteroides distaso-

Table 9. Clinical results of tazobactam/piperacillin

. Dose-Duration . Bacteriological | .
D
No. | Age | Sex (Un derl;iS:gaS(;sease) Organisms (g x times x days) ?SJ uvant effect folde
B-lactamase| Total dose (g) erapy Clinical effect effects
cholangitis E. coli (+) NT 95x2x7
1 65| F (choledocholithiasis E. faecalis (+) NT ' 3); Sx PTCD decreased —
liver abscess) P. aeruginosa (+) NT ’ excellent
diffuse peritonitis . 2.5x2x%x6 eliminated
2 |2 — —_
6 M (duodenal ulcer perforation) S. haemolyticus (+) 275 gastrectomy good
. N E. coli* (#)| CSase +
diffuse peritonitis . .
3 | 50 | M | (sigmoid colon diverticulitis) E. coli ) g(S:ase * 2'53;25)(8 incision ehrr;lr}ated _
(diabetes mellitus) B. distasonis (0| [ LY : ar
CSase +
L Coagulase (—) -
nf .
4 67 | M i mzligu?(i(;n Eznonsto ) Staphylococci  (+)|  PCase+ 25 ;02(; 10 incision ehmmadted —
g - Postop E. faecium (+) — ’ goo
localized peritonitis 2.5%x2x4 unknown
S B F (acute appendicitis) No. growth - 20.0 appendectomy good -
localized peritonitis 2.5x2x17 unknown
- - dect -
6B M (acute appendicitis) No growth 35.0 dppendectomy good
localized peritonitis 2.5x2x6 unknown
) - dect _
TyB|F (acute appendicitis) NT 30.0 dppendectomy good
localized peritonitis 2.5%x2x5 unknown
. - dect -
B e (acute appendicitis) NT 25.0 appendectomy good
localized peritonitis 1.25x2 x4 unknown
" - dect —
$B M (acute appendicitis) No growth 10.0 dppendectomy excellent
. . Bacteroides sp. 2.5x2x5 unknown
07 [ M cholangitis = sepsis (blood) 95.0 - fair
localized peritonitis E. coli (+)| CSase + 2.5x2x5 eliminated _
pmM (acute appendicitis) B. fragilis (+)] CSase + 25.0 appendectomy good
localized peritonitis 2.5%x2x5 unknown
— dect —
R (acute appendicitis) No growth 25.0 appendectomy excellent
localized peritonitis . 2.5x2x5 eliminated
dect -
B3 M (acute appendicitis) E. col () N 25.0 appendectomy good
localized peritonitis P. aeruginosa  (#) NT 2.5x2x5 eliminated
o F (acute appendicitis) E. faecalss (#) NT 25.0 appendectomy good
localized peritonitis 1.25x2x5 unknown [
513 | M (acute appendicts) No growth - 125 appendectomy good -
cholangitis P. aeruginosa  (#) NT
6162 | M (colon cancer postop X. maltophilia  (#) NT 2'5;52(; 1 PTCD unc}:;fed -
liver metastasis) E. cloacae (+) NT ' 8

NT: not tested ~ PTCD: percutaneous transhepatic cholangio drainage ~ * lactose utilization positive ~ ** lactose utilization negative
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nisHHEE SN, ARFIEG%SH BIZBA B X OERIRIE
RoER A1, B, E colildCSaselHVET, B. dis-
tasonisiZPCase, CSasefstETdH > 72,

JEBI101377m%, BT, BEEOBWNIC THHEFE
Mx AT L, € OHIRAE IS TR E R Y % 5
JiE L ABE U ML 5E % T Bacteroides sp. 75 & 4, A
WA R T A BUMIE & DM CARF Z S L
oo —HBAIOYEL AL D, AMIKITEF{LET,
FI~NDOEE % 7%  Shiz,

JEBIILIE, 718, BT, BUHREROZHIIT
L BT 2 5EAT L, W ORRMIE K LY E col,
Bacteroides fragilish FE i & Ul 2512350 < R HAE
FER DB & 1572, RHE IZVDO N d CSaseli kT,
ARENFx5-5 B % THA B L OBHREROSEZ A7z,

JEBI1613, 627%, BT, KIBRBMTEITESReEnts
12X ABENBHBEOZKICTPTCD % BT L, #iEd
IR R EBES, KROS5 H7EBICARMOYES
TS, BB L 72720 & 5127 H B Ok ik -
BT oz, AEFTIIBERZE KL, MEERE
5L, FAELEHLTBY, WEKOERLAS
N7z, IBABITHREIIBWTO RAOBITIIAR
ThHotzo BB, BEEFHIIFEL L TP aoruginsat #
bz,

m % =3

TAZ/PIPCIE, B\ \p-7 27 ¥~ —¥IHEELE AT
LTAZ%, [RWIIHAXY PV R T HR=D ) &
SRPUEE OPIPCIZELA L7 LW iES A
Thb,

AFNZ DOV THEHERIR 73 BE T 123§ 5 MIC & 5 33
L1005 FMERBECHET S L L I, o
FNZDWTH IEARET L 72 CPSTIE, FkiEMEE &
OHBPHEBTIZL A LH1.56~125ug/mliZ5 i L,
CNSTI3 R ##ET0.4~100ug/mbh b, HFIEHET
0.1~ 100ug/mlEA EAZIE 534 L72s E. coli TIEIRIR
AR L OAPRIEET1.56~100pug/mbh B3 L,
K. pnewmoniae, E. cloacae Tl K. pnewmoniae D J5 i H i
W& 3.13~100ug/mlZ A L, P. aeruginosa T \&
6.25~100ug/mlPL L5045 L7z, £72, TAZ/PIPCE
PIPC % B HEFEDOMICso TN % &, CPSTIITAZ/
PIPC#%%6.25ug/ml & PIPC%H¥1004g/ml, CNST25ug/ml
£100ug/mibh E, E coliT12.54g/ml& 100ug/ml, K.
pneumoniaeB & OE, cloacae T100pg/mlLL £, P. aerugi-
nosa T 100pg/ml & 100pg/ml LA L & TAZ/PIPC I3 PIPC
EHRFEZ 2L WVENIE AR L7,

MR, TAZEPIPCHSZ N ENIES-BAME305
HIZFIY39.5+123ug/ml, 170.0+42 4ug/ml& -

7R L, 6REMIHEIZ05+0.20g/ml, 1.6E1.4ug/ml
Lol TAZEPIPCOIMIE TR IEIZIZ14TH Y,
TAZ/PIPCO ML & UK TH - 7z, HhikE
&, AED LD H 7205, TAZ PIPCE b (218
BBICE =27 2R L, £NFIEH11.1+10.50g/ml,
333.0+386.1ug/ml Td> - 72, DEt-PIPCIE 205 [ # 12
510.9+626.6ug/m & ¥— 27 %k L, 6HEMHETS
91.4E71.7ug/ml & il & #ERF L 72 PIPCIZRERD

il Y, BT AOBITA R T - 72A%, JHED
PHEEA &7 L T LIERISICBWTIE, FOBITLE
o 7z. PIPCOHPEM# EY TH % DEL-PIPCIE, Il
FICIZPIPCE ) RN T~ 2B k2 — 7 28
MDA, WTHOIEFI TS 1.45~8.52,g/ml & PIPCL
Wi 2 Lo TRIETH > 720 HRMIETHRTO
DEt-PIPCIE, JEFI3 % B < LD 3FEGI$ T T1RFH L
FEPIPC L ) @fizm L, Y¥— 7 {HA™304~1429.¢/ml
EEWVili R IR L 72o DEG-PIPCO ¥ — 7 O BBt A1
JET M IR T70~ 28018 GERI3 I3 151%) & &
OTEWVEE xR L, FIZHH P TPIPC A 5 DEt
PIPCNOZH T b T b L& 2 Sz, FERIZIC
DWW TIXTAZ, PIPC, DEt-PIPC & & (ZRH i i I AYE
Mo 7S, TAUIMBEE B KBRS L SRS
HIETH Y, PTCDIZ L BIE T ThH - 722k L
YV E Y 2%6.56mg/dlE BET, WAEZ &0 LK
JEKDUFR AL N2 &, S 5IIFIHE RO
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Fundamental and clinical studies on tazobactam/piperacillin
in the surgical field
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Hisahsi Furuhata, Touru Nishikawa, Koumei Kato, Hidekazu Tanaka,
Yoshiyuki Ri, Masahisa Akutsu, Naoyuki Arai, Shigetomi Iwai and Takashi Tanaka
Third Department of Surgery, Nihon University School of Medicine
30-1 Kami-machi, Oyaguchi, [tabashi-ku, Tokyo 173, Japan

A newly developed B-lactamase inhibitor, tazobactam (TAZ), combined with piperacillin
(PIPC), that is, tazobactam/piperacillin (TAZ/PIPC), was fundamentally and clinically studied in
the surgical field, and the following results were obtained.

1) Antibacterial activity: The MIC of TAZ/PIPC was measured against clinical isolates. The
obtained values of MIC against coagulase-positive Staphylococci (27 strains) were distributed
from 1.56 to >100 pxg/ml through inoculation with diluted bacterial suspensions (1in 100). The
value of the peak was 3.13 pxg/ml. The MIC values obtained against coagulase-negative Staphylo-
cocei (27 strains) were distributed from 0.1 to >100 pg/ml. The value of the peak was 6.25
ng/ml. On the other hand, the MIC values obtained against Escherichia coli (27 strains) were
distributed from 1.56 to > 100 pxg/ml. The value of the peak was 3.13 ug/ml. Thus, TAZ/PIPC
showed equivalent or superior antibacterial activity to PIPC against these kinds of bacteria.

2) Concentration of the drug in plasma and bile: TAZ/PIPC was administered by intravenous
drip infusion at 2.5 g/30 minutes to four patient who were receiving T-tube drain and per-
cutaneous transhepatic cholangio drainage (PTCD), and the concentration of the drug in their
plasma and bile was measured.

The concentrations of TAZ and the concentration of PIPC in plasma showed peaks 30 minutes
after the administration started. The mean values of the peaks were 39.5+12.3 xg/ml and 170.0
+42.4 pg/ml, respectively. Six hours after the administration started,the mean values were 0.5+
0.2 pg/ml and 1.6+ 1.4 ug/ml, respectively. The concentration of the active metabolite of PIPC,
desethyl-piperacillin (DEt-PIPC), showed a peak two hours after administration started. The
mean value of the peak was 5.4+ 2.3 pug/ml. Six hours after administration started, the mean
concentration was 1.0+0.5 pg/ml.

The concentrations of TAZ and PIPC in bile showed peaks one hour after administration
started, although there was considerable individual variation. The mean values of the peaks were
11.1+10.5 ug/ml and 333.0+386.1 p.g/ml, respectively. The concentration of DEt-PIPC showed
a peak two hours after administration started. The mean value of the peak was 510.9+£626.6
ng/ml. Six hours after administration started, the mean concentration was 91.4 =71.7 pg/ml,
showing that it was maintained at a high level.

3) Clinical efficacy: The study drug was administered to 16 patients; 12 with peritonitis, 2
with cholangitis, 1 with wound infection and 1 with retrograde cholangitis-induced sepsis.
Excellent efficacy, good efficacy and fair efficacy were observed in 3 cases, 11 cases and 2 cases,
respectively. The efficacy ratio was 87.5%. Neither adverse reactions nor abnormalities in the

results of clinical laboratory examinations were observed in any patient.



