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Td o7z, WA RIL 5 BESORRT, THR268k, fFhtdbkTHAE-6.7% TH -7 B -
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KTERA L7ESHEAITH S, PIPCIE Y 7 LMt
W ORE T &0 77 ABRER IS L CIRLWITE
ARZ N ABLURCIE D 2 H L RERAMR S
NTE775, SFMEDMELET 5 Blactamase il & -
THEZFRTVEVIMEELA L TnEY, =
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WA E L72h, RBOBELEEL, EHRENHMD
\EHRL,

BRIR S BETR DWW CTIE T E 4 BR ) TAZ/PIPCO B/
FEH MR (MIC) % H AR LS ke SAm e 1Y | i
UM & 10°%ells/ml THISE L 720 & 512 fBilacta-
maseDEAREX - F v 7 (7 7 A HF—RE) 2 Hun
TR L7z, T2 EEEILIC & 2 TR
KD 1% (Table 1, case no. 5) & V) AK| D FEREPIIE IR
HOPIPC, TAZORE X e L7, HHMEELHEF

ik, AHD25¢ 1A2[E10HBHZSHICB VT, 2,
3, 4HH D20 B 5 BGOSR H i i
EH 70 777 4 =i (HPLO) (2 X 0 lsE L 7=
BRIR B R OMET B 72 - TE 2361 AL B ag L8 (12
LD ERRMNEDSHETE 2D - HER 16 GERI23)
TR C22B X F & L7z (Table 1), 22617 1761
(77.3%) \ZE T2 3HEDHHVEONT, EBIIZAD
&, BMBEREIEDIB, B4BITH - 70 BEREARE
BIHEM2BI, RRHH2BITH -7, IBELITEM

Table 1-1. Clinical summary of patients with surgical infections treated with tazobactam/piperacillin

; f-lactamase .
Case | Age Sex Diagnosis gjgg Duration zs:zl Organisms activity MIC | Clinical B;Cgtie;lo Side
no. | (yr) (Underlying disease) (g times) (days) @ (before/after) — ECSase (ug/ml) | effect effect effects
16 u abdominal wall abscess 25 x2 6 1300 E. cloacae i 50 fir | decreased B
(colostomy closure) E. cloacae o4 50
2 (40| M postope(r;x:cvtzlvcf:cn:r)mfecnon 2.5 x2 5 125.0 |not tested excellent | unknown -
, A CNS = |80
3 |62 M 1nFraabdommf11 abSFess . 2.5 x2 14 | 70.0 |E. faecalis - - |31 good |eradicated —
(gastric cancer, liver cirrhosis) T H
E. col - by | s
diffuse peritonitis S. equinus - i - ]02 .
TBF (perforated gangrenous appendicitis) 25 x2 8400 P. anaerobius - i- 102 excellent | eradicated -
(=)
diffuse peritonitis B. intermedius - - om .
5 125 (M (perforated duodenal ucer) 2.5 x2 10 150.0 =) good |eradicated —
. mitis B
diffuse peritonitis S. sanguis - i - 1005 GOT t
6 1™ F (perforated gastric ulcer, hypertension) 25 x2 101500 P. anaerobius - i - 103 good | replaced GPT t
P. cepacia - i+ | 156
cholecystitis K. oxyt?ta it % .
71719 M (choleltiasis) 1.25x2 13325 (E. faecium | - i = | >100 | good |eradicated —
=) :
8 [64|F left fez?;ig:; gmon 1.25%x2 7 |17.5 [not done good | unknown -
9 |68 |M itrzabdoninal abscess 25x2 | 8 |35 ﬁfZ’ZZfL’ Sl fég 0od |eradicated
(perforated sigmoid colon diverticulum) | o O : g -
E. coli + + | 0.78
diffuse peritonitis B. fragilis - + 02
105 F (perforated acute appendicitis) 25 x2 11550 E. coli + + | 1.56 good | decreased -
E. faecalis - - | 313
P. aeruginosa
postoperative wound infection Enterococcus sp. .
11|18 M ) ) | 1.25x2 7 1175 . fair | unknown -
(acute appendicitis, localized peritonitis) “|E. colt
not tested

CNS: coagulase-negative Staphylococcus
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B, Hihawl, WRH1GITH -7z, BIEH O RIEGRE
IXEWI6, HALE, RREMBITH o7, KEK
AR Y E 1EIZ AR TH - 72 (Table 2) o 7258
lactamasePE £ T I GIE B U OB T, FExhifsl, HRh4
], R AN, MBI TH Y, ZOHNFEIL55.6%
TH-o72,

MR efl L ) 21 3Ok D HES L, £
ONFIE T T LBTERE OB 128, 7T LBRTERS
WRE 134k, HEAMHEIZ4EERTH - 72, MBS

MEE T T AR 120 ER, 7T ABRMR13KP9
B, BESEESHRERRICHED A SN, 2R T30MH%
26Kk (86.7%), fFHidtk(133%) Tho7z, X
72 B-lactamase FE /£ B % JI%E L 7 24 %k 128k D BEAE W
TH D, 128PIHK8%%k(66.7%), TFftatk(33.3%)
THo712,

Table 312783 & 9 ICEIERAIZE - ERIZ236)
1L ROON Lo, BERBREBREIZLIHI
GOT (¥ 5-R122U/1—=#% 5 111U/1—#%5-#46U/1),

Table 1-2. Clinical summary of patients with surgical infections treated with tazobactam/piperacillin

v B-lactamase L
Case |Age Diagnosis Daly Duration Total Organisms activit MIC | Clinical Bactgno Side
no. | (yr) Sex (Underlying disease) dose (days) dose (before/after) ! (ug/ml) | effect logicl effects
i e (g x times) P le PCase iCSase § effect
postoperative wound infection S aureus
12 [65(M (perforated rectum, diffse peritonits) 1.25x2 7 1175 Staphylo?ccus Sp. excellent | eradicated —
intraabdominal abscess P aerusinosa . . 50
13 64| M (cholangiocellular carcinoma, 2.5 x2 7 1350 1. QUGG fair  |unchanged -
R P. aeruginosa + + 50
obstructive jaundice)
. M. morganti
acute cholecystitis .
4|78 (M (choledocholthiasis) 2.5 x2 8 1400 Enteroc(oic)us sp. good |eradicated —
A postoperative wounld'lpfectlon 95 x2 4 1200 E. coli good | unknown _
(acute appendicitis) not tested
cholecystitis C. freundi
16 |66 | M (cholelithizsis) 2.5 x2 4 1200 |E. agglzn_t;zmns good |eradicated -
E. faecalis - - | 313
intraabdominal abscess E. co - +| 1%
7|7 F . 2.5 x2 5 |22.5|E. cloacae + + | 6.25 fair | replaced | platelets
(diabetes, colon cancer) —
P. aeruginosa - + | 1.56
E. cloacae - + | 6.25
localized peritonitis S. sanguis - - 1039 .
4 F (perforated duodenal ulcer, diabetes) 25 x2 5o|%S (=) good |eradicated -
- - ~ <
9 17l F postoperative wound infection 195x2 0 12625 P. acnes <0.025 excellent | eradicated _
(colon cancer) =)
20 |59 F cholecystitis 2.5 x2 5 125.0 [not tested excellent | unknown -
(none)
21 |81 M chalecysitis 2.5 x2 8 [40.0 |not tested ood | unknown —
(choledocholithiasis) ' ' g
cholecystits E. ol S| 3B
21719 (M olecysHt 2.5 x2 8 [ 40.0 | K. pneumoniae + - | 313 | poor | replaced -
(cholelithiasis) ——
E. faecium - - | >100
2|2 M acute (C:;):Sysmls 2.5 x2 10 |50.0 |not tested unknown | unknown -
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Table 2. Clinical effect of tazobactam/piperacillin
Diagnosis Cases Duration Clinical effect . Efficacy rate
(days) excellent good fair poor (%)
Localized peritonitis 1 5 1 1/1
Diffuse peritonitis 4 8~11 1 3 4/4
Intraabdominal abscess 4 5~14 2 2 2/4
Cholecystitis 6 4~13 1 4 1 5/6
Wound infection 6 4~11 3 1 2 4/6
Phlegmon 1 7 1 1/1
Total 22 4~14 5 12 4 1 17/22 (77.3)
Table 3—-1. Laboratory findings before and after administration of tazobactam/piperacillin
Case RBC Hb Plt. WBC |Eos.| GOT | GPT | AL-P t-Bil BUN S-Cr.
no. (x10%mm® | (g/d) | (x10%mm?) | Umm® | (%) | (UMD | WA | AU) | (mg/d) | (mg/d) | (mg/dl)
B 342 10.7 24.2 6100 2 58 23 93 0.71 16.4 0.85
! A 373 12.1 44.9 6700 10 21 15 92 0.64 23.0 0.89
B 405 12.2 38.0 10300 2 13 28 | 104 0.68 10.2 0.98
2 A 411 12.2 28.1 4500 2 13 15 | 107 0.29 9.7 0.83
B 356 10.0 89.7 8200 5 28 29 | *21.9 0.5 11.3 0.8
3 A 366 10.2 91.5 9100 5 31 23 | *18.2 0.4 6.2 0.7
B 462 11.1 10200
! A 433 10.5 4900 1
B 473 15.3 23.0 19500 0 20 9 |1 *7 0.4 6.7 1.1
° A 375 12.2 222 9000 9 36 88 | *6 5.1 0.7
B 427 13.3 43.4 14200 1 22 34 |1*6 0.2 24.7 1.2
6 A 290 9.2 60.6 19700 5 46 58 | *19 0.5 52.1 1.2
B 381 13.0 17.5 4800 3 31 35 | 356 1.31 13.4 1.0
7 A 346 11.6 25.4 8900 56 81 | 255 0.79
B 484 11.4 14.0 5000 0 22 13 0.77 10.2 0.8
8 A 453 10.9 10.3 3900 1
B 396 12.6 33.0 19800 0 33 13 | * 4.7 0.49 6.0 1.0
’ A 360 11.5 52.0 7200 2 36 18 | * 54 0.43 7.5 14
B 454 14.8 6800 0 76 108 | 65 1.0 14.6
10 A 364 11.7 19.0 3800 5 32 24 | * 51 0.23 12.5 14
B 424 13.8 40.5 8600 20 24 | * 6.6 0.9 7.9 0.8
1 A 402 13.3 21.6 7900 4 23 27 | * 74 0.8 11.8 0.7
B: before  A: after *: KA
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GPT (3% 5-§i 34U/ 1—=4% 5- 153U/ 1% 5 %58U/1) O
GiEE R A O, oI M RO B (5
§729.9 X 10/ mm* = 4% 5 H47.0 X 10/ mm* =~ 4% 5- %
66.3X10"/mm*) Z RO 72HY, FLHHETHRISAHEIZE
FEHEIZE L7 (45.8X10"/mm?) o

KA OREFEANE R OTAZE & PIPCORE
ZNZFH2H H1.63¢/ml 5.62u¢/ml, 3HH259.¢/
ml 9.66.g/ml, 4H H3.24pg/ml 13.1g/mlTdh D,
TAZ X PIPCO R I3 I3 T LA TARAI DR & AR
LT\ 72 (Table 4)

J-lactamase R EHITAZIL, PIPCIIALE EEH I L
12 & D Belactamase FEAE TS A L CHUE ) & M5k S &

BT ENRESRTYEY, S EOBREEIIAENER
77.3%C, 5 b p-lactamaseE A HRGAEIFI TIZH R
5, ARG, EHIEITHMEIL56%THY,
IFID FEIEEA TR TPERELU L THL I L2 EET
L, ZIZWMETELHEYEIBONILDEER
SNB, MIFEHFIICE, HHEEIEHT6.7%T,

3 & Blactamase PE AL W O B X 1 20k 8 MRS 5, 4k
T Gl 66.7%) Th » 12, TEHE L 7z4bkh, 28
EMICA 50pg/ml C2RRITWRATHA L TV AH I L%
2 hE, TAZOEEGERD, SHOBKRERNL
LEEIDENI-EEZOND, FEREAORBET
DTAZ L PIPCOEEEHI31:4 T, TAZOREIZ1.6~

Table 3-2. Laboratory findings before and after administration of tazobactam/piperacillin

Case RBC Hb Plt. WBC |Eos.| GOT | GPT | AL-P | t-Bil BUN | S<Cr.
no. (x10Ymm®) | (@d) | (x10Ymm® | Umm® | (%) | @A) | UA | AU | (mg/d) | (mg/d) | (mg/dD)
B 398 12.1 32.2 10900 | 0 29 | 47 | *12.8| 0.7 14.2 1.0
12 A 410 12.2 29.4 7300 | 0 29 | 43 | *106 | 05 14.6 1.0
B 372 11.6 33.9 11800 | 3 28 | 40 | *18.8 | 1.2 19.3 0.8
1 A 362 11.0 16.4 6400 | 0 68 | 62 | *15.7| 1.2 21.4 0.9
B 384 12.7 11.3 11600 | 0 565 | 324 | *16.8 | 4.8 20.0 1.2
H A 327 11.0 14.2 7400 | 6 29 | 44 | *102 | 2.0 24.2 0.8
B
15 .
B 353 11.7 19.2 6000 | 0 27 | 20 | *7.0] 1.1 18.4 1.0
10 A 373 12.8 25.0 4000 | 1 28 | 23 | * 55| 04 18.4 1.0
B 368 11.0 29.9 8800 |2 11 6 | 94 0.4 23 0.8
1 A 331 10.0 66.3 8100 0.3
B 427 9.5 25.9 14300 | 0 10 8 | 125 0.8
8 A 9.2 34.4 7400 |3 16 | 21 | 129 0.5 30 0.5
B 346 10.9 48.5 6100 23 | 24 | 188 0.3 10.8 1.1
1 A 347 11.0 42.7 5600 26 19 | 141 0.3 14.5 0.6
B 367 12.8 18.4 12270 | 3.1 | 289 | 233 | 473 1.7 14.1 0.81
20 A 372 12.6 23.8 3830 | 3.1] 19 | 41 |310 0.6 10.4 0.57
B 414 12.8 16.0 13220 | 0.3 9 6 | 115 1.0 21.7 1.22
2 A 366 11.0 35.3 7840 | 4.3 | 21 11 | 140 0.3 8.2 1.11
‘ B 371 11.4 19.9 20200 10 5 | 203 0.6 16.5 0.9
2 A 371 11.5 64.5 7710 | 0 40 | 25 | 216 0.3 5.9 0.93
| B 498 15.4 19.9 19000 46 | 45 | * 94| 3.8 20 0.7
2 A 388 12.6 47.6 8000 49 | 98 | *152| 0.6 13 0.6
B: before  A: after *: KA
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Table 4. Concentrations of tazobactam and piperacillin in ascitic fluid.
(tazobactam/piperacillin 2.5 g, 1 h DI, bid, 3 days)
Age Sex Concentration (ug/ml)
(yr) Day 2V Day 3V Day 4V
95 M tazobactam 1.63 2.59 3.24
piperacillin 5.62 9.66 13.1

1): before the second dosis on each day

3.2ug/mlTHBIE LD, TAZOWMREBIZHD Rk

BEDE

LbNTWEHDEEZLND,

BIERERED O RT, BRKREMEHR D GOT,
GPTO#E FH & /MO L % 300 7D A TTAZ
PRAIELIETHIEST-REIFZEOLN L 2o
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Basic and clinical studies on tazobactam/piperacillin in surgical infections

Akio Hizuta, Hiromi Iwagaki and Kunzo Orita
First Department of Surgery, Okayama University Medical School
2-5-1, Shikata-cho, Okayama 700, Japan

Hitoshi Takeuchi, Masaaki Kashitani and Eiji Konaga
Department of Surgery, Iwakuni National Hospital

Hiroshi Yamamoto and Eiji Kashihara
Department of Surgery, Fukuyama National Hospital

Hideyuki Kimura and Kazuo Kataoka
Department of Surgery, Okayama Saiseikai General Hospital

Noriyuki Miyake and Tamotsu Ohta
Department of Surgery, Onomichi Municipal City Hospital

Michihiro Kurose and Naohiko Tokuda
Department of Surgery, Tsuyama Central Hospital

Hiroaki Miwata and Sadanori Fuchimoto
Department of Surgery, Chuden Hospital

Takayuki Kitagawa
Department of Surgery, Kitagawa Hospital

Shingo Kamitani and Katsuaki Sato
Department of Surgery, Sato Surgical and Gastroenterological Hospital

Takamitsu Urabe and Hikaru Asakura
Department of Surgery, Hiroshima City Hospital

Junji Kasahara
Department of Surgery, Chugoku Chuo Hospital

A new combined drug, tazobactam/piperacillin, incorporated at a ratio of 1:4 was evaluated
fundamentally and clinically in the field of surgery. The drug was administered to 23 patients with
surgical infection by drip intravenous infusion at a dosage of 1.25 or 2.5 g two times daily for 4~
14 days. Twenty-two cases were evaluated for clinical effect. Excellent efficacy was obtained in 5
patients, good in 12, fair in 4 and poor in 1, and the overall clinical efficacy rate was 77.3%.
Bacteriologically, 26 of 30 strains (86.7%) were eradicated. No subjective side effects were noted
in any case in this investigation, but a slight elevation of GOT and GPT was observed in one

patient, and an increase in platelets was noted in one patient.
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TAZ/PIPC was considered to be useful and safety antibiotic for the treatment of surgical

infections.



