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Table 1-1. MICs of tazobactam/piperacillin and other antibiotics against clinical isolates
Organism MIC (ug/ml)
(no. tested) Range 50% 90%
tazobactam/piperacillin 0.5~8 2 4
S. aureus piperacillin 0.5~64 4 16
(MSSA) clavulanic acid/ticarcillin 0.5~4 2 4
(24) cefotiam 0.5~2 1 1
cefoperazone 1~8 2 2
tazobactam/piperacillin 0.016 ~2 0.016 2
S. preumoniac piperacillin 0.016 ~2 0.016 2
o ©3) ¢ clavulanic acid/ticarcillin 0.25~>32 0.5 32
. cefotiam 0.016~2 0.063 2
cefoperazone 0.016 ~2 0.063 2
tazobactam/piperacillin 0.016~1 0.125 0.25
S. milleri arou piperacillin 0.016~1 0.125 0.25
’ (2%) p clavulanic acid/ticarcillin 0.25~8 2 4
cefotiam 0.031~0.5 0.25 0.5
cefoperazone 0.016~1 0.25 0.5
tazobactam/piperacillin 2~4 2 4
e piperacillin 1~2 2 2
E-f ““"lgg) clavulanic acid/ticarcillin 32~ 64 64 64
’ cefotiam 32~>64 64 > 64
cefoperazone 16 ~ 64 32 64
tazobactam/piperacillin 0.031 0.031 0.031
. piperacillin 0.031~0.25 0.125 0.25
M®). “(’;“1’)”'””‘“ clavulanic acid/ticarcillin 0.031~0.25 0.125 0.25
cefotiam 0.5~2 1 1
cefoperazone 0.25~4 1 2
tazobactam/piperacillin 0.016 ~0.125 0.016 0.125
H. influenzac piperacillin 0.016 ~0.125 0.016 0.125
' (18) clavulanic acid/ticarcillin 0.063~0.5 0.125 0.25
cefotiam 0.25~4 0.25 1
cefoperazone 0.016 ~0.063 0.016 0.063
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HTAZ/PIPCOILHIINE1 ~32,g/mICCPZE N %5 b
DD, WO L Y EILTH,

P. aeruginosal 2349 % TAZ/PIPCOILHE 131~ > 64
pg/mlE PIPC & [W % THUO 35#] & ) LTz,

A. calcoaceticus |2 xF$ 5 TAZ/PIPCOYLHE 1134~
>64/g/ml TCVA/TIPCIZRWTHENR T W,
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Table 1-2. MICs of tazobactam/piperacillin and other antibiotics against clinical isolates
Organism MIC (pg/ml)
(no. tested) Range 50% 90%

tazobactam/piperacillin 1~16 2 8
E. coli piperacillin 1~>64 1 > 64
’ 18) clavulanic acid/ticarcillin 0.5~64 2 32

cefotiam 0.063~0.25 0.125 0.25
cefoperazone 0.063 ~2 0.125 1
tazobactam/piperacillin 2~>64 4 8
. piperacillin 2~>64 16 >64
K.p neurzﬁzo (gzae clavulanic acid/ticarcillin 4~>64 8 32
cefotiam 0.125~ >64 0.25 2
cefoperazone 0.125~64 0.25 4
tazobactam/piperacillin 1~>64 16 >64
E. cloacae piperacillin 1~>64 64 >64
’ an clavulanic acid/ticarcillin 2~>64 16 >64
cefotiam 0.125~ >64 16 >64
cefoperazone 0.063 ~ > 64 2 > 64
tazobactam/piperacillin 1~32 4 8
S. marcescens piperacillin 2~>64 4 32
’ ©2) clavulanic acid/ticarcillin 1~64 8 32
cefotiam 0.25~>64 32 >64
cefoperazone 0.063 ~ 32 2 8
tazobactam/piperacillin 1~>64 4 >64
P. aeruginosa piperacillin 1~>64 4 > 64
’ g(z 0) clavulanic acid/ticarcillin 1~>64 32 >64
cefotiam > 64 > 64 > 64
cefoperazone 1~>64 8 >64
tazobactam/piperacillin 4~>64 8 32
. piperacillin 4~>64 16 >64
A. calcoa(;it;cus clavulanic acid/ticarcillin 2~32 8 16
cefotiam 16~ >64 64 >64
cefoperazone 4~ >64 32 >64
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Table 2. Clinical response to tazobactam/piperacillin in respiratory infection

Age * Sex Dose Chest Side
No. | 286 * 9X1 Clinical diagnosis | (days) | Bacteriology | BT WBC CRP ESR Efficacy | effects
BW (kg) X-ray
Total Remarks
acute bronchitis . . =
2.5 gx2 | H. influenzae 10° { 38.5 9600 8.96 116
63« M base of no
1 66.0 olyarteritis (@ days) : l ! : ! remarks good (=)
: poly 20 g NF 37.7 8000 NT NT 4
nodsa
pneumoma 4 5 5 o %2 NF 36.4 22300 3.77 NT
72+ M bases of .
2 605 llung carcinoma and (15 days) l l l l |l |improved | good (=)
: £ T NF 36.7 11800 1.03 20
prostata carcinoma
72« F 2.5 gx2 | H. influenzae 2+ {37.3 7800 8.93 103
3 351 pneumonia (14 days) 1 l ! 1 | | improved | excellent (=)
' 67.5¢g NF 36.9 5200 0.35 NT
19« M pneumonia 2.5 gx2 | H. influenzae 10°|38.7 13500 NT 30 fever
4 67.0 base of (6 days) 1 ! 1 l | | improved | excellent | Eos. T
’ bronchial asthma 25¢g NF 36.7 4900 NT 20 GPT 1

NF: normal flora  NT: not tested

Table 3. Clinical laboratory findings

Differential count of WBC

\ RBC i it WBC PLT
1 (x10% i (x10%/ | Baso. | Eosino. [Neutro. |Lympho.| Mono.
m?) | ° ol e | @l | | @ | o

(x10%

GOT | GPT | ALP | T-Bil | BUN | Creat. | Na K a
(IUL) | QUL) | AUL) | (mg/di) (mg/d)) | (mEq/l) | (mEq/} | (mEq/l)

BlA|B|A|B|A|B|A|B[A|B|A|B|A|B|A|B|A|B

B{A|B|A|[B|A|B|A|B|A|B|A|B|A|[B|A[B|A

1(255 (289 | 8.3|9.0 (24.1{27.1| 96| 96| 0 [ 1|5 |5 (86{78|6 |8 {27 [49.2

3.9 24 | 38 | 26 | 36 |261(338]0.5)0.4 28 |25 |1.39]1.36|131 |133|4.8]4.7]9% | %

2| 384 1416 (12.3]12.9]35.9(38.4| 223 | 118 | 0 | 1] 1

w
=)
531

T 1019 (44 [509

43614 110 [ 10 | 11 [263[206{0.3 |0.6 | 11 | 11 {0.890.93|136|138|4.0 |4.1 {101 {102

31380 383 |11.4(11.2(33.8{34.8] 78 | 52 [0 )1 |5 2%(27]|98 6

o
=
=
o

40.3

517128 |23 | 14 | 15 |242(224{0.4{0.3] 13 | 10 {0.79]0.69)134 136 {4.0 4.6 | 95 | 97

4 (515 | 485 [14.7|13.6/44.5)41.1{ 135 [ 49 [ 0| 0 | 1 |10179{34 |14 [47]6

=Y

34.4

31.2 22 | 21 | 21 | 41 {177|167{0.900.3 [ 12 | 11 [L.04(0.89|137|1414.3]4.9 96 |105

B: before  A: after
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Basic and clinical studies on tazobactam/piperacillin
in respiratory infections

Hiroshi Fukuhara, Jun Inadome, Tomokazu Kakazu, Hiroaki Nakamura,
Hiroshi Kaneshima and Atsushi Saito
First Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
207 Uehara, Nishihara, Okinawa 903-01, Japan

Nobuchika Kusano, Isamu Nakasone, Yoshiko Furgen, Shinko Taira
and Seitetsu Hokama
Central Clinical Laboratory, University of the Ryukyus Hospital

We performed basic and clinical studies on tazobactam/piperacillin (TAZ/PIPC) , a new
formulation of the f-lactamase inhibitor tazobactam (TAZ) and piperacillin (PIPC), and the
following results were obtained.

1. Antimicrobial activity:

The minimum inhibitory concentrations (MIC) of TAZ/PIPC against a total of 257 clinically
isolated strains of 12 species were measured and compared with those of PIPC, clavulanic
acid/ticarcillin (CVA/TIPC), cefotiam (CTM) and cefoperazone (CPZ), using the MIC2000
System (Dynatech Laboratories).

TAZ/PIPC showed stronger bactericidal activity than PIPC and CVA/TIPC, and much stronger
activity than CTM or CPZ against gram-positive bacteria, but CPZ showed much stronger activity
than TAZ/PIPC against gram-negative bacteria.

2. Clinical study results:

TAZ/PIPC (5 g per day) was given to three patients with pneumonia and one with acute
bronchitis, for 4~ 15 days. Clinical response was excellent in two patients and good in two
patients. Mild fever was observed in one patient. Abnormal laboratory findings were observed in
one patient with eosinophilia and elevation of GPT, but these were transient.

From the above results, we consider TAZ/PIPC to be a useful antibiotic for the treatment of

respiratory tract infection.



