VOL. 58 S-1 Wi 42k $ % TAZ/PIPC (1:8) DIbiitEr 29

[RE - B&K]

B 2 a4 & L 72 tazobactam/piperacillin (Bd&Ib 1 : 8 A o
ceftazidime B8 25 TIT AH M el

ou w-EKR B THO&EY - R HAY
V20 =N E T S A ] IR Sl S A

Y RE RSN R A FE T DU A RE 28 B SR AR P
TR AL S HE R SR R R BE N R

U ERPE R R R

Y HEFIR A2 R 2 TR R I e 7

¥ HAR Ak R ISR A B

O RRFR AR S e PR R JE AR BT JE R R e S
DRI R PRI E Ao TR B (A
¥ R R R R R

F AR S A 2 B G NE)
FH)

CFHE 21 4 6 F1 30 HA2 A - P 21 47 11 13 24 H23)

B-7 7 ¥ < —¥HEAIBAEDOR= ) ¥ ZPuHH tazobactam/piperacillin (TAZ/PIPC, Bl&I1:
8 WA OWHMKICH T 2 H%MEB L O LM% 5 lis % HIT, ceftazidime (CAZ) % AfHESEL L
THAEBALENS - S Mol B He % i 2 46 ) 2B 2 CMET L 720 TAZ/PIPC % 1 0145 ¢, 1 H 3 [al4%5
(TAZ/PIPC#), HAHWIZCAZZ 1M 2g, 1H2M%S (CAZH#) &L, Wi &5HMHIIRE 14
HE ORiEE) & Lz BONEHEEUTOEB) Tho 7.

1. BRRRIE - $e 58 TR O3 Ik EE Co AR ®IE, TAZ/PIPC # 91.3% (95/104 B1) B X O° CAZ
#E89.9% (98/109 1) T&H Y, TAZ/PIPC @ CAZ \Zx$ B HEM B DIELMAME S izo HERT
7 HETORREIE, TAZ/PIPC # 90.8% (89/98 #) X U° CAZ # 84.8% (89/105Bl) TdH -7z,

2. MRFRIR © HGH TR OUIHIERE TOBE T OW ORI, TAZ/PIPC # 100% (45/45
Bl) BXOCAZ B 93.8% (45/48 B), WOIHE (WHEE) & TAZ/PIPC # 100% (49/49 ¥k) B L
CAZ B 94.0% (47/50 ¥k) TH - 720 G T 7 AL TORE T L OB OWJHIZ, TAZ/PIPC £ 100%
(40/40 1) 3 X O CAZ £ 95.7% (44/46 1), W oM E (W iH &%) 1& TAZ/PIPC # 100% (44/44
) BXUCAZBE958% (46/48#%) TH -7z

3. &tk BIVEMZEBIERIE, TAZ/PIPC # 49.3% (67/136 1) 3 & U° CAZ B 37.0% (51/138 f5l) T
Hotze T, HEMEMEREEZEIBERIE, TAZ/PIPC # 272% (37/136 1) B X U CAZ # 31.9%
(44/138 f51) TH Y, WINLMERICHEZIIED SNLh o7z,

DRI D, TAZ/PIPC (Fi&th1: 8 #%]) 1M45g, 1 H 3mEG1%, i KEZ OWEGH
B LTECWEMMESIFFTE 5,

Key words: tazobactam/piperacillin, ceftazidime, community-acquired pneumonia,

randomized clinical trial

Tazobactam/piperacillin (TAZ/PIPC, —fk% : ¥ VN2
FAFPMITA-EXRTYYYFNYTA) X, BT %
< —YHEATH L5 VNy &L (TAZ) LIEBHE AR
MVAERTAZR=ZV) Y RERETHLIERT VY ¥
(PIPC) % 1flilt 1 : 8 DHIETERE L-EHHNEETH S
(Fig. 1o TAZ T KMESE G TEMXSHCRIR SNz B-5 7
yx—YHERTHY, SEMEIEETLEIR=V Y F—F

(PCase), 772 AK1) F—+(CEPase), + ¥ 13 /%
77uARYF—¥ (ClassA, CBIUDIHYLT S B-F
sy <—4¥) BLXUOKERRELENB-5 7/~ —F
(ESBL : extended spectrum Blactamase) %D -5 7 ¥ < —
e R HEST 2 &) M E AT %" PIPC I3EI
LT EBRREHTHE SN ARV ) VRHETH D,

TR RWEED 7T AR SRR E S 7 T LB

R Rl 7 T R RE DR BT 4-1



30 H A& AL & %% & M

B

MAR. 2010

=

Tazobactam (TAZ)

HSC/\N/\
o ' con N o .
) N 0 I con
N /’\N/ N\ 6} :
N 0 HN H N CH
¢ e \—/ H oy s
N N-- CH,

Piperacillin (PIPC)

Fig. 1. Chemical structure of tazobactam (TAZ) and piperacillin (PIPC).
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Table 1. Patients per analysis
TAZ/PIPC CAZ
Subjects 139 140
Valid for safety analysis 136 138

Valid for efficacy analysis

11 121
FAS: Full Analysis Set 3

Valid for efficacy analysis

104 109
PPS: Per Protocol Set
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Table 2. Patient profiles

Subjects (%)
Classification Parameter Test *!
TAZ/PIPC (N = 104) | CAZ (N = 109)
Male 82 (78.8) 79 (72.5) Fisher:
Gender
Female 22 (21.2) 30 (27.5) p = 0.339
16-< 20 1(1.0) 0
20-< 30 1(1.0) 6 (5.5)
30-< 40 7(6.7) 15 (13.8) .
Wilcoxon:
40-< 50 7(6.7) 8 (7.3)
p = 0.095
50—-< 60 17 (16.3) 17 (15.6)
60—-< 70 30 (28.8) 26 (23.9)
Age (yr) 70-< 80 41 (39.4) 37 (33.9)
<65 46 (44.2) 52 (47.7) Fisher:
65 = 58 (55.8) 57 (52.3) p = 0.680
Mean = SD 63.3+14.0 59.0+16.3 .
median 66.0 66.0 ’
i p = 0.039
min — max 19 =79 23—-79
< 50 35 (33.7) 28 (25.7) .
Wilcoxon:
50—<< 70 56 (53.8) 68 (62.4)
p = 0346
70 < 13 (12.5) 13 (11.9)
Body weight (kg)
Mean £ SD 55.66 £ 11.85 56.74 +10.64 "
median 54.75 55.00 ’
. p = 0484
min — max 32.5-111.0 37.5—87.2
. . Pneumonia 103 (99.0) 108 (99.1) Fisher:
Diagnosis i X . _
Pneumonia + Septicemia 1 (1.0) 1(0.9) p = 1.000
. . . Moderate 98 (94.2) 102 (93.6) Fisher:
Severity of infection i
Severe 6 (5.8) 7 (6.4) p = 1000
No 22 (21.2) 17 (15.6) Fisher:
Yes 82 (78.8) 92 (84.4) p = 0376
Influence of underlying disease
o D Mild 30 (36.6) 51 (55.4) )
and/or complication to infection Wilcoxon:
Moderate 47 (57.3) 40 (43.5)
p = 0.007
Severe 5(6.1) 1(1.1)
) No 57 (54.8) 71 (65.1) Fisher:
Anamnesis
Yes 47 (45.2) 38 (34.9) p = 0.161
Antimicrobial agent just before No 86 (82.7) 90 (82.6) Fisher:
the study Yes 8 (17.3) 19 (17.4) p = 1000
. No 8 (7.7) 4(3.7) Fisher:
Concomitant drugs
Yes 96 (92.3) 105 (96.3) p = 0244
. No 39 (37.5) 45 (41.3) Fisher:
Concomitant therapy
Yes 65 (62.5) 64 (58.7) p = 0579
<37 4(3.8) 7 (6.4)
37-< 38 25 (24.0) 31 (28.4) Wilcoxon:
38-< 39 43 (41.3) 42 (38.5) p = 0270
Body temperature () 39 = 32 (30.8) 29 (26.6)
Mean £ SD 38.48 £0.81 38.29 £0.88 "
median 38.60 38.30 ’
. p = 0.103
min — max 36.4—40.2 36.4—40.4
<4 24 (23.1) 28 (25.7) )
Wilcoxon:
4-< 6 63 (60.6) 65 (59.6)
p = 0618
6= 17 (16.3) 16 (14.7)
Chest X-ray findings (point)
Mean = SD 43+13 43+1.2 ¢
median 4.0 4.0 ’
i p = 0.930
min — max 1-8 1-7
(Continued)
720 TIEBI OFGAE TR I IERE S X OG- T 7 BRI

—7, B RGRC B-T 7 ¥ — ARSI SN B 2 BEHERE MR AR, $58 TR IOI R IERR



*IFisher: Fisher's Exact test, t: Student’s t-test, Wilcoxon: Wilcoxon rank sum test

Table 3. Clinical efficacy at end of treatment
D N Efficacy EfficacyV Difference in clinical Difference in clinical
ru;
& effective poor (%) efficacy? (%) efficacy (%) 95% CI®
TAZ/PIPC 104 95 9 91.3
1.4 [—64,93]
CAZ 109 98 11 89.9

Efficacy = “effective’ / “effective and poor” X 100
YDifference in clinical efficacy = TAZ/PIPC group — CAZ group

3)CI: Confidence interval
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Table 2. (Continued)
Subjects (%)
Classification Parameter Test *!
TAZ/PIPC (N = 104) CAZ (N = 109)
< 10,000 18 (17.3) 18 (16.5) i
Wilcoxon:
10,000 —<< 20,000 76 (73.1) 79 (72.5)
p = 0.764
20,000 = 10 (9.6) 12 (11.0)
WBC (/mm?)
Mean = SD 13,542.8 £4,705.2 14,019.7 £ 5,238.3 ¢
median 13,135.0 12,870.0 '
3 p = 0.486
min — max 3,330~ 31,800 5,300 — 33,300
<10 38 (36.5) 24 (22.0) )
Wilcoxon:
10 =-< 20 44 (42.3) 58 (53.2)
p = 0.061
20 < 22 (21.2) 27 (24.8)
CRP (mg/dL)
Mean = SD 13.82+9.32 16.27 = 8.35 ¢
median 12.10 15.19 '
i p = 0.044
min — max 0.9—-43.0 1.6—37.8
- 65 (62.5) 56 (51.4) i
Wilcoxon:
Dyspnea + 21 (20.2) 37 (33.9)
p = 0.245
2+ 18 (17.3) 16 (14.7)
M 21 (20.2) 24 (22 0)
PM 35 (33.7) (38.5) Wilcoxon:
Property of sputum
P 35 (33.7) 31 (28 4) p = 0.446
Unknown 13 (12.5) 12 (11.0)
- 12 (11.5) 12 (11 0)
+ 57 (54.8) (51.4) )
Wilcoxon:
Volume of sputum 2+ 24 (23.1) 34 (31 2) = 0775
3+ 10 (9.6) 6 (5.5) p==
4+ 1(1.0) 1(0.9)
- 6 (5.8) 14 (12.8) i
Wilcoxon:
Cough + 80 (76.9) 73 (67.0)
p = 0617
2+ 18 (17.3) 22 (20.2)
. - 71 (68.3) 69 (63.3) Fisher:
Chest pain
+ 33 (31.7) 40 (36.7) p = 0473
- 35 (33.7) 24 (22.0) )
Wilcoxon:
Rales + 51 (49.0) 64 (58.7)
p = 0128
2+ 18 (17.3) 21 (19.3)
L - 70 (67.3) 84 (77 1) Fisher:
Shivering
+ 34 (32.7) (22.9) p = 0127
Mean = SD 92.80 £4.80 93.22 £3.62 t
Oxygen saturation (SpO2) (%) median 94.00 94.00 o 0,480
min - max 60.0—98.0 81.0-99.0 L
- 82 (78.8 82 (75.2 Fisher:
Dehydration (78.8) (75.2) isher
+ 22 (21.2) 27 (24.8) p = 0.626
) - 102 (98.1) 107 (98.2) Fisher:
Cyanosis _
+ 2 (1.9) 2 (1.8) p = 1.000
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Table 4A. Clinical efficacy by causative organism at end of treatment

. . Clinical efficacy Clinical efficacy (%)”
Causative organism Drug NY 3
effective poor (95%CP”)
0 — — —
TAZ/PIPC 0 o o o
S. aureus ;
1 1 0 1/1] (2.5, 100
caz [1/1] (25, 100)
1 1 0 [1/1] (2.5, 100)
GPBY
32 32 0 100 (89.1, 100)
TAZ/PIPC 0 - o _
S. pneumoniae
29 28 1 96.6 (82.2, 99.9)
CAZ
0 — — —
1 1 0 1/1] (2.5, 100
TAZ/PIPC (/11 ( )
1 1 0 [1/1] (2.5, 100)
M. (B) catarrhalis
cAZ 4 4 0 [4/4] (39.8, 100)
Monomicrobial 4 4 0 [4/4] (39.8, 100)
infection 2 1 1 1/2] (1.3, 98.
TAZ/PIPC [1/2] (1.3, 98.7)
2 1 1 [1/2] (1.3,98.7)
K. pneumoniae
1 1 0 [1/1] (2.5, 100)
CAZ
1 1 0 [1/1] (2.5, 100)
GNB®
6 6 0 100 (54.1, 100)
TAZ/PIPC 0 o o o
H. influenzae
12 11 1 91.7 (61.5, 99.8)
CAZ
1 1 0 [1/1] (2.5, 100)
1 1 0 1/1] (2.5, 100
TAZ/PIPC 0 o o (/1] (_ )
P. aeruginosa
CAZ 0
0 — — —
4 4 0 4/4] (39.8, 100
TAZ/PIPC [4/41 ( )
Polymicrobial ) 2 2 0 [2/2] (15.8, 100)
i X Two organisms
infection CAZ 2 2 0 [2/2] (15.8, 100)
1 1 0 [1/1] (2.5, 100)
46 45 1 97.8 (88.5, 99.9)
TAZ/PIPC
5 4 1 [4/5] (28.4, 99.5)
Total
49 47 2 95.9 (86.0, 99.5)
CAZ
8 8 0 100 (63.1, 100)

DUpper: all cases, lower: f-lactamase producers

Clinical efficacy = “effective” / “effective and poor” X 100
3CI: Confidence interval

YGPB: Gram-positive bacteria

9GNB: Gram-negative bacteria

3 TAZ/PIPC % 5/5 63 X OF CAZ # 100% (8/8 #1)),
5T 7 H#%95 TAZ/PIPC B 4/4 61 35 X OF CAZ %
100% (7/7#1) T3 ->7> (Table5A and B),

(4) R BRI oW E

PPS & G OFx 548 TR 3 kB3 X OFe 50T 7
HEICBU 2 BRI HEOMWRIE, 58 TREH kR
K¢ 25 TAZ/PIPC # 100% (49/49 %) B X U CAZ B
94.0% (47/50 #%), ¥ 5 - # T 7 H # 25 TAZ/PIPC #
100% (44/44 #) B £ O° CAZ % 95.8% (46/48 ¥%) TH -
725

— 7, TG BRIGHEC BT 7 &~ — EREAR PRI S h
THEBIOPE AT UZ IR X O 58T 7 H#RIC
BB ERBHEOMERIE, %58 T ROE AP kRS

TAZ/PIPC # 100% (6/6 #k) 35 & U8 CAZ #100% (8/
8Mk), &5 # T 7H%ATAZ/PIPCHES/5HB L O
CAZ #100% (7/7#) T&H -7z (Table 6A and B),

(5) #x'5- = HBLH O B K

PPSF LB B TR S 724 5t M BLE 13,
TAZ/PIPC #:C Staphylococcus aureus, Klebsiella pneumo-
nige 3 X U Enterobacter aerogenes %% % 1 ¥k, CAZ# T
MRSA, Streptococcus pneumoniae 254 2 ¥k, Enterobacter
cloacae, Pseudomonas putida 3 & OF Acinetobacter calcoace-
ticus 734 1 R T & o 720 E. aerogenes B & U S. pneumo-
nige D% 1 RASRAMAE, € OMUTHAAIG & fE S
7z,
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Table 4B. Clinical efficacy by causative organism 7 days after end of treatment
. . Clinical efficacy Clinical efficacy (%)”
Causative organism Drug NV 3
effective poor | unknown (95%CP”)
0 — — — —
TAZ/PIPC 0 o o o o
S. aureus ;
1 1 0 0 1/1] (2.5, 100
oz [1/1] (25. 100)
1 1 0 0 [1/1] (2.5, 100)
GPBY
32 28 0 4 100 (87.7, 100)
TAZ/PIPC 0 o o o -
8. pneumoniae
2 27 2 .1 (77.2, 99.2
CAZ 9 0 93.1 ( 99.2)
0 _ _ _ _
1 1 0 0 1/1] (2.5, 100
TAZ/PIPC [ )
1 1 0 0 [1/1] (2.5, 100)
M. (B) catarrhalis
oAz 4 4 0 0 [4/4] (39.8, 100)
Monomicrobial 4 4 0 0 [4/4] (39.8, 100)
infection 2 1 1 1/2] (1.3, 98.
TAZ/PIPC 0 [1/2] (1.3, 98.7)
2 1 1 0 [1/2] (1.3,98.7)
K. pneumoniae
1 0 1 0 [0/1] (0, 97.5)
CAZ
1 0 1 0 [1/1] (0, 97.5)
GNB?
6 6 0 0 100 (54.1, 100)
TAZ/PIPC 0 o o o o
H. influenzae
12 10 1 1 90.9 (58.7, 99.8)
CAZ
1 1 0 0 [1/1] (2.5, 100)
1 1 0 0 1/1] (2.5, 100
TAZ/PIPC 0 - . . (/1 (_ )
P. aeruginosa
CAZ 0
0 — — _ _
4 4 0 0 4/4] (39.8, 100
TAZ/PIPC (4741 ( )
Polymicrobial ) 2 2 0 0 [2/2] (15.8, 100)
i X Two organisms
infection oAz 2 1 1 0 [1/2] (1.3, 98.7)
1 1 0 0 [1/1] (2.5, 100)
46 41 1 4 97.6 (87.4,99.9)
TAZ/PIPC
5 4 1 0 [4/5] (28.4, 99.5)
Total
49 43 5 1 89.6 (77.3, 96.5)
CAZ
8 7 1 0 87.5 (47.3,99.7)

DUpper: all cases, lower: f-lactamase producers

IClinical efficacy = “effective” / “effective and poor” X 100
3CI: Confidence interval

YGPB: Gram-positive bacteria

9GNB: Gram-negative bacteria

(6) T RIEHEERN B AT B R R

BB 5B AATT 7 H Ao PiE S0 e 5 s
BB R SOZ BB RN X ) Eah & e Shi:
PPS iR B OB 54 TR 3 LR o B I3, TAZ/
PIPC # 83.3% (15/18 f5l) 3 X O° CAZ #f 889% (16/18
Bl) Td -7z

5. RakEo R

AEH 513 TAZ/PIPC #:T 109 #1 292 135 X O° CAZ
BET 105 ) 264 FEFEBLL, ZDOFBIF(95% BHEX M) 13
TAZ/PIPC #: 80.1% (724~865) 3 X U° CAZ # 76.1%
(681~829) TH Y, WMHMEIZEIIALNLA 572 (Ta-
ble 7)o

5BILL FICHBIL -G EHLIE, TAZ/PIPCHETIET

91 37/136 B (27.2%), ALT 3401 33/136 %1 (24.3% ), AST
B4 23/136 $1(16.9%), y-GTP 441 18/136 1 (13.2%),
IF MR ER RN 10/136 %1 (7.4%), 1iH LDH 840035 & 0%
HALP B3Imas# 7/136 B (51%), fERME X CNHiLH A Y
7 NI A% 6/136 B (4.4%), ASHRE, BEFE, M E5.
F L ERFOR A 2545 5/136 B (3.7%) Tdh->72o CAZHET
(& ALT % i 40/138 61 (29.0%), AST 14 in 30/138 41
(21.7%), y-GTP 401 14/138 #1(10.1%), TH#ids L O
R JE A% 45 10/138 B (7.2% ), i/ AL-P 3 i 8/138 #1
(58%), HFEEERECEIN 6/138 #1(4.3%), ik LDH 340
5/138 % (36%) TH 7> (Table8A, BandC).
INLDOHELRD ) LREIBED A - 72 FHITDOVWT
\&, TAZ/PIPC # 37 % 37 48 X U° CAZ # 10 1 10 1
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Table 5A. Bacteriological effect at end of treatment

Bacteriological response
R FEradiati %)2)
Organism Drug Ny | Eradication/ | Decrease/ radial IOHSJ( o)
presumptive Partially Persistence | Unknown (95%C1Y)
eradication eradication
0 — — — — —
TAZ/PIPC | B . B B .
S. aureus
1 1 0 0 0 [1/1] (2.5, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
GPBY
32 32 0 0 0 100 (89.1, 100)
TAZ/PIPC | 7 - - - - -
S. pneumoniae
29 25 1 2 1 89.3 (71.8, 97.7)
CAZ
0 — — — — —
1 1 0 0 0 1/1] (2.5, 100
TAZ/PIPC L1 ¢ )
1 1 0 0 0 [1/1] (25, 100)
M. (B) catarrhalis
oAz 4 4 0 0 0 [4/4] (39.8, 100)
Monomicrobial 4 4 0 0 0 [4/4] (39.8, 100)
infection 2 2 0 0 0 [2/2] (15.8, 100)
TAZ/PIPC
2 2 0 0 0 [2/2] (15.8, 100)
K. pneumoniae
Az 1 1 0 0 0 [1/1] (2.5, 100)
1 1 0 0 0 [1/1] (2.5, 100)
GNB?
6 5 0 0 1 100 (47.8, 100)
TAZ/PIPC | _ - - - o
H. influenzae
12 12 0 0 0 00 (73.5, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
1 1 0 0 0 1/1] (2.5, 100
TAZ/PIPC | - - - - 1] (_ )
P. aeruginosa
0 — — — — —
CAZ
0 — — — — —
4 4 4/4] , 1
TAZ/PIPC 0 0 0 [4/4] (39.8, 100)
Polymicrobial . 2 2 0 0 0 [2/2] (15.8, 100)
. . Two organisms
infection 2 2 0 0 0 [2/2] (15.8, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
46 45 0 0 1 100 (92.1, 100)
TAZ/PIPC
5 5 0 0 0 [5/5] (47.8, 100)
Total
49 45 1 2 1 93.8 (82.8,98.7)
CAZ
8 8 0 0 0 100 (63.1, 100)

DUpper: all cases, lower: f-lactamase producers

YEradication = “eradication” / “eradication and decrease/partially eradication and persistence” X 100

9CI: Confidence interval
YGPB: Gram-positive bacteria
9GNB: Gram-negative bacteria

AL X 72A%, TAZ/PIPC e 5 BIASh&E 1, flhod 42
BIAVRETH > 720 T2, THIOREBBICE LT3 H
VL o 58 8L 25 TAZ/PIPC #: 25 51 (67.6%), CAZ #f 2
B (200%), 4~7 H LLIN @ % Bl %5 TAZ/PIPC £ 9 51
(24.3%), CAZ B 5%1(50.0%), 8 HLLREDFEHAS TAZ/
PIPC #: 31 (81%), CAZ# 3% (300%) TH -7

SHIZIEFICHEET S EFTORKICOWTIZ, 7HUWN
o [l 1§ A TAZ/PIPC % 20 %1 (541%), CAZ 9 5
(90.0%), 8~10 H LA N @ [al 18 % TAZ/PIPC # 9 %
(243%) TH Y, BB FIET2ZERL, wih
b FLIE I A S5 O SR 7R 812 X B ALE U EILE T

AL 72

BIVERI & TAZ/PIPC BT 67 1 132 £ B X OF CAZ #
T51 60105 fF5H L, TORBE (95% BHEX M) 1%
TAZ/PIPC # 49.3% (40.6~58.0) 3 X UF CAZ # 37.0%
(289~456) TH VY, TAZ/PIPC HEDOZHEHENIT ) A%
REDP 572

5 BILLEICEH L 2-EITER L, TAZ/PIPC BTl FH#
28/136 5 (20.6%), ALTHih23/136(1(169%), y-GTP
B4 17/136 %1 (125%), AST 8440 14/136 %1 (10.3%) T
o720 CAZ BETIE ALT X4 35/138 #1(254%), AST
B 26/138 41 (188%),  y-GTP #4/1 12/138 1 (8.7%),
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Table 5B. Bacteriological effect 7 days after end of treatment
Bacteriological response
icati 2 Eradiati %)?
Organism Drug Ny | Eradication/ | Decrease/ radia 10113)( 0)
presumptive Partially Persistence | Unknown (95%CI?)
eradication eradication
0 _ _ _ _ _
TAZ/PIPC | . B B B .
S. aureus
1 1 0 0 0 [1/1] (2.5, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
GPBY
32 28 0 0 4 100 (87.7, 100)
TAZ/PIPC | 7 - - - - o
S. pneumoniae
29 26 0 2 1 92.9 (76.5, 99.1)
CAZ
0 — — — —
1 1 1/1] (2.5, 100
TAZ/PIPC 0 0 0 (111 ( 00)
1 1 0 0 0 [1/1] (2.5, 100)
M. (B) catarrhalis
oAz 4 4 0 0 0 [4/4] (39.8, 100)
Monomicrobial 4 4 0 0 0 [4/4] (39.8, 100)
infection 2 1 0 0 1 [1/1] (2.5, 100)
TAZ/PIPC
2 1 0 0 1 [1/1] (2.5, 100)
K. pneumoniae
1 0 0 0 1 —
CAZ
1 0 0 0 1 -
GNB®
6 5 0 0 1 5/5] (47.8, 100
TAZ/PIPC | _ - - N [5/3] (_ )
H. influenzae
12 11 0 0 1 100 (71.5, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
1 1 0 0 0 1/1] (2.5, 100
TAZ/PIPC | - - o - (/1] (_ )
P. aeruginosa
0 — — — — —
CAZ
0 — _ _ _ —
4 4 4/4] (398, 1
TAZ/PIPC 0 0 0 [4/4] (39.8, 100)
Polymicrobial . 2 2 0 0 0 [2/2] (15.8, 100)
i i Two organisms
infection 2 2 0 0 0 [2/2] (15.8, 100)
CAZ
1 1 0 0 0 [1/1] (2.5, 100)
46 40 0 0 6 100 (91.2, 100)
TAZ/PIPC
5 4 0 0 1 [4/4] (39.8, 100)
Total
49 44 0 2 3 95.7 (85.2, 99.5)
CAZ
8 7 0 0 1 100 (59.0, 100)

DUpper: all cases, lower: [-lactamase producers

YFradication = “eradication” / “eradication and decrease/partially eradication and persistence" X100

3CI: Confidence interval
YGPB: Gram-positive bacteria
9GNB: Gram-negative bacteria

I ALP 341 6/138 B (4.3%) TdH -7z,

BRI L ORPBIRE BE SNIETDS, HEREOH
Sk #12 TAZ/PIPC B 161 (A 4:) B X UCAZ
BB (5) TAHAONLDS, BREOED L WITH
PHEICE 2B DEEZON, VTR IBERE L DR Y
RRIITE SNz ZDOMO TR A EHR I TAZ/PIPC
TE3BIS5 1B XU CAZ B 6 51 8 1F38BL L 720 {RBRIHAT
PERfilC & ) TAZ/PIPC # 2 B 2 1 (R PERG e 8, 2k
L) BLOCAZ BE 260 2 14 Otk 4 L X, ALT
B AEIER &K S 7z, Zhe 09 bR A
Ly ZAUAMEIBEIM OSSR TH O, ALT HINCTHRER % ki

L7-DAMEEER e Ik L, EYHRE L EoWES L <
AL I8 C IS ST R L 720
m. % =®

Tazobactam/piperacillin (TAZ/PIPC, Bt & b1 :8
WH) I, B-F 7 ¥ ~—EHER TAZ (K= ¥ R
WHPIPC % 1: 8 DILTHA L, MW oA 3 % At
HHRTTHoE -7 27 ¥ ~—E% TAZBZAWHELLT 52
L2 & D PIPC oy % #iil L, PIPC 234K AE T HJA W
PLHANRZ MV ERA®EIC X % PIPC OBV HLH T % %
HSE2IEHNTEL L) Chot p-T 27 ¥ v — ¥
EHEGIEWERAITH 5,
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Table 6A. Bacteriological prognosis at end of treatment

Bacteriological effect Eradication (%)?
Causative organism Drug NY 3
Eradication Persistence | Unknown (95%CT”)
1 1 0 0 1/1] (2.5, 100
TAZ/PIPC (111 ( )
1 1 0 0 [1/1] (2.5, 100)
8. aureus . . 0 0 .
CAZ [1/1] (2.5, 100)
1 1 0 0 [1/1] (2.5, 100)
GPBY
34 34 0 0 100 (89.7, 100)
TAZ/PIPC 0
S. pneumoniae
31 27 3 1 0.0 .5, 97.
CAZ 90.0 (73.5, 97.9)
0 _ — — _
1 1 0 0 1/1] (2.5, 100
TAZ/PIPC (/11 ( )
1 1 0 0 [1/1] (2.5, 100)
M. (B) catarrhalis
CAZ 4 4 0 0 [4/4] (39.8, 100)
4 4 0 0 [4/4] (39.8, 100)
2 2 2 .8,
TAZ/PIPC 0 0 [2/2] (15.8, 100)
2 2 0 0 [2/2] (15.8, 100)
K. pneumoniae
1 1 0 0 [1/1] (2.5, 100)
CAZ
1 1 0 0 [1/1] (2.5, 100)
GNB?
10 9 0 1 100 (66.4, 100)
TAZ/PIPC
1 1 0 0 [1/1] (2.5, 100)
H. influenzae
14 14 0 0 100 (76.8, 100)
CAZ
2 2 0 0 [2/2] (15.8, 100)
2 2 0 0 2/2] (15.8, 100
TAZ/PIPC (2721 ( )
1 1 0 0 [1/1] (2.5, 100)
P. aeruginosa
CAZ 0
0 _ _ _ _
50 49 0 1 100 (92.7, 100)
TAZ/PIPC
6 6 0 0 100 (54.1, 100)
Total
51 47 3 1 94.0 (83.5, 98.7)
CAZ
8 8 0 0 100 (63.1, 100)

DUpper: all cases, lower: f-lactamase producers

YEradication = “eradication” / “eradication and persistence” X 100

3CI: Confidence interval
YGPB: Gram-positive bacteria
9GNB: Gram-negative bacteria

TAZ & PIPC % 53f#3 % PCase, CEPase 3 & U4 ¥
A3 %770 AKRYF—+E (ClassA, CBLUD
YT 5 B-F 7 ¥ ~<—E)DITh, 3RO
7z HRPIWEE D S 5 ESBL b < fHE L, PIPC
OFRHNZRESEL T ERHLMIENTWBSY,
PIPC ICWERRE D TAZ N L7236, PIPC Bz
JERTHf A IS E AT 94 2 & b EBIYICHE S
nCTH " R LBl OBl 5 S, TAZ/PIPC
BEHZIEELEZ bR S,

B-7 7 /< —XEEROMG ) A HFIC L HE
fiE - HEIRTERAYE & & O P E DL B O BRGYE IS 5 %)
REWFFT 5121, WY& FERIC PIPC o ENAGEH &
Qg ZMBALMEE p-5 27 ¥~ —FHEFRORAH %
ST A EDRVEEEZ LN, L7235 TPIPCIC
TAZ #BAETAHZ LI2X ) PIPCOMK B X 0P
AR MR RIS L, MR B3 ¥H 3 5 T 6k
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Table 6B. Bacteriological prognosis 7 days after end of treatment
Bacteriological effect Eradication (%)?
Causative organism Drug NY 3
Eradication Persistence | Unknown (95%C1?)
1 1 0 0 [1/1] (2.5, 100)
TAZ/PIPC
1 1 0 0 [1/1] (2.5, 100)
S. aureus
1 1 [1/1] (2.5, 1
oAz 0 0 /1] (2.5, 100)
1 1 0 0 [1/1] (2.5, 100)
GPBY
34 30 0 4 100 (88.4, 100)
TAZ/PIPC o - - - o
S. pneumoniae
31 28 2 1 3.3 (77.9, 99.2
CAZ 93.3 (77.9, 99.2)
0 _ _ — _
1 1 0 0 1/1] (2.5, 100
TAZ/PIPC (/11 ( )
1 1 0 0 [1/1] (2.5, 100)
M. (B) catarrhalis
4 4 0 0 [4/4] (39.8, 100)
CAZ
4 4 0 0 [4/4] (39.8, 100)
2 1 1 1/1] (2.5, 1
TAZ/PIPC 0 [1/1] (25, 100)
2 1 0 1 [1/1] (2.5, 100)
K. pneumoniae
1 0 0 1 -
CAZ
1 0 0 1 —
GNB?
10 9 0 1 100 (66.4, 100)
TAZ/PIPC
1 1 0 0 [1/1] (25, 100)
H. influenzae
14 13 0 1 100 (75.3, 100)
CAZ
2 2 0 0 [2/2] (15.8, 100)
2 2 0 0 2/2] (15.8, 100
TAZ/PIPC (2721 ( )
1 1 0 0 [1/1] (2.5, 100)
P. aeruginosa
CAZ 0
0 _ _ — _
50 44 0 6 100 (92.0, 100)
TAZ/PIPC
6 5 0 1 [5/5] (47.8, 100)
Total
51 46 2 3 95.8 (85.7, 99.5)
CAZ
8 7 0 1 100 (59.0, 100)
DUpper: all cases, lower: f-lactamase producers
YEradication = “eradication”/ “eradication and persistence” X 100
3CI: Confidence interval
YGPB: Gram-positive bacteria
9GNB: Gram-negative bacteria
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Table 7. Adverse event overview
Adverse . . . Incidence? Difference in inci-
Drug Relationship" Subjects Events Cases \
Events (%) dence (%) 95% CI®
1-5 136 109 292 80.1 [72.4, 86.5]
TAZ/PIPC 1-4 136 85 192 62.5 [53.8, 70.6]
1-3 136 67 132 49.3 [40.6, 58.0]
Number
1-5 138 105 264 76.1 [68.1, 82.9]
CAZ 1-4 138 74 158 53.6 [44.9, 62.1]
1-3 138 51 105 37.0 [28.9, 45.6]
1-5 136 73 149 53.7 [44.9, 62.3]
TAZ/PIPC 1-4 136 58 107 42.6 [34.2, 51.4]
Laboratory 1-3 136 37 74 27.2 [19.9, 35.5]
abnormalities 1-5 138 68 156 49.3 [40.7, 57.9]
CAZ 1-4 138 59 124 42.8 [34.4, 51.5]
1-3 138 44 90 31.9 [24.2, 40.4]
1-5 136 4 6 2.9 [ 08, 7.4]
TAZ/PIPC 1-4 136 2 2 1.5 [ 02, 5.2]
1-3 136 2 2 1.5 [ 02, 52]
Serious
1-5 138 7 9 5.1 [ 2.1, 10.2]
CAZ 1-4 138 2 2 1.4 [ 02, 51]
1-3 138 2 2 14 [ 02, 5.1]
1-5 136 0 0 0.0 [—,—]
TAZ/PIPC 1-4 136 0 0 0.0 [—,—]
1-3 136 0 0 0.0 [—,—]
Significant
1-5 138 0 0 0.0 [—,—]
CAZ 1-4 138 0 0 0.0 [—.,— 1
1-3 138 0 0 0.0 [—,—]
1-5 136 11 17 8.1 [ 4.1, 14.0]
TAZ/PIPC 1-4 136 11 17 8.1 [ 4.1, 14.0]
1-3 136 11 17 8.1 [ 4.1, 14.0]
Dropout
1-5 138 10 20 7.2 [ 3.5, 12.9]
CAZ 1-4 138 9 19 6.5 [ 3.0, 12.0]
1-3 138 9 19 6.5 [ 3.0, 12.0]

D1 Certain, 2 Probable, 3 Possible, 4 Not likely, 5 Unrelated

JIncidence = Incidence cases/Subjects evaluable for safety X 100

3CI: Confidence interval
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Table 8. All adverse events

System Organ Class (SOC) and
Preferred Term (PT)

TAZ/PIPC (N = 136) CAZ (N = 138)

Adverse event Related" Adverse event Related"

Case (%)%

95% CI® | Case (%)% | 95% CI® Case (%)? | 95% CI® | Case (%)? | 95% CI®

Any event 109 (80.1) |[72.4—86.5]| 67 (49.3) |[40.6-58.0] 105 (76.1) |[68.1-82.9]| 51 (37.0) |[28.9—45.6]
Infections and infestations 6(44) [[ 1.6—94 ]| 1(07) |[ 0-4.0] 11(8.0) |[ 40—138]| 1(0.7) |[ 0-4.0]

Folliculitis 107) |[ 0-401]] 1(07) |[ 0-40]

Vaginal candidiasis 1(0.7) |[ 0-4.0]

Bronchitis 1(07) |[ 0-40] 3(22) |[ 05-62 ]

Nasopharyngitis 2(1.5) |[ 02-5.2 ] 1(0.7) |[ 0-40]

Pharyngitis 2(14) |[ 02-51]

Sinusitis 107 |[ 0-401] 107 |[ 0-40]

Herpes simplex 1(0.7) |[ 0-4.0]

Herpes zoster 1(07) |[ 0-40]

Herpes dermatitis 1(0.7) [[ 0-4.0 ]

Oral herpes 1(07) |[ 0-4.0] 1(0.7) |[[ 0-4.0]
Neoplasms benign, malignant and un- 1(07) |[ 0-40]
specified (incl cysts and polyps)

Lipoma 1(0.7) |[ 0-4.0]
Blood and lymphatic system disorders 1(07) [[ 0-40]| 1(07) |[ 0-40]

Eosinophilia 1(07) [[ 0-40]| 1(07) |[ 0-4.0
Immune system disorders 1(0.7) |[ 0-40]

Behcet's syndrome 1(0.7) |[ 0-4.0]
Metabolism and nutrition disorders 2(15) |[ 02-52 ] 3(122) [[05-62]] 1(07) |[ 0-4.0]

Anorexia 1(07) |[ 0-40] 107) |[ 0-401] 1007 |[ 0-40]

Dehydration 2(14) |[ 02-51]

Hypoglycemia 1(07) |[ 0-40]

Psychiatric disorders 5(37) |[ 1.2—84 ] 10 (7.2) |[ 3.5—12.9]

Insomnia 5(37) |[ 12-84 ] 10 (7.2) |[ 35-129]
Nervous system disorders 7(5.1) |[ 21-103]] 2(15) |[ 02-52] 5(36) |[ 1.2-83]

Cerebral infarction 1(0.7) |[ 0-4.0]

Headache 537) |[12-841] 1(07) |[[ 0-40] 1(07) |[ 0-40]

Tremor 1(07) [[ 0-4.0]

Dizziness 1(07) |[ 0-401 1(07) |[ 0-40] 1(.7) |[ 0-40]

Dysgeusia 1(07) |[ 0-40]

Hypoesthesia 1(0.7) |[[ 0-4.0]
Eye disorders 2(1.4) |[ 02-51]

Ulcerative keratitis 1(0.7) |[ 0-40]

Conjunctival hemorrhage 1(07) |[ 0-40]
Cardiac disorders 1(07) [[ 0-4.0 ] 2(14) |[ 02-51]

Bradycardia 1(07) [[ 0-4.0]

Palpitations 1(0.7) |[ 0-40]

Cardiac failure 1(0.7) |[ 0-4.0]
Vascular disorders 6(44) |[ 1.6—94 ] 4(29) |[[08—74] 3(22) |[[05-62]

Shock hemorrhagic 1(0.7) [[ 0-4.0]

Flushing 107) |[ 0-401]] 1(07) |[ 0-40]

Angiopathy 429 |[08-741] 322 [[05-63] 1(07) |[ 0-40]

Epistaxis 2(14) |[ 02-51]
Respiratory, thoracic, and mediastinal 12(88) |[ 46—149]| 1(07) |[ 0-4.0] 5(36) |[ 1.2-83]

Asthma 1(07) |[ 0-40] 1(07) |[ 0-40]

Interstitial lung disease 1(07) [[ 0-40]| 1(07) |[ 0-40]

Pulmonary fibrosis 1(07) [[ 0-4.0]

Pleural effusion 1(07) [[ 0-4.0] 1(0.7) |[ 0-40]

Pleurisy 1(07) [[ 0-4.0 ]

Pneumothorax 1(0.7) |[ 0-4.0]

Hemoptysis 3(22) |[[ 05-6.3 ] 1(0.7) |[ 0-4.0]

Hypercapnia 1(07) [[ 0-4.0 ] 1(0.7) |[ 0-40]

Hypoxia 1(07) [[ 0-4.0 ]

Respiratory failure 1(07) [[ 0-4.0]

Rhinorrhea 1(0.7) [[ 0-4.0]

(Continued)
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Table 8. (Continued)
TAZ/PIPC (N = 136) CAZ (N = 138)
System Organ Class (SOC) and Adverse event Related" Adverse event Related?
Preferred Term (PT)
Case (%)? | 95% CI?) | Case (%)% | 95% CI®  Case (%) | 95% CI® | Case (%)? | 95% CI®

Gastrointestinal disorders 50 (36.8) |[28.7—45.5]| 31 (22.8) [[16.0—30.8] 25(18.1) |[[12.1—25.6]| 5 (3.6) [1.2-8.3]

Pruritus ani 1(0.7) [[ 0-40]
Hematochezia 1(07) |[ 0-40]
Upper gastrointestinal hemorrhage 1(0.7) |[[ 0-40]
Reflux esophagitis 1(0.7) |[[ 0-40]
Constipation 6(44) |[ 1.6-94 ] 429 |[08-731 214 | [02-51]
Diarrhea 37 (27.2) |[19.9-35.5]| 28(20.6) |[14.1-284] 10(72) |[ 3.5-129]] 2(14) | [02-5.1]
Ileus paralytic 1(0.7) |[[ 0-40] 1(0.7) [ 0—4.0]
Abdominal distension 1(0.7) [[ 0-40]
Abdominal pain 1(07) |[ 0-40]
Abdominal pain upper 1(0.7) [[ 0-40] 2(14) |[[ 02-5.1 ]
Abnormal feces 2(15) [[02-521]| 1(0.7) |[ 0-40]
Dyspepsia 1(07) |[ 0-40]
Feces pale 1(07) [[ 0-40]] 1(07) |[ 0-4.0]
Nausea 429 [[08-741 25 |[02-52] 1(07) |[[ 0-401] 1(.7) | [ 0-40]
Stomach discomfort 107 |[ 0-401]1] 1(0.7) |[ 0-40]
Vomiting 2(15) [[02-521] 1(07) |[ 0-40] 1(07) |[ 0-40]
Hemorrhoids 1(0.7) [[ 0-40]
Edema mouth 1(0.7) [[ 0-40]
Oral pain 1(07) |[ 0-40]
Stomatitis 4(29) |[08-741 107 |[ 0-40] 1(7) |[ 0-40] 1(07) | [ 0-40]
Glossitis 1(0.7) [[ 0-40]
Tongue coated 1(07) |[ 0-40]
Tooth loss 2(14) |[[ 02—-5.1 ]
Hepatobiliary disorders 2(1.5) [[02-52 1] 1(0.7) |[ 0-40]
Cholelithiasis 1(07) |[ 0-40]
Hepatic function abnormal 107 |[ 0-401]1] 1(0.7) |[ 0-40]

Skin and subcutaneous tissue disorders 10 (7.4) |[ 3.6—13.1]| 6(44) |[ 1.6—94 ] 6(43) |[ 1.6—9.2 ]| 1(0.7) [ 0—4.0]
Urticaria 1(0.7) |[ 0-40] 1(0.7) [ 0—4.0]
Decubitus ulcer 1(0.7) |[[ 0-40]

Dermatitis contact 2(1.5) |[[ 02-5.2 ]

Dermatitis diaper 1(07) |[[ 0-4.0]

Drug eruption 2(15) |[[ 02-52 ]| 2(15) |[02-52]

Eczema 1(0.7) |[[ 0-40]
Erythema 107) | 0-40] 107) |[ 0-40]
Rash 4(29) |[08-741 4(29) [[08-74] 1(07) |[ 0-40]
Leukoderma 1(07) |[ 0-40]
Skin erosion 1(07) |[ 0-40]

Musculoskeletal and connective tissue | 8(5.9) |[ 2.6—11.3] 10 (7.2) |[ 35—129]

disorders
Chondrocalcinosis pyrophosphate 1(07) |[ 0-40]

Osteoarthritis 1(0.7) [[ 0-40]

Spinal osteoarthritis 1(0.7) |[[ 0-4.0]
Myalgia 2(15) |[ 02-52 ] 3(22) |[ 05-62 ]
Intervertebral disc disorder 1(0.7) |[[ 0-40]
Back pain 107 |[ 0-40] 4(29) |[08-73]
Musculoskeletal pain 2(1.5) |[[ 02-5.2 ] 1(07) |[ 0-40]
Neck pain 1(0.7) [[ 0-40]
Pain in extremity 1(0.7) [[ 0-40]

Renal and urinary disorders 2(15) |[[02-521]] 1(0.7) |[[ 0-40 2(14) |[ 0-4.0]
Renal failure acute 1(07) [[ 0-40]] 1(07) |[ 0-4.0]

Hematuria 1(07) |[ 0-40]
Pollakiuria 1(0.7) [[ 0-40]
Urinary incontinence 1(0.7) |[[ 0-4.0]

(Continued)
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Table 8. (Continued)
TAZ/PIPC (N = 136) CAZ (N = 138)
System Organ Class (SOC) and Adverse event Related" Adverse event Related"
Preferred Term (PT)
Case (%)? | 95% CI® | Case (%)% | 95% CI® Case (%)? | 95% CI® | Case (%)? | 95% CI®

General disorders and administration | 17 (12.5) |[ 75—-19.3]| 8(59) |[ 26—11.3] 11(8.0) |[ 40—-138]| 5(3.6) |[[ 1.2—83]
site conditions

Application site erythema 1(07) |[ 0-40]

Injection site erythema 4(29) |[08-741]| 2(15) |[02-52] 2(14) |[ 02-51]

Injection site hemorrhage 1(07) |[[ 0-4.0]

Injection site pain 2(1.5) |[ 02-52]

Infusion site erythema 2(15) |[02-52 ]| 1(0.7) |[ 0-40]

Injection site swelling 3(22) |[05-63] 107 |[ 0-401]1] 1(0.7) |[ 0-40]

Puncture site reaction 1(0.7) |[ 0-4.0]

Feeling hot 1(07) |[ 0-401] 1(07) |[ 0-40]

Pyrexia 4(29) [[08-741 429 |[08-74]

Chest pain 107 |[ 0-401]] 1(0.7) |[ 0-40]

Facial pain 1(0.7) |[[ 0-4.0]

Malaise 1(0.7) |[ 0-4.0]

Edema peripheral 1(07) |[ 0-4.0]

Pain 1(07) |[ 0-40]

Thirst 107) |[ 0-401]] 1(07) |[ 0-40] 1(07) |[ 0-40] 107 |[ 0-40]

Edema due to cardiac disease 1(07) |[ 0-4.0]

Mucosal erosion 1(07) |[ 0-40]] 1(07) |[ 0-4.0]
Investigation 75 (55.1) |[464-63.7]| 36 (26.5) |[19.3-34.7] 69 (50.0) |[41.4-586]| 44 (31.9) |[24.2—40.4]

Blood pressure decreased 1(0.7) |[ 0-40]

Blood pressure increased 537) |[ 1.2—84 ] 2(14) |[ 02-51]

Blood creatine phosphokinase in- 4(29) |[08-73]

creased

Blood lactate dehydrogenase increased 7(5.1) |[ 21-103]] 2(15) |[[ 02-52] 5(36) |[ 12-83 ]| 3(22) |[05-62]

Blood alkaline phosphatase increased 7(5.1) |[ 21-103]] 2(15) |[[ 02-52] 8(5.8) |[ 25-11.1]| 6(43) |[ 1.6—9.2 ]

Blood amylase increased 1(07) |[[ 0-4.0]

Occult blood positive 1(07) |[ 0-4.0]

Basophil count increased 1(07) |[ 0-401]] 1(07) |[ 0-4.0]

Eosinophil count increased 10 (7.4) |[ 3.6—13.1]| 3(22) |[[ 0563 ] 6(43) |[1.6—92 ]| 1(07) |[ 0-4.0]

Hematocrit decreased 2(15) |[ 02-52] 3(22) |[[ 05-62]

Hemoglobin decreased 4(29) |[ 0.8-74] 2(1.4) |[ 02-51]

Monocyte count increased 1(0.7) |[ 0-4.0]

Neutrophil count decreased 1(07) |[ 0-401] 1(0.7) |[ 0-40] 1(0.7) |[ 0-40]

Platelet count decreased 1(07) |[[ 0-4.0]

Red blood cell count decreased 2(15) |[ 02-52] 4(29) |[ 08-73]

White blood cell count decreased 537) |[ 12—-84 ]| 3(22) |[[05-63] 3(22) |[ 05-62]

Band neutrophil count increased 1(0.7) |[ 0-40]

Platelet count increased 1(07) |[ 0-40]] 1(07) |[ 0-4.0]

Alanine aminotransferase increased 33 (24.3) [[17.3—324]| 23 (16.9) |[[11.0—24.3] 40 (29.0) |[[21.6—37.3]| 35(25.4) |[18.3—33.5]

Aspartate aminotransferase increased 23 (16.9) |[11.0—24.3]| 14 (10.3) |[ 5.7—16.7] 30 (21.7) |[15.2—29.6]| 26 (18.8) |[12.7—26.4]

Bilirubin conjugated increased 1(0.7) |[ 0-40]

Blood bilirubin increased 1(07) |[ 0-4.0]

Gamma-glutamyltransferase increased | 18 (13.2) |[ 8.0—20.1]| 17 (125) |[ 7.5-19.3] 14 (10.1) |[ 5.7-16.4]| 12(8.7) |[ 4.6—14.7]

Urobilin urine present 2(15) |[02-52 ]| 1(07) |[ 0-40] 4(29) [[08-73 ]| 1(07) |[ 0-40]

Blood glucose increased 3(22) |[05-63] 3(22) |[05-62]

Blood creatinine increased 2(14) |[ 02-51]

Blood urea increased 3(22) |[ 05-6.2]

Glucose urine present 4(29) |[ 0.8-74] 3(22) [[05-62 ]| 1(07) |[ 0-40]

Blood urine present 1(07) |[ 0-40]] 1(07) |[ 0-4.0]

Red blood cell urine positive 2(1.5) |[02-52]| 1(07) |[ 0-4.0] 1(0.7) |[ 0-4.0]

Urinary casts 1(0.7) |[ 0-4.0] 2(14) |[02-51]| 1(0.7) |[ 0-40]

Protein urine present 4(29) |[ 0.8-74] 1(07) |[ 0-40]

Blood chloride decreased 2(1.5) |[ 02-52] 2(14) |[ 02-51]

Blood potassium decreased 6(44) |[ 1.6-94 ]| 3(22) |[05-63 ] 2(14) |[ 02-51]

Blood potassium increased 1(0.7) |[ 0-4.0] 4(29) |[08-73 ]| 2(14) |[02-51]
Injury, poisoning and procedural 3(22) |[05-62]

Contusion 3(22) |[ 05-62]

UDrug-induced reaction included certain, probables and possible adverse event and drug category

YIncidence of adverse event (%) = Incidence cases/Subjects evaluable for safety X 100

3Confidence interval
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Comparative phase III tazobactam/piperacillin and ceftazidime study
in the treatment of community-acquired pneumonia
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A randomized, unblinded, multicenter study was conducted to compare efficacy and safety of tazobactam/
piperacillin(TAZ/PIPC), a B-lactamase inhibitor combined with penicillin antibiotic, to those of ceftazidime
(CAZ) in patients with community-acquired pneumonia. Subjects were assigned to TAZ/PIPC (4.5 g three
times daily) or CAZ (2 g twice daily) groups for a maximum administration of 14 days. Results were obtained
as follows:

1. Clinical effect: Response at completion or discontinuation of treatment was 91.3% (95/104 patients) in
the TAZ/PIPC group and 89.9% (98/109 patients) in the CAZ group. These results verified the noninferior-
ity of TAZ/PIPC to CAZ in clinical effect. Response evaluated seven days after completion of treatment was
90.8% (89/98 patients) in the TAZ/PIPC group and 84.8% (89/105 patients) in the CAZ group.

2. Bacteriological effect: Bacteria disappearance in patients at completion or discontinuation of treatment
was 100% (45/45 patients) in the TAZ/PIPC group and 93.8% (45/48 patients) in the CAZ group. Bacteria
disappearance in pathogens was 100% (49/49 strains) in the TAZ/PIPC group and 94.0% (47/50 strains) in
the CAZ group. Bacteria disappearance in patients evaluated seven days after completion of treatment was
100% (40/40 cases) in the TAZ/PIPC group and 95.7% (44/46 cases) in the CAZ group. Bacteria disappear-
ance in pathogens was 100% (44,/44 strains) in the TAZ/PIPC group and 95.8% (46/48 strains) in the CAZ
group.

3. Safety: The incidence of test-drug-related adverse events was 49.3% (67/136 patients) in the TAZ/PIPC
group and 37.0% (51/138 patients) in the CAZ group. The incidence of laboratory test abnormalities was
27.2% (37/136 patients) in the TAZ/PIPC group and 31.9% (44/138 patients) in the CAZ group. No statisti-
cally significant difference was seen between groups.

These results indicate that a three-times-daily administration of 45 g TAZ/PIPC is expected to be highly
effective in treating patients with community-acquired pneumonia.



