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ENBHEHIREL, REOHMBIILTOLBY TH A,

BERIEGNI 78T, F D) b ERS RN SIEGNIL 756 (LBE2560, HEE276, CHE
23%1), BIWERMMT T SIERIX 766 (LEE256, HEE27HI, CEE246)) Th -7z,

1) EEEF SRRFOSHICEIHMICAELRRY IBO N1 o7,

2)  ERRRHE . SIEBICOERE ER+ AR 1L, LIE92.0%, H#E926%, CHEI1.3%
Td 72, plactamaseE AR & BIEGITOH BT, LETIHT71.4%(5/7), HEETIE
100% (5/5), CEETIZ100% (4/4) Th o720 WETFNLIBMICAEZTET Lo 7,

3) HAHSFMORNE eI, L68.8% (11/16), HEF100% (18/18), CHES75%
(14/16) TH 1, 3EBIAHES I L2 -72000, HEOEGITH DHEEN A L NI,
DM B-lactamase LW DI LI, LEE57.1% (4/7), HEF100% (5/5), CEE75.0% (3/4)
THho7z,

4)  FAVE D BIERNEICE 261 (8.3%) IS D AED SNz, BRBREMED BEZIILEL
B14.0%, HEE1H13.7%, CH20I87% TH Y, BIELEEII[TIZRETH 5L ETLE
100%, HEE100%, CEE875% CTh -7 WINIIWHIZEEEIROON o7,
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179 Z &N RS EB K S % DA EE LR AL D B
% HEB,

QEE LI HAEEE - BHERE L AT 2EH,
OGBSI ST PUER] - PURAIANE S S BRI AER
DegE L DOH HIEF KU TAZ/PIPC X i, PIPCASA
HERRET IS STV B EEB,
®TAZ/PIPCD K N BB % DIE B o

ER=ZVY VRN T R AR CRWAERICT L
V¥ —-DOBFEDD B IER,

DR - B3R UTIFIR L T A AT e 0 B 5 FEHI,
®F Oty, HERBLEMAUT R E L TAEY & 272
HEBI

2. IHERER O IR HIE

BEBEA, REFELRSPCICIERSRIIROLE B
NTH5b,

TAZ/PIPC 2.5g (L#E) : TAZ/PIPC 1.25g (FIffi) * 1 H
2[04% 5-

TAZ/PIPC 5.0g (HE¥) : TAZ/PIPC 2.5g(JJfi) % 1 H 2
[El4% 5

PIPC 4.0g (CE¥) : PIPC 2.0g (FIfii) % 1 A 2[al4% 5-

1B 7V % 1A 20 SEEHE L 72 slisE i
JEHI & LCT1/54 7V % 100~ 300ml O A4 A KR ik,
BRI CUIHERZBED L, 60521 THRS L 72,
F 7, 5 BEETICTAZ/PIPCO RN ARERIZL D
PRt TH b & R,

TAZ/PIPCOLEE L HEEIZ AR NA TV 2R L,
RBWEZCZ— V7 4 VA THE L THR EEIARE
E L7z VEBID&29/54 TV (134 TIVIZT1) %
[ —@EEM 2 L TR EEARE S LHMAI
IO BEE L7z HIERS O HFIZIZ[YP - PIEDFT-RJ
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HEAES IZEN D (172, BN AT S N ERNISHAE
L) 2, BHGERICEAT L7z, S TIREED
ZARHFNEICERF 5 OB VIR E L7z,

SRR EVSTRICTY O -5 - EIESIC
L 72 THLS OERNZ D WT, (BERBGH K OVA
TR, FUERSERMR MR s E (M R E8I%)
W TEERBREITo 72,
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i, EBREROEEE S, BEAEIV, ¥
FORE RS CICHE, FHEZOT—ORERL S
CIZTF — RN OIRIEIC B 72 o 72,
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FEORBANSE, FE2 2 LELIEL)HESTIEoH
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DM TG E2HRIEL T LW & L7, 7272
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T, ZORES TS 4 & ok B % 0 5H
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4. PEEEEH

RGBT OPUAER - URA R ORISR E A 70
1 FOBERIZEEE L 72,

AT FRERA, HRERA, EHHEEHA],
Y- a7 CEHNIEH S LTS A BT LT,
FHRAI, KA, RESIRA, HRMEEFELL
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WPIR R o 4 GRASITIR & 23 2 125), +, —
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14 HEIZEEP DS OME 058, FE, HEHEZ
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T, SEEREIZRAERIGERL, REFHEEEEIND
HWHEIZ DWW TEOHI 2+ L, TAZ/PIPCH L UPIPCIS
9 A MICHIGE I OFB-lactamase FEAE D A HED M it % 17
5720 MICHE K O°B-lactamase E A= D A7 i O Fiffi 32 % %2
TAHE IR AR 7 — iz B
THEMIEEL L7z, B-lactamaseEA M (Ibenzylpeni-
cillin (PCG) & cefazolin (CEZ) % #£E & ¥ b acidometory
disk & O¥nitrocefin & 2£'& & 4 % chromogenic disk % F
WTHE T2 72,

4)  BEBXAR R

Z5W, RS MMIAR®RICERL, BErlEL
AT v F§BEELIZT 1V ARIERKREERSRC
BHTLIEE LT

5) EEPRAMRATTE B K OVFE e s

B IR R AE % Table 11256 > THENE L 72 HBRENZ
512X ) BERREEICEE R BREEA#MIRO oY
i, EEMEUIR S REROMIZEIES S £ Tl
Bl X VBT A T, BRELAEHONEIEH AR
FREE S BER ) E RE R R B ARG (R) 228
E¥HZ kb LT,
6) H&ITEH
FEEEAEIR AR B L 723 i, FodEdR, FERE (R,

R, EE), BIA, A, LERTERRIIOW
TRWTAIEE L, B, EELZDLDIIOVWTIZ
WY R LE L L, W RAER IR O R, HER
FERRRN N O EBR IS S EE b o THRETAZ L
L7,

HRERERK & ORI, HOICERD Y, SoB%
HY, BRHH2L LAY, BRE2VE Ly, %
%L, B (A CHEL,

6. Al ik

1) BERHLRIC L B¥HE

BHERE N CIEBERTITEMZ S UEBEMIZED
FaE DS RHET AL L Lz, MEFNREE
WM&, WA T, W, TNEOLERETH
EXATHEARGEE Lo, BRAIRIZER, A%, X
A5, HEROIER CHEXITHERGRELE Lz, #iE
LEEIIHIHERSCERREHEICL D, €8TH 5,
FIFEETH DL, RRMENH L, MEFS D D4E
We-CHE LT HIEAR E LTz AR R LD
SR EE»MELT, MOTHER, AH, LHH,
AR LO4ER THIE IS EAR R L L7,

2) EFMEERERICLDHE

FEBIOIRE, EBEOGHE, EIFE, BRME, MR

Table 1. Items and schedule of laboratory tests
Day of treatment Before Day 1 Day 3 Day 5 Day 7 Day 14
Items (or discontinued)
Chest X-ray @] O
RBC O O O
Hb O O O
Ht O O O
Platelet O O O
WBC O O O O O
Leukogram O O O O O
CRP O O O O O
ESR (1 h) O O @] O O
Cold hemagglutination O O
GOT @] O O
GPT O O O
Al-P @] O O
Total bilirubin O O O
BUN O O O
S-Cr O O O
Na, K, Cl O O O
Urinary protein O O O
Urinary sugar O O O
Urinary urobilinogen O O O
Urinary sediment O O O
Coombs’ test (direct, indirect) [ ] o
Isolation of pathogen O O O @] @] O

O: indispensable, ~ @: to be examined insofar as possible
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FHIRE, BIERLEE, FRAMEL EICo0 TERME
ZESTHRE SN, HENERIELEMEE L Bs o
e, GERERBEEEM L OHH LM & R L,
EDI—%FT > 72,

7. Key codeDBaHf
FREBOEE % S CIHTEB OREN ThN
%, 3 ba—7—2& YKey codeDFH S h 7z,
8. T — ¥ DM

BENTIE ) VT A M) o ZEIZHEW, F— Y OWE
I U CHM R, &I, FisherE B RE 5
FxH, 252 EEOHEIIBonferroniih & W,
T bE—F—DIRED DL L ITEINLFE T EMR S
ZBWTER L7,

I. ®

1. (RBREA O & 8K

BERFAIAET B & ONABR#E T # o2l FUATEA K
FOHE SN EE I Table 2ICRTEBY, wih
DIFEHF) S R L T,

2. HEREF

BER SN RN GIE B 7851 (LB 2561, HEE2711,
CHE26B) I D W THEBIMGT ZE B & CTHMM S & LT

DBE IR L7,

ZORER, 20 % A B EE (REE6) 0 7- o,
EEAT D SR L 72 Mo 160 % BER IZRES B 60 H
EFE (AT 0 A F) O 720 BR SEAMG K OBE R M
TERMT X G220 5 BRAL L 72 (Table 3)o 8- T, ERER%D
RO BRIRAR A B AR X 8027560 (LBE 2550, HEE27
B, CEE2361), @VER MO RS $137661C
&7z (Fig. 1)

3. AT FINT

AFE & LTyt L2 2 v 7276l 5735
RAEFORAMIIOTIHB O —EME L1,

1) ZW%

JEPIMAI R B 2 SIGBHH LR L O G &I L b b
SNTBW D ST RUTEMER S 08, &5
SHLHRAE O RIEG L S F DA @R 2 7z,

@V S RSAH], &K HBRAE O TR ge1 341,
ZOMIBITH Y, IHBOKEBESHIZHERRY X
TR 5T 7o 72 (Table 4) 6

2) 1k, Fhn, EYEO EE

BEOVW, F£#, IREEDFEIERIZ OV TIER O
AICHELRMED T30 SN - 72 (Table 4) »

Table 2. Test results of tazobactam and piperacillin (Activity)

Activity (%)

Drug
before trial after trial

TAZ/PIPC 1.25 g TAZ 106.8 104.2

PIPC 104.7 104.8

TAZ/PIPC 2.5 g TAZ 105.6 103.8

PIPC 103.5 103.9

PIPC2.0 g PIPC 107.9 104.7

TAZ/PIPC: tazobactam/piperacillin, ~ PIPC: piperacillin, TAZ: tazobactam
Table 3. Reasons for exclusion from statistical analysis

Items Reasons No. L H C
serious underlying disease 2 0 0 2
Efficacy use of corticosteroid for side effect 1 0 0 1
Side effect serious underlying desease 2 0 0 2
Laboratory serious underlying disease 2 0 0 2
findings use of corticosteroid for side effect 1 0 0 1
Usefulness serious underlying disease 2 0 0 2

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x2/day group
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3) B - AOME, ANGHE, RAE
BEOREES - SUHEOHHE, {LFEBREORNRE
,,,,, B O OHFE IOV TIEEM O DM ICH

AR DAL Sl Ao 72 (Table 4) 5

1) BRRAER, BRI AE

IR, MK, WEIEE, WERIROMEIR, PR, 1,
MR T 3, BiKEER, F7 7/ —+¥, Bk, Rk
DWT L 3FM OB BAMIHE LMW 3O 5N %
Mo 7z (Table 5) o 7 BAIEGNIBRIE TR EE O
TEHASFRD H 7z,

5) HZ I K U B-lactamasePE A TR

76FIh R KEAHKE SN DIE506) T, B G
1480, FRAKG6H TES6FRAMR T S L7 (Table
6)o 3-lactamase FEE ASHERR S AL/ b DI 1661 (LEET
f5), HEESH, CEEABI) Tp-lactamaseFEAE L) L D
IRAEG) L 72 A > 72 (Table 7)o 3B OBESA I

HEZRYIIRD N7,

4. EEREDHE

1) SIEGNC B B B R

BIVERNC 3 5 B A SR 0 161 % Bk < BRR R
BARATAT £ 7561 TIE, LEE25BIRERN5HI, Axh18pl,
RRHMIF, BEHIBI TR (ER+ER CUTH
WHE)1292.0%, HEE27FIRFER200, Hrh23sl, =
RLENLIB, EIFITHEINZEIT26%, ChE23BIHE
6B, Hhlsel, LR AP THEINEILII% T
b, 3HEMICHEZIRD LN LD o 72 (Table 8),

2)  RERIENT

(1) A

BHERELRTIE, ARIFRIILEELI00%, HEF94.7%,
CH944% THY, 3HBIHEEEIAROOLNT, %
FHE AT 2 RLEAHEICH L CEWERNICD
o1 FETIEER T ZOMOBEEIIDONWTIE, 3

__|

Efficacy I

. No. Of. patler.xts' No. of patients
included in statistical
. excluded
! analysis
L: 25 L:0
75 H: 27 1H:0
C:23 C:1

No. of patients
included in statistical

Fig. 1.

| analysis
4l Side effects |
L: 25
76 H: 27
Total no. No. of patients C: 24
of patients adopted
L: 25 L:.25 No. of patients No. of patients
78 H: 27 76 H: 27 included in statistical FOLP
C: 26 C: 24 anaysis excluded
4< Laboratory findings JI
L: 25 L:0
75 H: 27 1H:0
No. of patients C: 23 C:1
excluded
] L:0 No. of patients
2H:0 included in statistical
C:2 2 | analysis
! Usefulness l
L:25
76 H: 27
C: 24

Case distribution.
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HEICAEZIRD SN D o7 (Table 9) o
(2) ESEFEDEEREF
EREENTIIIHBICAEEIRDON LD o7

(Table 9),
(3) FHBEEE - BOHE, AIAE, HEREOHEDIEE
IRIES

S - AUHEOR IS, ARGEOR B, (HH
HOFEFHNTEI3HMICAEREIRDON o7
(Table 9) o

(4) FERTAEHFE - ASHAHE B ER R Zh

R AT 4 B3 756150051 (66.7%) TH - 72,
HCRTHBARE - ANBHMER TII3HEBICHEE IO
%7525 72 (Table 9) o

(5)  f-lactamase A T O A B Bl R R %h 5

p-lactamase EEAEH 12 X A JEFI 166, -lactamaseIE
PEAERIC & BIEGI22B1TdH - 7245, 3EEMICHEZEZ
D SN Ao 72 (Table 9) o

5. MIRFME) R

HERIILEE68.8% (11/16), HEE100% (18/18),
CH875% (14/16) TH Y, 3HMICHEE I LD -
7200, HEEOEBI TH DO WA A 5 N7 (Table
10)6

6. AT B R Rh R

AR SR GO IIB AR O ERIE, LE
70.6%, HEE100%, CEO0% CTH V), HEFIILEEICH
LAE(P<0.05) IZEN TV /2 (Table 11), #E2EH R
T, SEMICHBERETIRED SN LD 5/, Blacta
mase JEHE AT (268F) DHEFIILEET714%, HEE
100%, CH91.7%TadH D (Table 12), F7:, B-lacta
masePEAE T (164%) O RFILLEES7.1%, HEE100%,
CHI5%ThH-7h, WIFNLIFHMIAEEITTD
LN Hh o7z (Table 13),

[-lactamase FF PE A B (2 %+ A TAZ/PIPC & PIPC D
MIC (10%ell/mD) {2 AX FE AT W (Fig. 2) DIZxF L, 3-

Table 4. Patient characteristics

Items L H C Statistical analysis

No. of patients 25 27 24

S male 20 20 17 ¥

X female 5 7 7 NS
30~39 1 0 1
40~49 2 0 2

A 50 ~59 3 4 3 H:

ge 60~ 69 7 6 8 NS
70~79 9 13 10
80~ 3 4 0

chronic bronchitis 16 19 19 2.

Diagnosis bronchiectasia with infection 6 4 3 ;S
others* 3 4 2

severe 1 1 1 H:

Severity of illness moderate 20 20 18 Né
mild 4 6 5

Underlying disease no 4 5 7 X%

and/or complication yes 21 22 17 NS

Pretreatment with no 23 26 2 X%
L. . yes 2 1 1

antimicrobial agents NS
unknown 1

. no 11 13 11 X

Concomitant drugs yes 14 14 13 NS

*: old pulmonary tuberculosis with infection: 5 patients
pulmonary emphysema with infection: 2 patients
pulmonary asthma with infection: 1 patient
diffuse panbronchiolitis: 1 patient
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lactamase PE 4 T8 12 %7 3 A TAZ/PIPC ® MIC (10%cell/
ml) (EPIPCO ZFH & ) KRV T &A% & 7z (Fig.

3)

Ik

7. EVEH, BEARRAMRE % O OISR 2
BIVERIIZCRED A ICRED B, FEBIH-8.3% (2/24:
HE O RIE 2 Th o 7oA, SEEMISHEIEL LD

5N H o 72 (Table 14) o

e PR M Al B LB 4.0% (1/25), HEE37%
(1/27), CHE87%(2/23) T3WMICHEEIIRDH
Nhhotz, WEE, LEEK CHEE CIlE& 4 i ERERES
%160, CEECIIATEEERINZ 16, M/ 1B TH

-7z (Table 15)

Table 5. Initial signs and symptoms
Treatment group Statistical
Items Degree .
L H C analysis
~ <37 11 10 7
Body temperature 37~ <38 10 10 11 X
(€ 38~ <39 4 7 4 NS
39~ 0 0 2
- 0 0 0 2.
X -
Cough + 14 10 10 NS
+ 11 17 14
— 0 0 0
+ 4 3 6
+ 15 15 14 X
Volume of sputum W 1 4 0 NS
s 2 1 2
unknown 3 4 2
- 0 0 0
M 0 0 0 X
Property of sputum PM 15 16 14 NS
P 10 11 10
- 15 15 12 2
X
Dyspnea + 9 9 8 NS
+ 1 3 4
- 23 24 22 2.
Chest pain + 2 3 2 X NS
+ 0 0 0
- 2 3 1
+ 17 15 14 X
Rales " 6 9 8 NS
unknown 0 0 1
. - 24 27 23 X
Dehydration N 1 0 1 NS
. - 24 26 22 X2
Cyanosis N 1 1 9 NS
< 8,500 10 12 5
8,500 ~ < 12,000 11 9 12 9.
WBC (/mm®) 12,000 ~ <20,000 3 5 5 X NS
20,000 = 1 1 1
unknown 0 0 1
<20 6 6 5
20~ <40 3 4 3 2.
ESR (mm/1 h) 40~ <60 5 6 5 X NS
60= 10 9 6
unknown 1 2 5
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%8, BERZ O NIRRT ERE 3RS T IEH (27/27) L OCEERT 5% (21/24) TH > 7245, 3EERIC

HVIHEGERTHRESCHICIERIZE L2, HEATBD SN %D - 72 (Table 16) o
MELZ2E I, T3%ETHLIULE(HETHE+ 8. AHHME
13I2HETH D) TLE100% (25/25), HEE100% HH P Table 17126 -> THIE L7 AH DT

Table 6. Distribution of causative organisms

No. of Treatment group Statistical
cases L H C analysis

Causative organisms

Single infection
S. pneumoniae
C. pseudo-diphtheriticum
H. influenzae
M. catarrhalis
K. pneumoniae
K. oxytoca
E. cloacae
P. aeruginosa
A. calcoaceticus

—
Ol e e OO O

NS

S PO = ONUTO W
= = O = R B
SO OO MO N

Mixed infection
S. aureus + H. influenzae
S. pneumoniae + H. influenzae
P. aeruginosa + H. influenzae

Total 50 16 18 16

(=R
—

x*: NS

N W o=
O - O
Do

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group

Table 7. Distribution of causative organisms (3-lactamase producer)

Causative No. of Treatment group Statistical
organisms cases L H C analysis
M. catarrhalis 8 2 3 3 9.
P. aeruginosa 7 5 1 1 X NS
A. calcoaceticus 1 0 1 0
Total 16 7 5 4
L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
Table 8. Clinical efficacy
Treatment No. of Clinical efficacy Efficacy Statistical
group patients excellent good fair poor rate (%) analysis
L 25 5 18 1 1 92.0
p H:
H 27 2 23 1 1 92.6 NS
C 23 6 15 2 0 91.3

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
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Table 9. Clinical efficacy
Items Treatment | No. of Clinical efficacy Efficacy Statistical
group patients | excellent | good | fair | poor | rate (%) analysis
chroni L 16 4 12 0 0 100.0 H:P=0.0445
N °mhc.ti H 19 0 18 |1 o 94.7 LvsH
ronchitis C 18 6 m|1lo 94.4 | U:3xp=0.0531
bronchie- L 6 0 4 1 1 4/6 H:
Diagnosis ctasia with H 4 1 3 0 0 4/4 'NS
infection C 3 0 2 1 0 2/3
L 3 1 2 o] o 3/3 .
others H 4 1 2 0 1 3/4 'NS
C 2 0 2 0 0 2/2
L 1 0 1 0 0 1/1 H:
severe H 1 0 1 0 0 1/1 'NS
C 1 0 0 1 0 0/1
. L 20 5 14 1 0 95.0
%eve“ty of moderate H 20 2 6 | 1|1 90.0 HNS
rness c 18 6 1m 1] o 94.4
L 4 0 3 0 1 3/4 H:
mild H 6 0 6 0 0 6/6 .NS
C 4 0 4 0 0 4/4
L 4 1 1 1 1 2/4 H:

. no H 5 1 4 0 0 5/5 :
Underlying C 6 2 3 1] o 5/6 NS
disease and/or
complication L 21 4 17 0 0 100.0 H:

yes H 22 1 19 1 1 90.9 NS
C 17 4 12 1 0 94.1
L 23 5 16 1 1 91.3 H:
no H 26 2 22 1 1 92.3 .NS
Pretreatment C 29 6 15 1 0 95.4
with antimicrobial
agents L 2 0 2 101 0 2/2 H
yes H 1 0 1 0 0 1/1 NS
C 1 0 0 1 0 0/1
L 11 1 8 1 1 81.8 H:
no H 13 1 12 0 0 100.0 'NS
Concomitant C 11 2 9 0| 0 | 1000
drugs L 14 4 10101 0 100.0 e
yes H 14 1 11 1 1 85.7 'NS
C 12 4 6 2 0 83.3
L 16 5 9 1 1 87.5 H:
known H 18 1 16 1 0 94 .4 -NS
Causative C 16 6 9 11| 0 93.8
organisms L 9 0 9 |0 o 9/9 -
unknown H 9 1 7 0 1 8/9 NS
C 7 0 6 1 0 6/7
L 6 3 3 0 0 6/6
peame | s o s 10| e |
Causative P C 10 5 4 [ 1] 0 90.0
organisms L 7 1 4 |1 |1 5/7
B;fgtam:’se H 5 0 5 101 o 5/5 H'NS
produce C 4 1 3 1ol o 4/4

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
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Table 10. Bacteriological efficacy
Treatment No. of Decreased or Eradication Statistical
rou atiénts Eradicated partially Replaced Unchanged rate (%)* analvsis
group P eradicated 0 v
L 16 11 1 0 4 68.8
2.
X
H 18 17 0 1 0 100.0 NS
C 16 14 2 0 0 87.5
*. (Eradicated + Replaced)/No. of patients
Table 11. Bacteriological efficacy classified by causative organisms (All cases)
Causative Treatment | No. of Bacteriological efficacy Eradication Statistical
organisms group strains eradicated decreased persisted rate (%) analysis
L 0
S. aureus H 0
C 1 1 11
L 3 2 1 2/3
S. pneumoniae H 5 5 0 5/5
C 4 3 1 3/4
L 0
Ghor, || 1]
71 UM C 0
L 6 6 6/6
H. influenzae H 5 5 5/5
C 10 10 10/10 (100.0)
L 2 2 2/2
M. catarrhalis H 4 4 4/4
C 4 4 4/4
L 0
K. pneumoniae H 1 1 1/1
C 0
L 1 1 0/1
K. oxytoca H 0
C 0
L 0
E. cloacae H 1 1 1/1
C 0
L 5 2 3 2/5
P. aeruginosa H 1 1 0 11
C 1 0 1 0/1
L 0
A. calcoaceticus H 1 1 1/1
C 0
L 17 12 5 12/17 (70.6) x2: p=0.094
Total H 19 19 0 19/19 (100.0) | Fisher: L vs H
C 20 18 2 18/20 (90.0) 3xp=0.049

oz

: tazobactam/piperacillin 1.25 g x 2/day group
: tazobactam/piperacillin 2.5 g x 2/day group
: 2.0 g x 2/day group
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Table 12. Bacteriological efficacy classified by causative organism (3-lactamase nonproducers)
Causative Treatment | No. of Bacteriological efficacy Eradication Statistical
organisms group strains eradicated decreased persisted rate (%) analysis
L 0
S. aureus H 0
C 1 1 11
L 2 1 1 1/2
S. pneumoniae H 3 3 0 3/3
C 3 2 1 2/3
L 0
oo ; 1 1 n
C 0
L 4 4 4/4
H. influenzae H 2 2 2/2
C 8 8 8/8
L 0
K. pneumoniae H 1 1 1/1
C 0
L 1 0 1 0/1
K. oxytoca H 0
C 0
L 7 5 2 5/7 (71.4) 2.
Total H 7 7 0 7/7 (100.0) X NS
C 12 11 1 11/12 (91.7)
L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
Table 13. Bacteriological efficacy classified by causative organism (3-lactamase producers)
Causative Treatment | No. of Bacteriological efficacy Eradication Statistical
organisms group strains eradicated decreased persisted rate (%) analysis
L 2 2 2/2
M. catarrhalis H 3 3 3/3
C 3 3 3/3
L 5 2 3 2/5
P. aeruginosa H 1 1 1/1
C 1 0 1 0/1
L
A. calcoaceticus H 1 1 1/1
C
L 7 4 3 4/7 2.
Total H 5 5 5/5 X NS
C 4 3 1 3/4

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group

C: 2.0 g x 2/day group
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Fig. 2. MIC distribution (10*cells/ml, B-lactamase non-producer).

TAZ/PIPC : tazobactam/piperacillin, PIPC : piperacillin
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Fig. 3. MIC distribution (10*cells/ml, B-lactamase producer).

TAZ/PIPC : tazobactam/piperacillin, PIPC : piperacillin
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Table 14. Side effects

Treatment group L H C Statistical analysis
No. of patients 25 27 24 )
X
No. of patients with 0 0 2 NS
side effects (%) (8.3)
Eruption 2
L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
Table 15. Abnormal laboratory findings
Treatment group L H C Statistical analysis
No. of patients 25 27 23 )
X
No. of patients with abnormal 1 1 2 NS
laboratory findings (%) (4.0) 3.7 8.7
Abnormal laboratory findings
eosinocyte 1 1 1 1
platelet 1 1
L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
Table 16. Overall safety rating
Treatment N(?. of Safe Almost Safety slightly Not safe Statlstl(':al
group patients safe doubtful analysis
L 25 24 1 0
(96.0%) (100.0%)
H 27 26 1 0 H:
(96.3%) (100.0%) NS
C 24 21 0 2
(87.5%)
L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group
Table 17. Criteria for assessment of usefulness
Side effects and Clinical efficacy
laboratory abnormalities excellent good fair undecided
No + -+ + ?
mild + + + ?
Yes moderate + + - -
severe - - - -
+: markedly useful  -+: useful  *: slightly useful — —: useless  ?: undecided
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HHE+HER)IZLE92.0% (23/25), HEE92.6% (25/27)
K OCHETI2% (19/24) TH » 1295, BRI HZ=
13388 5N A5 72 (Table 18) o

m % =

EER0 B O N A 15, BHRAEIRrEL
TAHBURERGE G E LT, TAZ/PIPCOEHE
B5EXWEOS TS0, L, HEE L PIPCR 3T,
SHEH O LB 1T 5 720

AHENI EEOMB A ELET 5 B-lactamase ¥ A id 1k
9 5 B-lactamase [HEHI TAZ % PIPCIZ 14D E & IZAL &
L T, PIPC% fB-lactamasef&ITMEICT 5 & 2L
THEINZLDTH D, it> T, TAZ/PIPCIES-
lactamase BEAER IZ4F L CTEMr RET A2 EZ DN
B-lactamaseFE AT DM BIZHE L, HERIED SN
726

ARH) O FBE R OB R RBR OB H400E A AR L2
WEFRRARLRREOHEL VR T 2 12BVWT
WMESNY, BRDEIZB T, 28R OE IR
BERPECTENEFNGL.8%,86.1% DERETH - 72,
¥ 72 fB-lactamase FEEAEH IZ X Z B TIE, 2PEIPIE 2
TR SE T89.3% (25/28), T 7212 VEIF-UR 85 /K YL fiE T
87.2% (34/39) TH V) B-lactamaseHEVEH % It L T
P-lactamase AR ELEFIZ A L TOEVENER L H
TR 7.

ARER OIS ICPIPCH #E L - B HIZ, OAH
DEERDTHAPIPCE A ET L EI2LD,
PIPCILTAZEELA L-BEE VM TE 528, QIL
CEERBYICHER SN, R - REUPHILLTWD D
L, OBUHREBREEBL O ZOELREREICHT S
BEAHHZE, THhH,

F/-HEL LT, PIPCEHHE(4.0¢/8) % v,
ARFNE MR BFEGE & £ & 3 5 PIRME R GE (23
54— 7 RBOBEY L), HEFANEL, Lrd
AL AFE 5259/ H (BRE : 88.6%) £ 5.0g/
HCAE#¥ :833%) O _RAE*HV, 3EMOLEKE
o172,

RAERTIE, 78BIAEHFEIN, 3PV AELHBITH
272, $%bbH, PIPCH2BIIXBEBREED-OFX
BAEBIE LT, ETORTIELOBIL, o
PIPCEE 1B 3 RBHBIO -0 AF 04 FEHBLED
T, WEERE L THRRMES L CHRREERE O
PR G S BRAL L 720

FEEHTIE, BEAEXRIIBVT, 3EMICER
RO ZTHEEVROON, SEHKTITo 4
RLEVHEEICH L TEWEMIICS o 72, ZHud, LB
BB R 2720 &2 b7,

EHATH L AR O BB S5 720, &
SEBOEEEIIPEEL T L LD, EBRINE
BIO o4 %, HEEIE (5861), FE (1561) B L OVHEIE (3
Bl) Td -7z FEIEERIERRS RSB/ THEAIL
ROLNR DT,

RREHVHECTH L Z L Z2RH & L7225, REEAS
BT BRYSERAHRECHFFEC & 5 b DI3IRA
E L7, BEARBHEGIIS0BTH - 7275, FOFRK
RRIILEER7.5%, HEF94.4%, CEE93.8% T, 3EEM
THEENBDON Lo T2,

RREPMEERETIE, 56k Sh, Hof
DHAETHRE SN/, HEFIZLEIZ L THE (3Xp=
0.049) IZEN T/,

B-lactamase3EFEAEH COMRBRIILEET1.4% (5/7),
HEE100% (7/7), CHE91.7% (11/12) TH Y, T3
lactamase FEAE R T OBEHFIILBES7.1% (4/7), HEE
100% (5/5), CHE75% (3/4) ThH o7z, 72, BB
N72568KD 9 L Bulactamase EEA: O AT S N7z
DIT42¥ TR 113168k (38.1%) TdH » 72, 3-lacta-
maseJF AW (24§ 5 TAZ/PIPC D MIC (10%cell/ml)
EPIPCOMIC L T E A EED T OIZH L, 3lac-
tamase P 2E B2 X 5 TAZ/PIPCOMIC (10%cell/ml) &
PIPCOMICL N X5 H K<, TAZOBEREZDE A S
MR ENTzhs, WEMEDS Y CAERETR VY
728 7% o 72 (Fig. 2, 3)o 4 Blacidometryi® TllE &
NCHRRIE, 118%H Y, 09 LPCGH L UCEZBM
Db D% B-lactamaseIEELER & 5 L, 64 (Mora-
xella catarrhalis 5%k, Pseudomonas aeruginosa 14%) &
VK RAERLERT 5121335124 { DB lacta-
mase & LA IC L ZIEBALE L EZ SNz, B
WCTE&hno2bDxAbE, LEESKRTHNRIZ Strep-
tococcus pneumoniae 11k (TAZ/PIPCOMIC: 3.13.g/ml),
Pseudomonas aeruginosa 3 ¥k (TAZ/PIPC ® MIC: 0.39,
6.25, 50ug/ml) , Klebsiella oxytoca 1 ¥k (TAZ/PIPC ®
MIC: 100pg/ml) T&H V), CHE2HETS. prewmoniae 1k
(PIPCOMIC: 3, 13ug/ml) 3 £ U, P. aeruginosa 1%k
(PIPCOMIC: 1.56pg/ml) TH -7z, —F HETII &
THRHEINTBY, TAZ/PIPCOLIAES &L LT,
508 LEEEZ LN,

RIVEF B L ClE, TAZ/PIPCTIILEE K OHEE LI
RBBIDBE SN h o 7oh, HED LRI Y L 0fHE
TIRITEAREBEIR, 1882597T2.7% (7/260),
5.06T3.6% (21/583), &K T3.2% (29/904) Td -
720 TTZPIPCTIL2BIDFE N ZRD S NN, HHED
PRI LD TIIERTI71% (47/1266), %
$£131.58% (20/1266) TH N, EMERAZEHEEIZB WV
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Table 18. Usefulness
Usefulness
Treatment No. of - Usefulness Statistical
group patients ms;l;?ﬁ]y useful Slilsg:fﬂi’ useless rate (%) analysis
L 25 5 18 1 1 92.0 H:
H 27 2 23 1 1 92.6 -NS
C 24 6 13 1 79.2

L: tazobactam/piperacillin 1.25 g x 2/day group
H: tazobactam/piperacillin 2.5 g x 2/day group
C: 2.0 g x 2/day group

T, TAZ/PIPCEPIPCE OMIZEREIZVWEEZ LN

725

FRARAR AR R 2B LTI, LEERUHBED & 161012
RFERERIEANATEE S S, CRETIIAFERERNS I & OVIfL /s
WA & 12380 Sz,

TAZ%PIPCIZE AT 5 2 & 12 & B &R K OSBRI
BRAEEREOMINIBO SN a7,

M EDHHREEL D, BMEERGEIH L TTAZ/
PIPCIZ1 H5.0g(52) DR & TH WK REL L %
SEUASHRETE, AAEEEAE LWL 22
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A dose-finding study on tazobactam/piperacillin (TAZ/PIPC), a combination of a new j3-
lactamase inhibitor, tazobactam (TAZ), and piperacillin (PIPC) at a ratio of 1:4, was conducted
by comparative design in patients with chronic respiratory tract infections. The low dose group of
TAZ/PIPC (group L) received TAZ/PIPC at a daily dose of 2.5 g (b.i.d.). The high dose group of
TAZ/PIPC (group H) received TAZ/PIPC at a daily dose of 5.0 g (b.i.d.). The PIPC group as a
control (group C) received a daily dose of 4.0 g of PIPC (b.i.d.). Drugs were administered by
intravenous drip infusion for 14 days.

The total number of patients entered in the trial was 78, of which 75 patients (25, 27 and 23 in
groups L, H, and C, respectively) were evaluable for clinical efficacy and 76 (25, 27 and 24 as
grouped and ordered above) for side effects.

1) The patient characteristics were well balanced among the three groups.

2) The overall clinical efficacy rates were 92.0% for L, 92.6% for H and 91.3% for C. The
clinical efficacy rates in patients infected with j3-lactamase producers were 71.4% for L, 100.0%
for H and 100.0% for C. There was no significant difference among the three groups.

3) The bacterial eradication rates were 68.8% for L, 100.0% for H and 87.5% for C.

All causative organisms in group H were eradicated, but there was no significant difference
among the three groups. The eradication rates of 3-lactamase producers were 57.1% for L, 100.0%
for H and 75.0% for C.

4) Side effects were observed in only 2 patients of group C. Abnormal laboratory findings
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were observed at rates of 4.0%, 3.7% and 8.7% in groups L, H, and C, respectively. There was no
significant difference in the two categories of safety evaluations (symptoms and signs, abnormali-
ties of laboratory findings). The overall safety ratings (safe and almost safe) were 100.0%,
100.0%, and 87.5%.

5) The usefulness rates were 92.0% for L, 92.6% for H, and 79.2% for C, with no significant
difference among the three groups.

As mentioned above, the eradication rate was highest in group H, and there was no significant
difference in safety among the three groups.

Therefore, a daily dose of 5.0 g (b.i.d.) of TAZ/PIPC was considered to be appropriate for
chronic respiratory tract infections.



