a1s CHEMOTHERAPY oCT. 1994

Tazobactam/Piperacillin® L H 71 B & EERHIRES

Rk I SRERLM
il R A R AT R R

AN - BERE E - PTH W - BRER
JbimE R RS 2R

BIREHE
ALIBEAE S PRERAS A i B R

il —H
FLIE S B AR e 55 1 R

ik i
AL B K2 B SR R IR B A
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Table 1. Susceptibility of clinical isolates to tazobactam/piperacillin and other antibiotics
Test strain S MIC (ug/ml)
. Antibiotics
(no. of isolates) range 50% 90%
S. aureus TAZ/PIPC =0.09~ 100 0.78 25
27 PIPC 0.78 ~ >100 6.25 100
TAZ 50 ~ >100 100 >100
P+T (1 pg/ml) 0.19~ >100 6.25 100
P+T ( 5 pug/ml) 0.19~ >100 3.13 100
P+T (10 pg/ml) =0.09~ >100 1.56 50
P+T (25 pg/ml) =0.09~100 1.56 50
E. coli TAZ/PIPC 0.19~25 1.56 12.5
27 PIPC 0.78~50 3.13 50
TAZ 50~ >100 100 >100
P+T (1 pg/ml) 0.19~12.5 1.56 12.5
P+T ( 5 pg/ml) 0.19~12.5 0.78 12.5
P+T (10 pg/ml) 0.19~3.13 0.78 3.13
P+T (25 pg/ml) 0.19~3.13 0.78 3.13
K. pneumoniae TAZ/PIPC 0.19~25 1.56 12.5
@27 PIPC 1.56 ~100 6.25 100
TAZ 50~ >100 100 >100
P+T (1 pg/ml) 1.56 ~ 100 6.25 50
P+T (5 pg/ml) 0.39~50 3.13 25
P+T (10 pg/ml) 0.19~25 0.78 12.5
P+T (25 pug/ml) 0.19~25 0.78 12.5
S. marcescens TAZ/PIPC 0.78 ~100 12.5 100
27) PIPC 3.13~>100 50 100
TAZ >100 >100 >100
P+T (1 pg/ml) 3.13~100 50 100
P+T ( 5 pg/ml) 1.56 ~ 100 25 100
P+T (10 pg/ml) 0.39~100 12.5 50
P+T (25 pg/ml) 0.39~100 12.5 100
M. morganii TAZ/PIPC =0.09~6.25 0.19 1.56
27 PIPC 0.19~3.13 0.78 1.56
TAZ >100 >100 >100
P+T (1 pg/ml) 0.78~12.5 3.13 12.5
P+T ( 5 pg/ml) 0.39~12.5 1.56 6.25
P+T (10 pg/ml) =0.09~1.56 0.19 0.78
P+T (25 pg/ml) =0.09~1.56 0.19 1.56
P. mirabilis TAZ/PIPC 0.19~12.5 0.39 12.5
(20) PIPC 0.19~25 0.78 12.5
TAZ 100 100 100
P+T (1 pug/ml) 0.39~25 1.56 12.5
P+T ( 5 pg/ml) 0.19~25 1.56 12.5
P+T (10 pg/ml) 0.09~12.5 0.39 12.5
P+T (25 pg/ml) 0.09~12.5 0.39 12.5
P. aeruginosa TAZ/PIPC 1.56 ~ >100 25 100
27 PIPC 6.25~ >100 100 >100
TAZ >100 >100 >100
P+T (1 pg/ml) 6.25~ >100 100 >100
P+T (5 pg/ml) 3.13~ >100 25 >100
P+T (10 pg/ml) 1.56 ~ 100 12.5 100
P+T (25 pg/ml) 1.56 ~ 100 12.5 100

TAZ/PIPC: tazobactam/piperacillin

PIPC: piperacillin

P+T: PIPC+TAZ
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Table 2. Clinical summary of 9 cases treated with tazobactam/piperacillin
Treatment [solated organism Effect .
~ 1 Age s : s Side
Case | ° : Diagnosis Severity Underlying disease before effects
no. (” (type) ! or complications dose | duration | total oute ' clinical bacterio- ;
Sex (gx/day) | (days) |dose (g) after logical | TEMATKS
64 ND
1 P pheumonia moderate — 2.5 x2 11 55.0 | d.iv. ! fair unknown | (-)
ND
6l diabetes mellitus NF
2 \l pneumonia moderate | cerebral infarction | 2.5 x2 15 70.0  [d.iv. ! good | unknown | (=)
’ hypertension (=)
20 mycoplasma NE
31y ph;uin:ma mild - 25 x2 | 7 | 350 |div i fir | unknown | (-)
’ (=)
0 chronic bronchitis diabetes mellitus H. influenzae*
4 ‘F (chronic acute moderate hypertension 1.25x2 7 175 |div i good | eradicated | (—)
exacerbation) urinary tract infection (=)
. chronic bronchitis H. influenzae
b IF (chronic acute mild - 2.5 x2 10 50.0 | d.iv. ! good | eradicated | (—)
exacerbation) NF
secondary infection ischemic heart disease . .
77 | to pulmonary fibrosis hypertension H-influenzac
6 |1 o moderate SO 125x2 | 7 [ 175 |div. i good | eradicated | (—)
M (chronic acute thoracic aortic o)
exacerbation) aneurysm
65 secondary infection S. pneumoniac
7 P to bronchial asthma | moderate | diabetes mellitus 1.25x2 8 20.0 | div. ! good | eradicated | (—)
(acute) (=)
- secondary ‘mfectl‘on cervical lymphadenitis M. catarrhalis*
78 | to bronchiectasis . - . X .
8 P (chronic acute moderate (metastasis of 1.25%x2 2 375 | div. ! unknown | unchanged | diarrhea
. gastric cancer) M. catarrhalis*
exacerbation)
diabetes mellitus E ol
9 73 cystmvs moderate cerebral lnfﬂl.’Cthn 1.25x2 6 12,5 |div. ¥ excellent | eradicated | (—)
F (chronic) hypertension o
ischemic heart disease

ND: not detected

*: B-lactamase-producing strain
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Table 3. Laboratory findings before and after treatment with tazobactam/piperacillin
Case | B RBC Hb | Ht PLTS WBC EOS | s-GOT | s-GPT | ALP | BUN | s-Creatinine
no. |A | (x104%mm® | (g/dD) | (%) | (x10%mm?) | (/mm?) (%) 1) (IU) | AU) | (mg/dl) (mg/dl)
B 407 11.8 |35.9 42.8 10000 0 9 5 268 | 17 0.4
1 A ....... 3 88 111340 ........ 301 ........... 6200 ....... 028 ........ 30 ...... Zbo ..... 16 ........... 05 .......
B 310 10.1 | 29.5 23.4 10800 6.0 10 16 90 20.3 1.31
2 A ....... 3 05 .......... 99 291 ......... 310 .......... 7000 ...... 1 05 ......... 1 1 ........ 1493 ..... 1;(, ......... 118 .....
B 400 12.1 | 35.7 45.9 6300 0 16 15 196 13 0.7
3 A ....... 4 34 131386 ........ 394 ........... 3600 nOtdone ....... 1 7 ........ 17 ...... 195 ..... 12 ............ 0 8 .......
B 354 11.1 | 32.8 19.1 8200 1.0 17 14 137 | 144 0.89
4 A ....... 361 113332 ........ 206 .......... 5100 ....... 17 ........ 1 g ........ 13 ...... 129 ..... 173 ......... 0 98 ......
B 469 14.3 [ 43.5 22.8 10600 1.0 21 24 153 | 14.3 0.76
5 A ....... 4 81 145440 ........ 215 .......... 7400 ....... 20 ........ 26 ........ 25 ...... 155 ..... 138 ......... 075 ......
B 398 12.0 | 354 17.9 8600 4.0 16 14 120 | 19.0 0.75
6 A ....... 4 18 124372 ........ 204 .......... 8300 ....... 3414 ........ 11 ....... 117 ..... 175 ......... 083 ......
B 380 13.2 | 36.0 27.2 10900 0.2 10 15 164 9.5 0.81
7 A ....... 3 74 121349 ........ 230 .......... 8000 ....... 06 ......... 1 0 ........ 16 ...... 155 ...... 96 ......... 089 ......
B 301 10.2 | 29.6 26.4 8400 6.7 20 11 126 15.6 0.74
8 A ....... 3 02 104298 ........ 259 .......... 4400 ....... 5431 ........ 17 ...... 131 ..... 156 ......... 0 78 ......
B 328 10.7 | 30.0 25.0 4400 1.0 16 15 219 41.1 1.56
9 A ....... 3 70 119337 ........ 234 ........... 5000 ....... 36 ........ 21 ........ 22 ...... 2’;0 ..... 368 ......... 157 .....
B: before  A: after
B TAZ/PIPCIE3-5 7 4 ~—¥RHERIZH L TY, GIERE, THIZSIBIE D 7. &%Pfﬁﬁa
BNIMENZH LTS, £ 2 THROICEKDHEME OB BiS&a 65 MBLL, sEf STk L7 1k
H¥EDOIE N % HET L7z S awreus, E. coli, K. [mmt- LR EMOMFHETTHRIGmLL 7_c 2 ;}5, EN b
moniae, S. marcescens, M. morganii, P. mirabilisif O¥12 BRI D HUBRMROES TH -7z RENZL L0

aeruginosalZ BT 5 TAZ/PIPCOMICIHE, PIPC%?EPL’H.
NENTEY, F£72, TAZ 1,510, 25ug/mlRNNIS

BWTIE, ZOREFETITEIIMICIFKRTLAZZ L
2EY, TAZ/PIPCIE NS OWMEIZ A L ARK ORL &
BEERPEBEHIZEDOON-b DB Db,
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Antibacterial activities and clinical studies of tazobactam/piperacillin
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Tazobactam/piperacillin (TAZ/PIPC) is a combined preparation for the injection of tazobactam
(TAZ) and piperacillin (PIPC) at a potency ratio of 1:4. The former is a new J3-lactamase
inhibitor developed by Taiho Pharmaceutical Co., Ltd.. The latter is a clinically utilized drug
which was developed by Toyama Chemical Co., Ltd.. We performed the following studies.

1) Susceptibility

Ranges of MIC and values of MIC5, and MICy, were measured for TAZ/PIPC and its reference
drugs, that is, PIPC alone, TAZ alone, and PIPC+TAZ (combination at a dose of 1 ng/ml, 5 pg/ml,
10 peg/ml or 25 pg/ml) against 182 clinical isolates of seven species. The obtained results were
compared among the drugs. In the comparison of the MIC;( against the seven kinds of bacteria,
that is, Staphylococcis aureus, Escherichia coli, Klebsiella pneumoniae, Servatia marcescens, Morganella
morganii, Proteus wmirabilis, and Pseudomonas aeruginosa, TAZ/PIPC exhibited equivalent or
superior antibacterial activity to its reference drugs, that is, PIPC alone, TAZ alone, and PIPC+
TAZ (combination at the dose of 1ug/ml, 5 pg/ml, 10 pg/ml or 25 pg/ml).

2)  Clinical study

A dose of 1.25 gto 2.5 g of TAZ/PIPC was administered twice a day for 2 to 15 days to nine
patients, eight with respiratory tract infections and one with urinary tract infection. The clinical
efficacy was excellent in one case, good in five, fair in two, and unknown in one.

Concerning the bacteriological effects, Haemophilus influenzae (three strains, two ;3-lactamase-
producing strains), Streptococcus pnewmoniae (one strain), Moraxella catarrhalis (one strain, j3-
lactamase-producing strain) and E. coli (one strain) were detected, and, except for one strain of M.
catarrhalis, five strains of three kinds of bacteria were eradicated.

Concerning adverse reactions, diarrhea was observed in one patient, resulting in withdrawal of

the drug. No abnormal laboratory findings were observed.



