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Tazobactam (TAZ)

Piperacillin (PIPC)

Fig. 1. Chemical structure of tazobactam (TAZ) and piperacillin (PIPC).
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Table 1. Criteria for sepsis

Table 2. Criteria for infective endocarditis

Criteria

Pyrexia has improved after three days of therapy

Excellent and increased WBC has improved at the end of
therapy.

Good Pyrexia and increased WBC have improved at the
end of therapy.

Poor Pyrexia and increased WBC have not improved or

have worsened at the end of therapy.
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Table 4. Clinical results of TAZ/PIPC (1 : 8) in treatment of sepsis and endocarditis
Diagnosis/Severity
Gender/Age/Weight Symptom/Findings
N Treatment (days)/Total dose (g)
LT ST USNASURER e
Chemotherapy just before treatment/ Clinical Efficacy
Concomitant drug/Concomitant therapy Pathogen
Underlying disease and/or complication Bacteriological Efficacy
Sepsis/Moderate . BT * WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/80 yr/36 kg (©) (mm®) | (/min) (/min)
10 days/135 g Pre 38.0 13,600 103 36
Yes/Yes/Yes Day 3 38.1 15,500 90 27
1 Day 7 37.2 12,500 96 22
Gastric ulcer/mild EOT * * 36.8 12,100 90 28
Small cell lung cancer/mild
linical Effi
COPD/mild Clinical Efficacy Good
Pneumonia/moderate Pathogen No
Bacteriological Efficacy Not determined
Sepsis/Moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/72 y1/53 ke (©) (/mm?) (/min) (/min)
10 days /1215 g Pre 39.3 18,500 128 35
No/Yes/Yes Day 3 372 8,100 74 18
2 Day 7 37.0 7,700 64 20
Emphysema/mild EOT 36.9 4,600 64 17
Constipation /mild Clinical Efficacy Excellent
Pyelonephritis/severe Pathogen Gram-positive anaerobic coccus
Bacteriological Efficacy Eradicated
Sepsis/Moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/70 yr/60.6 kg (€) (/mm?) (/min) (/min)
5 days /54 g Pre 38.8 8,350 63 28
No/Yes/No Day 3 37.1 4,850 52 16
Keratoconjunctivitis sicca/mild Day 7 — — — —
Hyperuricemia/mild EOT 37.2 3,910 45 19
3 Hepatitis C/mild
ePa s ‘/fm . Clinical Efficacy Excellent
Chronic gastritis/mild
Post Fundal hemorrhage/mild Pathogen No
Insomnia/mild Bacteriological Efficacy Not determined
Renal stone/moderate
Prostatic hyperplasia/moderate
Neurogenic bladder/moderate
Pyelonephritis/moderate
Sepsis/Moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/69 yr/45.7 kg (€) (/mm®) (/min) (/min)
8 days /945 g Pre 39.0 13,100 100 20
No/Yes/Yes Day 3 379 7,500 84 18
4 Bladder cancer/mild Day 7 37.1 7,600 76 18
Metastases to skull/mild EOT 37.1 7,600 76 18
Hypertensi ild
. y}.)er er'lswn/ml X Clinical Efficacy Good
Diabetic retinopathy/mild
Abducent nerve paralysis/mild Pathogen S. agalactiae
Diabetes mellitus/moderate Bacteriological Efficacy Eradicated
Pyelonephritis/severe

(Continued)
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Table 4. (Continued)
Diagnosis/Severity
Gender/Age/Weight Symptom/Findings
N Treatment (days)/Total dose (g)
0. frmmmmmm e
Chemotherapy just before treatment/ Clinical Efficacy
,,,,,,,,, Concomitant drug/Concomitant therapy Pathogen
Underlying disease and/or complication Bacteriological Efficacy
Sepsis/Moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Female/77 yr/69 kg (€) (/mm®) (/min) (/min)
8 days/94.5 g Pre 39.6 19,600 102 24
No/Yes/Yes Day 3 36.9 11,900 71 20
5 Day 7 37.2 12,300 72 18
Osteoporosis/mild EOT 37.2 12,300 72 18
Cataract/mild
. & araf: /mi Clinical Efficacy Excellent
Diabetes mellitus/moderate
Acute pyelonephritis/severe Pathogen E. coli
Bacteriological Efficacy Eradicated
Sepsis/Severe . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/66 yr/80 kg (©) (/mm?) (/min) (/min)
10 days/121.5 g Pre 39.1 28,600 134 30
No/Yes/Yes Day 3 372 10,400 83 26
6 o ) o ) Day 7 36.8 10,300 72 20
Ossification of posterior longitudinal ligament/mild F------- === mmmm oo
Calculus ureteric/moderate EOT 36.5 7,700 72 24
Diabetes mellitus/moderate Clinical Efficacy Good
Pressure sore/moderate Pathogen E coli
Pyelonephritis/severe ) N .
Bacteriological Efficacy Eradicated
Sepsis/Severe - BT WBC Heart Respiration
**************************************************************** ime N . .
Male/80 yr/47 kg (©) (/mm?) (/min) (/min)
7 days/81 g Pre 38.3 11,500 113 24
No/No/Yes Day 3 36.8 14,700 96 16
7 Suspected prostate cancer/mild Day 7 36.9 4,500 62 17
Prostatic hyperplasia/mild EOT 36.9 4,500 62 17
Lumb: ild
. um ago/.ml . Clinical Efficacy Excellent
Urinary retention/mild
Neurogenic bladder/mild Pathogen No
Diabetes mellitus/moderate Bacteriological Efficacy Not determined
Acute prostatitis/severe
Sepsis/Severe . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Female/80 yr/52 kg (C) (/mm®) (/min) (/min)
10 days/117 g Pre 394 16,400 103 28
No/Yes/Yes Day 3 385 12,700 72 20
Pyelonephritis/mild Day 7 36.3 8,100 78 17
Hematopyuria/mild EOT 37.1 8,900 78 18
Brui ild
_n?lse/ml . Clinical Efficacy Good
Dermatitis allergic/mild
8 Postcerebral infarction/mild Pathogen No
Constipation/mild Bacteriological Efficacy Not determined
Hypertension/mild
Chronic gastritis/mild
Lumbago/mild
Insomnia/mild
Pancreatitis/moderate
Hyperlipidemia/moderate
Acute cholecystitis/severe
Cholelithiasis/severe

(Continued)
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Table 4. (Continued)
Diagnosis/Severity
Gender/Age/Weight Symptom/Findings
N Treatment (days)/Total dose (g)
O, e
Chemotherapy just before treatment/ Clinical Efficacy
Concomitant drug/Concomitant therapy Pathogen
Underlying disease and/or complication Bacteriological Efficacy
Sepsis/moderate X BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/46 yr/64 kg () (/mm?®) (/min) (/min)
7 days/76.5 g Pre 38.3 18,900 109 13
No/No/Yes Day 3 36.7 17,000 86 16
9 Day 7 36.9 8,800 79 18
Suspected Parotitis/mild EOT 36.9 8,800 79 18
Hematuria/mild
. ema Vu.rla/ml Clinical Efficacy Excellent
Periodontitis/moderate
Epididymitis/severe Pathogen No
Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/68 y1/63 ke (©) (/mm?) (/min) (/min)
11 days/135 g Pre 38.3 11,200 102 20
No/Yes/Yes Day 3 38,5 10,000 76 22
10 Prostatic hyperplasia/mild Day 7 36.7 11,100 84 24
Chronic prostatitis/mild EOT 36.6 8,900 70 18
Cerebral infarcti ild
erebrat i a%rc 10.n/m1 Clinical Efficacy Good
Insomnia/mild
Diabetes mellitus/moderate Pathogen No
Prostatitis/severe Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/39 yr/69 kg (C) (/mm?) (/min) (/min)
7 days/81 g Pre 39.2 11,100 126 20
No/Yes/Yes Day 3 39.3 9,000 98 16
11 Day 7 36.7 4,200 78 16
EOT 36.7 4,200 78 16
Lumb: ild
‘u‘m ag?/ml Clinical Efficacy Excellent
Epididymitis/severe
Pathogen No
Bacteriological Efficacy Not determined
Sepsis/severe . BT WBC Heart Respiration
””””””””””””””””””””””””””””””””” Time o 5 . .
Male/82 yr/56 kg () (/mm?) (/min) (/min)
11 days/139.5 g Pre 38.2 16,600 110 26
No/Yes/Yes Day 3 36.7 12,700 60 12
Prostatic hyperplasia/mild Day 7 36.8 7,500 72 22
Hypertension/mild EOT 36.8 5,100 76 21
Hyperlipidemia/mild .
L . Clinical Efficacy Good
12 Constipation/mild
Chronic bronchitis/mild Pathogen P. vulgaris
Gonarthrosis/mild Bacteriological Efficacy Eradicated
Prostate cancer/mild
Transient cerebral ischemia/mild
Hydronephrosis/moderate
Diabetes mellitus/moderate
Calculus ureteric/moderate
Pyelonephritis/severe

(Continued)
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Table 4. (Continued)
Diagnosis/Severity
Gender/Age/Weight Symptom/Findings
N Treatment (days)/Total dose (g)
0, oo e e
Chemotherapy just before treatment/ Clinical Efficacy
Concomitant drug/Concomitant therapy Pathogen
Underlying disease and/or complication Bacteriological Efficacy
Infective endocarditis/moderate - BT WBC Heart Respiration
''''''''''''''''''''''''''''''''''''''''''''' ime o . .
Male/67 yr/74.9 kg (€) (/mm?®) (/min) (/min)
29 days/387 g Pre 38.0 10,000 82 32
Yes/Yes/No Day 3 36.3 6,000 73 24
13 Neck pain/mild Day 7 36.7 7,800 71 24
Insomnia/mild EOT 365 6,100 86 24
Constipati ild
;’{I;Z‘;IZ ;ZZ::; Clinical Efficacy Excellent
Diabetes mellitus/moderate Pathogen G. morbillorum
Mitral valve incompetence/severe Bacteriological Efficacy Eradicated
Sepsis/moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/77 y1/62 ke (©) (/mm?) (/min) (/min)
8 days/94.5 g Pre 39.4 18,500 93 24
No/Yes/Yes Day 3 38.8 12,200 81 22
14 Day 7 36.3 7,000 79 18
Bronchial asthma/mild EOT 363 7,000 79 18
Prostatitis/severe Clinical Efficacy Good
Epididymitis/severe Pathogen No
Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
””””””””””””””””””””””””””””””””” Time o 5 . .
Male/76 yr/43.7 kg () (/mm®) (/min) (/min)
11 days/135 g Pre 38.5 7,500 133 28
No/Yes/Yes Day 3 37.9 6,800 97 28
15 Day 7 37.3 6,900 88 30
EOT 36.7 5,100 80 24
L derat
ung. cancer/mo ?ra ¢ Clinical Efficacy Good
Obstructive pneumonia/severe
Pathogen No
Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Female/67 yr/49.7 kg (C) (/mm?) (/min) (/min)
8 days/94.5 g Pre 39.1 15,700 108 18
No/Yes/Yes Day 3 36.8 7,200 73 18
16 Day 7 36.0 6,900 82 20
EOT 36.0 6,900 82 20
Rh toid arthritis/mild
eumator a‘r ritis/mi Clinical Efficacy Excellent
Pneumonia/severe
Pathogen S. pneumoniae
Bacteriological Efficacy Eradicated
Sepsis/moderate ) BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Female/32 yr/47 ke (©) (/mm?) (/min) (/min)
6 days/72 g Pre 40.0 10,300 121 28
Yes/Yes/Yes Day 3 39.0 8,500 108 26
17 Day 7 — — — —
Behcet's disease/mild EOT 38.8 9,500 90 23
Insomnia/mild .
. Clinical Efficacy Poor
Acute pyelonephritis/severe
Calculus ureteric/severe Pathogen No
Bacteriological Efficacy Not determined

(Continued)
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Table 4. (Continued)
Diagnosis/Severity
Gender/Age/Weight Symptom/Findings
N Treatment (days)/Total dose (g)
O, e
Chemotherapy just before treatment/ Clinical Efficacy
Concomitant drug/Concomitant therapy Pathogen
Underlying disease and/or complication Bacteriological Efficacy
Sepsis/moderate X BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Female/84 yr/55 kg (€) (/mm?) (/min) (/min)
7 days/76.5 g Pre 39.4 11,500 130 30
No/Yes/Yes Day 3 37.7 11,200 91 20
18 Day 7 37.2 5,300 86 —
EOT 37.2 5,300 86 —
Paralysi derat
ara ysxs./@o erate Clinical Efficacy Excellent
Pyelonephritis/moderate
Pathogen No
Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
Time o 5 . .
Male/69 yr/62.5 kg (€) (/mm?) (/min) (/min)
8 days/103.5 g Pre 38.1 12,500 96 18
No/Yes/No Day 3 36.3 5,800 69 —
19 Day 7 36.0 7,000 63 —
Pyelonephritis/moderate EOT 36.0 7,000 70 —
Calculus ureteric/moderate Clinical Efficacy Excellent
Hydronephrosis/moderate Pathogen No
Bacteriological Efficacy Not determined
Sepsis/moderate . BT WBC Heart Respiration
""""""""""""""""""""""""""""""""" Time o 5 . .
Male/89 yr/49 kg (€) (/mm®) (/min) (/min)
15 days/184.5 g Pre 39.4 19,600 113 26
No/Yes/Yes Day 3 38.1 11,800 69 22
20 Day 7 36.6 7,000 70 22
Acute upper respiratory inflammation/mild EOT 37.0 6,800 65 23
Paralysis/mild
aralysis/mi . Clinical Efficacy Good
Pressure sore/mild
Pyelonephritis/moderate Pathogen No
Bacteriological Efficacy Not determined
Sepsis/severe . BT WBC Heart Respiration
””””””””””””””””””””””””””””””””” Time o 5 . .
Female/57 yr/46.6 kg (©) (/mm?) (/min) (/min)
6 days/72 g Pre 39.8 10,500 105 22
No/Yes/No Day 3 375 5,200 74 20
21 Day 7 — — — —
EOT 36.8 5,500 63 18
Acute pyelonephritis/severe Clinical Efficacy Good
Pathogen No
Bacteriological Efficacy Not determined

* BT: Maximum Body Temperature, ** EOT: End of Treatment

PERH 1 4 TH o 720 B-lactamase FEAERIEZ 75 4 B 3) RIEB L CAHIMERE ORI HER

WO3IMRTH o720 B, HHEWIIHT 2AED MIC R, BB GRS 21 FlOBH$XTHI 38T L

X, 79 AR <006~1 ug/mL, 75 AR 05~  ETHods, 53 HEE T FOBED, #57

2 ug/mL, WEMER<006 ug/mL Tdh -7 (Table 9o  HE%Z TIC 20 Pl BHH 37.5C BT I27% - 72 (Fig. 2).
FHMEREL I, (RBREE 50112 19 Bl o B3 75 10,000/ mm®
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Table 5. Clinical efficacy

; ; Effi *
Diagnosis Subjects Excellent | Good : Poor 1(0;;y 95% CI **
1 1 ©
Sepsis 20 9 1 10 |1 95.0 [75.1, 99.9]
Infective endocarditis 1 1 0 0 1/1
Total 21 10 o101 95.2 [76.2, 99.9]
* Efficacy = “Excellent and Good"/Subjects X 100
** CI: Confidence interval
Table 6. Clinical efficacy in patients with positive blood culture
| | Efficacy *
Diagnosis Subjects Excellent | Good | Poor IE:;():Y 95% CI **
1 1 ©
Sepsis 6 3 b3 oo 100 [54.1, 100]
Infective endocarditis 1 1 0 0 1/1
Total 7 4 o3 o0 100 [59.0, 100]
* Efficacy = “Excellent and Good” /Subjects X 100
** CI: Confidence interval
Table 7. Clinical efficacy classified by patient profiles
; ; Effi *
Classification Parameter Subjects Excellent | Good | Poor 1(0;1;y
1 . ©
Gender Male 15 7FF L8 10 100
Female 6 3 ‘ 2 ‘ 1 83.3
Age (yr) < 65 4 2 A | 3/4
= 65 17 8 9 0 100
Underlying disease and/or complication No 14 7 6 1 92.9
(Diabetes mellitus) Yes 7 3 %% 4 : 0 100
Chemotherapy No 18 9 9 0 100
just before treatment Cves | 3 | e L T 23
* Efficacy = “Excellent and Good” /Subjects X 100
** Including 1 infective endocarditis patient
Table 8. Bacteriological efficacy
. . . L ! . ! Eradication *
Causative organism Strains Eradication | Persistence | Unknown %)
. 1 0
Gram-positive bacteria 3 3 0 0 3/3
S. agalactiae 1 1 0 0 1/1
G. morbillorum 1 1 0 0 1/1
S. pneumoniae (PSSP) 1 1 0 0 1/1
Gram-negative bacteria 3 3 0 0 3/3
E. coli 2 2 0 0 2/2
P. vulgaris 1 1 0 0 1/1
Anaerobic bacteria 1 1 0 0 1/1
Gram-positive anaerobic coccus 1 1 0 0 1/1
Total 7 7 0 0 100

* Eradication (%)= "Eradication”/ “Eradication and Persistence” X 100

U ETHo7225 2095 16 Bl BH TG TR OB 4) Non-SIRS BEEDE &
% T2 9,000/ mm® K2 % > 72 (Fig.3)o BRI 51112 20 B o Wi SE B 3 X T A SIRS @
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Table 9. Relationship between MICs against causative organisms and bacterial eradication at the end of treatment

MIC (ug/mL)
Causative Organism No.
=006 012 025 05 1 2 4 8 16 32 64 >64 ND*
Gram-positive bacteria 3 1/1 1/1 1/1
S. agalactiae 1 1/1
G morbilloram | | v v
S. pneumoniae (PSSP) 1 1/1
Gram-negative bacteria 3 1/1 1/1 1/1
E. coli 2 1/1 121
Povadgars | N o
Anaerobic bacteria 1 1/1
Gram-positive anaerobic coccus 1 1/1
Total 7 2/2 /1 1/1 2/2 1/1
Eradication ** (%) 2/2 1/1 1/1 2/2 1/1

* ND: Not determined

** Eradication (%)= “Eradication”/ “Eradication and Persistence” X 100

42

40

Body temperature (C)
w
[o2]

36

34 :

14 21 28
Time (days)

Fig. 2. Body temperature.

FREEIZEEM L Cneds, 5 3 HRIZIE 9B, HE5HRT
W E 721 d Ik R 3602984 L, Non-SIRS B3 o H|
G5B L I o7z (Table 10),

4. #Zatk

LAV RER 23 TR L, ZOMOEE
BAEHRIBH L eh ol FEHLORIUTL DA
EB 2 L2 BB, BEOTH, SED ALP
BnE L O y-GTP ¥4, BEORBORBUIL 5 36T
Hol,

HERRI2BPOBET XTSRRI, HE
FHLDH L, FRMRAE 2B 16 #1112 60 FF5BIL,
HBEIL696% (16/23 1) THoloo B, BEHLZD
FRELIX L S 1R, AR 4 1R, BB 83 L REL S o

720

BIVEHIZ 23 Birf 17 B0 48 7R3 L, 383313 73.9%
(17/2381) THotzo 209 B, FKMAMEREE 112
B 35 PRFEEL L, FEBIERI 52.2% (12/23 BI) TH - 726
FARBEMIE, BEEEREIR T T 304% (7/23 B1), Wik
WAl SH Tl y-GTP 35 30.4% (7/23 1), AST #m
21.7% (5/23 B), WFEREREIM 21.7% (5/23 #) B XL O°
ALT 31 174% (4/23 ) T&H -7 (Table 11),

m. = =

WMEEMEHOT A 54 20T, BUlilhe o B 3# 13%
PRI L o TRZ L7290, BRE LS 2WIHEI2IE,
SEHES T (&Y F 7213 BE RSy, IR oIy B &
OB A ERB L) A CTHEEZ BIRT L 2L 2
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Fig. 3. White blood cell count.
Table 10. Non-SIRS patients
Day 3 Day 7 Day 14 End of Treatment
Subjects
SIRS * Non-SIRS ** SIRS Non-SIRS SIRS Non-SIRS SIRS Non-SIRS
9 11 2 15 0 1 3 17
20
55.0% *** 88.2 1/1 85.0

* Eligible for SIRS criteria, * * Not eligible for SIRS criteria

#% % Rate (%) = Non-SIRS/ “SIRS + Non-SIRS” X 100

R"LTWD, Tz, TORBRCEREL Z LIIEKNEOR#
HRPHHT2ETIII 7 2BMEE 7T 2BTEICE
BBIRBARY P VOREELZRKHETHKST5E L
Twb, TAZ & PIPC OEAEHIIZDHA FF4 D7
PCHERED—D L INTWAEY, —JTTAZ/PIPC
(1:4) 0GR TP LV ERHELTVDL,
DX EHE ST A2, MIES X ORGSO 21
XY A E LC, TAZ/PIPC (1:4) % LI2%#%45
wTO TAZ/PIPC (1:8) OBIZEASHHE S iz,
AEERX, TAZ/PIPC (1:8) ®1H45¢g 1H 31
512 & B MSE B X RGO IR 520 2 A R E
BLOREWZFHMNT 572 DIXE L 72. FHMT HEE
& L CHRIMmAE B3 20 81, REGPEO AL E 1 Bl o g
21 BIAMERE S, BUMAE B 6 5, R LIRS H
1BIOF 7 PIHSMEEE B E TH o720 2O 7 HlIEw
TS HMRERGT, 77 2E1HERE T S. agalactiae, G.
morbillorum, S. pneumoniae 25 1 ¥R Cat 3 ¥k, 77 A8
PR T E. coli 2 ¥k, P. vulgaris 1 % TEF 3 #k, BR&GMER
TR T A HBRAMEERE LRSI ERE & LTl &
N, 7J NBEVER 34D B-lactamase FEAER TdH - 72,
PEOHE TR E 7213 P ERF O AR FRE 95.2% (20/21 1)
T, WIESZEOARFIT 95.0% (19/20 K1), BEgett O

WK EE 1 BIOERRAFIEERN TH > 720 MR 22
P 7 PIOARFIL 100% (7/7 B1) <, KK O W
JeHIZ100% (7/78K) THh otz WHE 1 B, bk
BUCEEOSNBERABIUOREMAEZHLTSE

D, HEHHY T 2 ZREWEICEN TH 72720, K
HREBICHAAN SN2 hEREOMIMIERZE TH o o &K
SEFNZIEARTEAS 6 BTG SNz28, R b o7z
ORISR, FORITITEHH A VSR A L ZRBUE
WEOKG TUHEEMAED bz, B, BEIERS
I O MR 78 CTRIR R I SN e b o 72,

— s, WIED RN T & U CHEG, BRTSEAH
o b, KRBT, WRInERRE 20 61 16 #5565
ML, 0955 116170 ML ETH Y EiiE % <
AR S NT225, 65 LA DB #eE x5 WA R
BV FRDERUETH 5720 72, 20 Frh 6 BIAHER
WEAETLEETH o727, EYEEIEE D EIE (3
Bl) F7FERE GBI 12D 20b 5T, BESRIT
NHEUULETH - 72

W ILRE O &R AL, MPIRERIEGAE 50%, MEIPE PN IR G ie
20%, FREGEGHE 10% DMHICZWE STV B, Kif
BRcid, EBRE - APHEE LTHEREBREET A EH
L2260, WIHRRF IR LR AT A BENS



VOL. 58 S-1

WUMAE - G OB 5S35 TAZ/PIPC (1:8) o4 I HHiER

85

Table 11.

Incidence of adverse events

Relationship * 1 ~ 5

Relationship * 1 ~ 4

Relationship * 1 ~ 3

Adverse events (SOC/PT) Subjects . Incidence™* . Incidence™* . Incidence™®*
Events Patients Events Patients Events Patients
(%) (%) (%)
_Infections and infestations | B L] S 43 | L] 1o 43
Tinea infection 23 1 1 4.3 1 1 4.3
_Nervous system disorders | 2 S - LI Lo 3 L. Lo LS i VU
Convulsion 23 1 1 4.3 1 1 4.3
_Gastrointestinal disorders | 8| 2 609 | 7. 12 522 | 10 7 304
_._Constipation | 28] 5.2 8T ] LN LS s S
. Diarthea | 23 ] E I S 391 | R S 391 | LU A 304 .
_.Abdominal discomfort | 8| L LS B L LS &3 ] S 3
. Abnormal feces | B 22 87 | 2 28T
. Nawsea | 28 ] 2 2 87 .. 2 28T 1] Lo 43
. Vomiting | 23 ] 22 87 .. LN 1o e 1] LI 43
. Stomatitis | 2 | L. L e SO ] AR
Chapped lips 23 1 1 4.3 1 1 4.3
Skin and subcutaneous tissue disor-
_der congenital | 2 S 48 180 | 48 180 | 2 28T
Bezema | o< N T S a3 | T 43 | I 43
__ Erythemas 1 S S LS 1 3 | LS L 38
L 28| LI Lo B Lo Lo s B
Rash 23 1 1 4.3 1 1 4.3 1 1 4.3
_Renal and urinary disorders | B | 2 ] o R ] F
Dysuria 23 2 1 4.3
General disorders and administration
_site conditions | 28 S 3 130 | So3 130 | LS Lo 43
___ Infusion site erythema | B | L S &3 | L 1o 3 I 1o 3
_..Oedema peripheral | 8| L S K< L LS e D
Thirst 23 1 1 4.3 1 1 4.3
nvestigation | 23 [ 60 16 696 | 52 15 652 | 35 12 522
Blood creatine phosphokinase in-
cocreased | 28 ] 2 2 87 ... 2 28T LS Lo 43
Blood lactate dehydrogenase in-
creased 23 2 2 8.7 2 2 8.7 2 2 8.7

Blood alkaline phosphatase
creased

in-

Blood potassium decreased

* 1: Certain, 2: Probable, 3: Possible, 4: Not likely, 5: Unrelated
** Incidence (%) = Patients/Subjects X 100
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Bl, Mik%ZGT2EENIBITH -7z, MidBEH L3
THHH500, BRHEZVTRLEDULETH 722
LS, ARIEIIIIR IR RYE & AR & 3 2 WU iE 12
LCHAMESHIfEcEEEZ bR,

— Bl T bk e & O BRI AL & A3 RSk DI 92 D 76
HEENTWEY, KRB TIE 1 BIORTH o 7275, itk
BTN AR AR & 2 o TRIEE L7243 B0
ARG % 2 SN DIEFIAHAAN S NIz ZDIERIIC
iU CHIRRIRD BN CTH o722 L, WIAER B
BRI & 2 A OIS LT b AR ASIIAE
T&hrLEZLNI,

REMEIZOWTIE, TR, ToMoFERAE
FRIHEHA L o Tz HEHZOFI X 268K
Lok, WEO TR, HEED ALP Bns X O y-GTP
B, BEORBORBIL B 3P TH-7205, wih
LG HIRIC X B 22 nE E R 72,

LEVERRAT O SR 23 B RTIZEF 92 R oA EHEL
PRI L7205, COREITRES M, PEE 404, BE
83 M L BREN L Do 720 BIVER OFEBIFRIL 73.9% (17/23
Bl) THY, TH & p-GTPEMOFEH KT VTR b
30.4% (7/23 ) T, BWEH D 9 bk b ZEBLRDPE A o 726
TAZ/PIPC (1:4) T y-GTP #4hn3 X O° ALT #4173
5% LLE, THI - kA3 X OF AST B h07% 0.1~5% oA
DHETRD LN TV LIS, KEZHGTLHEIET
RENMHELAICERTILENHLEEZ LN, &
B, TXToORMEMIE, ZhFTENO TAZ/PIPC(1 :
) F RN THROONTWE LD EFEETH Y, KM
ORWER X 22 h 5 726

kXY, TAZ/PIPC (1:8) 3 & IFREEEERIC
HEELTHRSGTILENH D00, JEBIEARS b
VEAL, BHERGFTELI NS, BZMRICX
2 WUE B £ OGRS I3 2 A G R SE & L
TEHEHTHDLEEZ BN,

oEr

REROEICEEL, TBIMV7720 7z PRt ok
SRR OB S 2 LE3 GIURRRE,  hBRSE
HERE DOFTIE) o

WA BN & —EGERE  BIMHEE, HhEl
VA et o] AN RS S S R AR VA S I R S S
HARBAT, BMRREERFIAERPEE—NEE kT,

etk ARt S HE SRR FWENE HAR
318, TV R BER SRR A —EB, IREK
EWbEHALIAE KBRS, hamibil NERSAT
IR BENER Rl Ao ey,  BOCHRB  Hooms BE Rl 25
B BEHE, KIET MR SEE BRI, B2
EI B BN R N —, B RE 3k A RoR A
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Phase III tazobactam/piperacillin (1 : 8) study in patients
with sepsis or infective endocarditis

Kohya Shiba”, Satoshi Ishihara”, Shin Kawai”,
Hiroshige Mikamo” and Takashi Yokoyama®

Y Jikei University, 3-25-8 Nishishinbashi, Minato-ku, Tokyo, Japan

? Department of Urology, Kizawa Memorial Hospital

¥ Department of Infectious Disease, Kyorin University School of Medicine

Y Department of Infection Control and Prevention, Aichi Medical University

% Aki Municipal Hospital

Clinical efficacy and safety of tazobactam/piperacillin [TAZ/PIPC (1 : 8)], B—lactamase inhibitor com-
bined penicillin antibiotic, at a dose of 4.5 g three times a day were evaluated for patients with sepsis and in-
fective endocarditis.

Clinical efficacy at the end of treatment was 95.2% (20/21) for all infection, 95.0% (19/20) for sepsis, and
100% (1/1) for infective endocarditis. Among patients, 7 had positive blood culture and clinical efficacy was
100% (7/7). In 7 patients, 3 had cases caused by B-lactamase positive pathogens.

Drug-related adverse events numbering 48 were observed in 17 patients. Incidence was 73.9% (17/23).
Main adverse events were diarrhea at 30.4% (7/23), y-GTP increase at 30.4% (7/23), AST increase at 21.7%
(5/23), eosinophil count increase at 21.7% (5/23), and ALT increase at 17.4% (4/23).

These results indicate that advanced clinical usefulness is expected in sepsis and infective endocarditis
treated using TAZ/PIPC (1 : 8) at a dose of 4.5 g three times a day.



