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N7 FZ L (TAZ) EIRBHHANRY bV FTHR=V) ¥
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JEYRE2A S (Infectious Diseases Society of America) FL£[[ @
HA R T4 UH%FEEN, community-acquired infections
& healthcare-associated infections @ i # (2 B \» T TAZ/
PIPC O HAIRREDS H IV ANARA LRI L LIRS LTV
%o FENTIZ[JAID/JSC BISEHHE A A 1 2011 12 BV,
ZRMERE g, NHERYSE, NRE L, FFIREICR LC TAZ/PIPC
OHAFEVHRR SN TE Y, T2, [RAIHRIRICIES (R
MRS % - MBROBIRATA K54 P Xy, 0 - B
RS EHAFCH 2 S L h 5, TAZ/PIPC ASEMEINGS % (B
BV THIEANIZE T o T b,

JERENIEGSEIZ R & C 22120 s, i TRAET L
(LSRR 28 O, B, IMELR EICL 5 b 0) Ralk

BRI RATH AL 1-1



VOL.60NO. 5

JE e NI SeE 12 B 1T B TAZ/PIPC 045 TIT A EER 561

HEL (bW ZREERE), BREEREE &G,
community-acquired infections (i /E&Hy) & IHEn 5, Zh
W2 Ui 44 72 £13 healthcare-associated infections (%
BAURGY) &I, LIZ LIS W R W &R 55 2
L sNTn5,

MRS DK E & LTid, EICKEHE, BEkE, A L7 b
2y A RAEB LY LT YL F IR Bacteroides fragilis & 13 U
LT LWL S ABMHEB X OB S, B A O
NG & LTiE, BEREOSEEE RS &<, R TKRE
W, Z2V7YIIE, 7 uny ¥ —Ig, RIRE R ST
bNd, Tz, MEREYETIZ, BB, WIRW B L 05Hk
75 LR 2 & OFATHEE OBES H W Evb Ty
%Y,

JIELRE P R G TR O FU R HE R PUZ BT, IR
TLRZMICRBETLLENDY, AR OL2TD B.
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Bnboo, £7 734 VRERLT) VI T THT
% B. fragilis DT PALRDE N E B BE SR TR S,

ENIZBWTH, FADSEFENIEGSE TR BT % E IR
D—o bR, PURREEEE AT L=V ) Y REICE
BAIEDEHD TSR Y, WMHERERICOHFLTELLE
ZbNd,

Vb &0, BEENERYE RS 25 & Lz TAZ/PIPC OF
MtEB L ORENEFFMT A EZHN, A =T 5N
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RIBFERIZH 2o TR, TNV Y Y FEF IR AGHY
JER, SESREE, SEFRER AT RN, PR35 O RER SR D I 02 B
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GCP OIERNCDWT ] IHE - TR L - iR EBRFE MR T X
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ARGABRIL 20104 2 HA 5 2011 4 3 HiZ 25 CT&H
26 fitii% 30 BRI B VT, WEREPER G (BEIE S, BEE
MRS F72130F - IREEGwE (RFg%, HER) &3
Wr S 7z BB 2 R RAITFER L 72

AR 20 DAL, YERNAEI & U, e R, IEET
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2. Hh&, &E5HEB X URS I

EBRSEE TAZ/PIPC % 1M1 45 ¢, 1 H 3 Il 5 & E

(WTREZBRY 8 REMIMIFE T4 5 L7zo sM#EHE I 100~
300 mL DA FLEIRHRIZAEM L, 30 7L BT TG L
Too EGHRNE, JFEHIE LTRE M AME L
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BB G BRMEENIC R, EEAH, kE, ARKH,
BEAERE B X OV - & 00E, BURE, 7L F—3E
R, HiRRPUARIC X 6%, UERDALOER) O
B, R - WEORROEE, FihEEFL—o
A, BRYGEB L OB R 7% El2 o WA L7z,

2)  BEAEIEIRB X OMAT L o fig:

BB G- HMGRT A DI 5T (F72ddik) KeE 7
5T 1~2 8% F T, IRE, PR, E, KRB
X OMEERET R (A58, e, MEBSRGER) &R -
Bl L7z,

3) MR AR

BB G- MGHT B & OB GHT (F721dHik) KRS
MW ERED 72D DR ERILL 720 BARIL, AidhER
PO, Megppesfilg, BEENL -V, 577 AmE
Fili, WALEIMEIRR E 2B L =Dk %2R
L 726

HITH A IARA T, IGBREE R G- BAGTT B X OG54 T (%
7oidHlk) WEICHENE L7z AIRBRIEMEE AR X ) =28
bR T4 T v ARSI S /- 5B I3 L,
WRFENEB L OB LW oORREZITV, &
TP F 0§ 5 K=& %, Clinical and Labora-
tory Standards Institute (CLSI) (Z#UCTHIE L 720 ¥
72, TRTOBERICOWT=batT 4 VEICED -5
75 <—VCREEEZEREL .

4)  ERARARA

BB GG, 53 Bk, 5T (X723
1B BB L O G T 1~2 ARIRIMEkE, ~NEroe
v, AN MYy b, HIMERES L OHMERS W, s
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wEY I E Y, BUN, 2 L7F=, EFHENa,
K, Cl), CRP, J®HE (&), WR&ERD CEtk) BILORY
avy sy (EW) RME L7z, 7o, REBREERGT
WZiEk7ah vy =Rl L7z,
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2) MIWFRRYR
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SRR BT R, [k, Tekl, [fikel, (3
EAEE] BX O THIR] © 6 HH THE L7z, BEIT
IR, THEmER, Tkl [kl [HEefriel,
[BRRME |, TESEY] BX O [HR] o 8HH THIE
L7zo fix OBAIZL D WThOHED TERWEEIX
[HEARRE L Lize F72, T OB IZDOWTIE,
W, MEEWEEBLOEET &) &L, ERFENT
&, el EEARE X OB E AR, BERITIE,
e, Meefime, WRME, EHEEBIOERE [
Bl L Lo ed, WEARRBIIVTILOLED [ &
LT o720

3) AEHZL

BBEPELG SNBEELLTRTOFE LR
WEZZITERL 2R (BRRRAE O RE 2% &
&), IERF IR E A ERL L L, L ORI
BRix, TR/ Y |, [£58RHY 1, Wik ], [£
SRR L] F7203 TERZ L] o5 BERETHE L2,
KERBAGRAY [BIfRD D 1, [Z0BfRH Y ] 7213 [HE
Pd by ] Mg SN AGERLERIER (BRR B AR
HEL) Ll

5. JEBIORHR N

M EZESFERTFNEE N2, HEZERICLDAE
BIORE, BRI EB I OREMICHET 2 HE%
1T-72

6. AEEtENT

FRAT R R AL B & OB G« RIEBRICBFI N2 TXT
DR, OWEBRERGH - BEEIO D B, REREDT] H
THHG ENER, GFull Analysis Set (FAS) : &R
PEGHID 9 B, WG L, BRYMEE I L
VIERIT, AR 2 EMIIE H ANE BRI A
13HHTHEfME S N72ER], @Per Protocol Set (PPS) :
FAS 7 5 B HZEILSE, BLAZIEEERICH YT LD 0,
RIS YT 2k Lo 72 b o, HiE HE,
BTG OBREIERK LD 0, FH5KT (F213k)
B DRI R EAT b TV v b 0 7 A EHIE 1

WA RITT LR SN Z BV ER L ERL
720 B, BHMMEOTMATIZ, PPS Zx% & L TG
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I & e

1. JEBIRERK
REBANOBIMOERZ BERN (F 7203088 »
LYXETIRL, BHEIN-EFI101HTH-720 £
D9 BLIHFEOR G 1 H12s [FHE#E ] L7420, 100
BN IREREE D e G- SN Tz RBREERIE 5B % &bl -
REESNT 14 BICTH Y, ERBHIT [AEHROLD]
8B, [ARBEROMBIZEZ L 2 EAVHIP L7272
DI 2PBITH o7z FHGEHRTLIZERIITHITH -
720

PPS % 446013 87 B TH - 720 F 72, TRERHEIK 546 T
B S R0 AR 2 S A, B A A 0 S S A ok 5 1%
100 B1CdH - 720 MW FENRRHMRN LB DS & -5 7
< —BREARDPHIE SN2 BEIZ 90 TH- 72
REMEOFHIE, RERSER 56 100 FlZ 4 & LT
M &24T5 720

PPSHEH B & L EMTHIEMIC BT 5 BEE R %
Table 1 & Table 2 1278 L 720

2. BELERNT

PPS TO NIREHEN 7 — 7 Tk, MR Bms
56.3% (49/87 Bll) & 2% <, AE#n CEIME + FEiE R 2,
DT FHBE) 13579176 7%, 65l Lo &3 &4kT
483% (42/87 B) LRI TH o 720 IEYYER TIIRE
2575 35.6% (31/87 B1),  REIEPNESS 0 32.2% (28/87 1),
NREEJ DS 20.7% (18/87 Bll), - HENSE M RO B %
A36.9% (6/87 ), R %A 4.6% (4/87H1) THYy, H
X 4150 HTHh o720 FEBRBEIHE DA M TIZ
[H ] H3977% (85/87 Bl) THh o720 TMTE7ZIEFL—
YOEETIE [H] A7943% (82/87BI) THY, ZDH
BB ERBIIEIE I ER S N2 01X 805% (70/87 B) TH -
725

JERH X 81.6% (71/87 ) o BFHETHIL S, 2D
Y B-J 7 ¥ ~— LRI 56.3% (49/87 #1) DEH T
B &7z (Table2),

3. RBREEOPG WM

PPS o 87 #llvh 85 B (97.7%) THIEE REEORS
TR T 2 EBEOE S MBEOEE) 1:100% T
B o 120 B G OF 3 i + AR 21 6.0+2.3 H, Hiok
X 60 HTH Y, mEHSHIMILI5 HTHo72 Bk
HmAT100 g PLE 150 g Kiii TH - 2B #HI1L 126% 11/
87 6l), 150 g LLETH - 72 HH1 23% (2/87 Bil), #Hk
g o 3 4l = B R 7213 7034 3002 g, HP ULl 1
63.00 g Th - 70
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Table 1. Patient profiles at baseline
PPS Safet lysi
Classification Parameter alely analysis
N=87 N=100
Sex Male 49 (56.3) 60 (60.0)
Female 38 (43.7) 40 (40.0)
Age (yr) Category 1 20—-<30 6(6.9) 6 (6.0)
30—<40 13(14.9) 14 (14.0)
40-<50 12 (13.8) 15 (15.0)
50-<60 10(11.5) 10 (10.0)
60-<70 15 (17.2) 19 (19.0)
70-< 80 27 (31.0) 29(29.0)
80= 4(4.6) 7(7.0)
Category 2 <65 45 (51.7) 50 (50.0)
65= 42 (48.3) 50 (50.0)
Mean * SD 57.9*17.6 58.7+17.8
Median 64.0 64.5
[Min—Max.] [20-87] [20-94]
Body weight (kg) <50 30 (34.5) 33(33.0)
50-<70 43 (49.4) 1(51.0)
70= 14 (16.1) 15 (15.0)
Unknown 0(0) 1(1.0)
Mean = SD 56.47 = 12.22 56.57 £ 12.58
Median 54.50 54.70
[Min~Max.] [29.4-95.0] [29.4-95.0]
Infection Peritonitis 31 (35.6) 34 (34.0)
Peritonitis associated with PID 6(6.9) 6 (6.0)
Intra-abdominal abscess 28 (32.2) 34 (34.0)
Cholecystitis 18(20.7) 20 (20.0)
Cholangitis 4(4.6) 5(5.0)
Other 0(0) 1(1.0)
Underlying disease and complications No 2(2.3) 3(3.0)
Yes 85(97.7) 97 (97.0)
Present illness (day) Mean = SD 4.1%5.0 4.0+4.7
Median 2.0 2.0
[Min.—Max.] [1-26] [1-26]
Medical history No 45 (51.7) 1(51.0)
Yes 42 (48.3) 9 (49.0)
History of drug allergy No 82 (94.3) 95 (95.0)
Yes 5(5.7) 5(5.0)
Histry of allergy No 70 (80.5) 8 (78.0)
Yes 17 (19.5) 22 (22.0)
Treatment of another disorder No 60 (69.0) 67 (67.0)
Yes 27 (31.0) 33 (33.0)
Antimicrobial agent (s) just before the study No 27 (31.0) 31(31.0)
Yes 60 (69.0) 69 (69.0)
Concomitant drug (s) No 0(0) 0(0)
Yes 87 (100) 100 (100)
Concomitant therapy No 3(34) 4(4.0)
Yes 84 (96.6) 96 (96.0)
Surgery or drainage No 5(5.7) 6 (6.0)
Yes 82 (94.3) 94 (94.0)
Timing Before enrollment 12 (13.8) 12 (12.0)
During study 70 (80.5) 82 (82.0)

(

kb,

): %, PID: Pelvic Inflammatory disease

13,

JERE9€ 90.3% (28/31 B1), A M SAEVEI O IE
9% 83.3% (5/6 B1), MLIPEPIRSE 92.9% (26/28 B1),
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Table 2. Patient profiles at baseline
PPS Safety analysis
Item
N=87 N=100
Body temperature (°C) <37 16 (18.4) 17 (17.0)
37-<38 44 (50.6) 47 (47.0)
38-<39 18 (20.7) 26 (26.0)
39=< 9(10.3) 10 (10.0)
Mean = SD 37.70£0.89 37.75%0.89
Median 37.60 37.65
[Min.~Max.] [35.4-40.2] [35.4-40.2]
WBC (/mm®) <10,000 30 (34.5) 36 (36.0)
10,000—< 20,000 53 (60.9) 60 (60.0)
20,000=< 4(4.6) 4(4.0)
Mean = SD 12,386.1 =4,411.7 12,289.0 £4,442.5
Median 11,800.0 11,880.0
[Min~Max.] [4,350—28,000] [4,350~28,000]
CRP (mg/dL) <10 45 (51.7) 52 (52.0)
10-<20 29 (33.3) 35 (35.0)
20< 13 (14.9) 13 (13.0)
Mean = SD 11.088 = 8.024 10.699 = 7.776
Median 9.800 9.750
[Min.—Max.] [0.02-34.90] [0.02-34.90]
Procalcitonin (ng/mL) <0.5 55(63.2) 65 (65.0)
0.5-<2.0 13 (14.9) 14 (14.0)
2.0-<10.0 12 (13.8) 13 (13.0)
=10.0 5(5.7) 5(5.0)
Unknown 2(2.3) 3(3.0)
Mean = SD 3.6148 = 14.6098 3.2109 £13.7104
Median 0.3900 0.3200
[Min—Max.] [0.000-117.700] [0.000-117.700]
Abdominal pain Severe 39 (44.8) 49 (49.0)
Mild 37 (42.5) 38 (38.0)
None 11 (12.6) 13 (13.0)
Abdominal tenderness Severe 46 (52.9) 55 (55.0)
Mild 27 (31.0) 29 (29.0)
None 14 (16.1) 16 (16.0)
Peritoneal signs (s) Severe 22 (25.3) 26 (26.0)
Mild 18 (20.7) 22 (22.0)
None 47 (54.0) 52 (52.0)
Causative organism No 16 (18.4) 20 (20.0)
Yes 71 (81.6) 80 (80.0)
[-Lactamase-positive pathogens No 22 (25.3) 24 (24.0)
Yes 49 (56.3) 55 (55.0)
Unknown 16 (18.4) 21 (21.0)

()%

FE5100% (18/18 #) B L VIHE K 4/4BITH Y, &G
FER CORRHRICK & %713 A BN 572 (Table 3) o

5. MR AR Rh R

BT (F723k) R BEN B X UK E R O
WHERIE, ThETh871% (61/70 B : 5 15 B, 3
EIHR 4260, A 461) & 91.3% (146/160 #k : T2k 41
PR, HEETHSL 101 R, B4 48R) Th o7z BEGERNIC
B2 EHBTORHE LTI, B 88.0% (22/25 # :
K661, HEENL166)), B BN IHETER B ORI 7%
/160 52 161, JEIEAIREE 76.9% (20/26 B : K5

B, MWL I3B, EAHE2H), HELKI100% (14/14
Bl g 2 B, HEEHEL 1B, A5 18D B L OHE K
4/4 B R 1B, HEENR 2H, EF1FITHY, KN
W TOWMREFITIEIL L 9L1% (51/56 ¥ : i 16
P, HEET R 35 4%, BN S M R O IR 9% 2/2 #k -
20k, MERENIRSS 85.9% (55/64 ¥ @ e 17 #,
SETHIE 36 Mk, A 2H), NHZEH 100% (30/30 % : 4
48k, HEEWHEER 2, EAE 1K) B LONHE %K 100% (8/
SHk 1 M 2 Mk, MBS M, EAE 1K) TH o7z (Ta-
ble 4) o
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Table 3. Clinical response at the end of treatment
Infection No. of cases | Cured (%) | Improved (%) | Failed (%) | Efficacy rates™® (%) 95% CI
Deritonitis 31 16 (51.6) 12 (38.7) 3(9.7) 28 (90.3) [74.2,98.0]
Peritonitis associated with PID 6 2(33.3) 3(50.0) 1(16.7) 5(83.3) [35.9,99.6]
Intra-abdominal abscess 28 10 (35.7) 16 (57.1) 2(7.1) 26 (92.9) [76.5,99.1]
Cholecystitis 18 14 (77.8) 4(22.2) 0(0) 18 (100) [81.5, 100]
Cholangitis 4 4(100) 0(0) 0(0) 4(100) [39.8, 100]
All patients 87 46 (52.9) 35 (40.2) 6(6.9) 81(93.1) [85.6,97.4]
*: Efficacy rates = (Cured + Improved)/(No. of cases) X 100
CI: Confidence interval
Table 4. Bacteriological response at the end of treatment
Infection Respo.nse by Respon.se by
patient organism

Peritonitis 22/25 (88.0%) 51/56 (91.1%)

Peritonitis associated with PID 1/1 2/2

Intra-abdominal abscess 20/26 (76.9%) 55/64 (85.9%)

Cholecystitis 14/14 (100%) 30/30 (100%)

Cholangitis 4/4 8/8 (100%)

All patients 61/70 (87.1%) 146/160  (91.3%)

6. KRB OBRRANR B L ORI %h 4

1) J5TER BB R 2l 24

JER B ARG S 72 71 Bl 5 B, KR A 1 Rk AR
a7 24 B, 2 BB S 7z0id 20 1, 3 #¥REL L
Bt 8 7zD1d 27 I TH - 72,

BT (F72i3mik) RRICERIRRIRDY [THR) (B
F23UE) | Tho ook, HHRRIEE o6, 2
PR Bl o261, 3R BRI 23 BITH Y, [H3) ]
T& - 72D\ Enterococcus avium R EI > 1 61, 3 #kLL L
BBIO 461CTH Y, THEARE NI %2795 72 (Table 5).

2) 5L DR R I B A A R 2R

R 2 1 FRAG BRAME B & B 72 7L BT, $RGHET
(F7213rk) RRSHI B AR [T (2R, e
RELITZEE)] THo 720X HMBE MG O 26, 2
ARl 19 B, 3 #kEL_ER B 20 BITH O, [ ]
T - 72DI3 E. avium, Edwardsiella tarda # 1#] O % 1
B, 2 pRpeih Bl 161, 3 BRUL BRI EI O 6 FITH O, [Fr
B THo7zDid 3R EMIMBIO 1 BITH o720 45
T 1~2 8% TIE, ke l2% 2 Bl o 1 61, [ER4L
S E. avium, E. tarda BB O & 161, 2 4RI H o 1
B, 3L ERIMBIO 7THTHY, £oMIF TN H[H
%] THo7 (Tableb)s

5 FRAATTC S R R AT 160 #k ([ERIL] #REZ B <) B
Hah, 2095 5L BRI S N7ZRBEIL, Escherichia
coli (28 ¥k), B. fragilis (11 &), Enterococcus faecalis 3 &
O Pseudomonas aeruginosa (%5 9 ¥k), Streptococcus angino-
sus, Klebsiella pneumoniae 3 & U Klebsiella oxytoca (%7

) B L E. avium 5H) Tho7zo KEEHE 160 ko H
B, BGRT (F7ziddk) BRI 146 #RATHAE L, WM
KFIZIL3% Tdh o720 i L7z 14 ¥RIZ, Streptococcus
agalactiae, E. faecalis, Enterococcus faecium, E. avium,
Enterococcus casseliflavus, Staphylococcus aureus, Pepto-
streptococcus micros, E. coli, Citrobacter freundii, E. tarda,
P. aeruginosa, B. fragilis, Bacteroides uniformis 3 & %
Prevotella melaninogenica D% 1 ¥k Td - 7= (Table 7).

7. =7 7 &~ —EREARBRHAEBNI 09 2 BRI R

B-7 7 &< — ELREARMRIES OB 5T (X 7213
1) BEOARAIZ 91.8% (45/49 H1) T 1), EIAER]T
&, MRS 83.3% (15/18 1), 5 HEN SSAEVES A D I
952/2 60, MEIEPNIRSE 93.8% (15/16 B1), HEEZ 100%
(11/11 #1) B X OMHE % 2/261TH > 72 (Table ),

8. B-7 7 &~ —ErAERMHAEGII 0§ 2 MR 1Y

FUES

B-7 7 &< — CREARMRIES OB 5T (X 7213
1k) B EF B X CHERNEHNORERRIE, Thth
854% (41/48 1) & 920% (69/75%k) T o720 Y
RN 31T % BH R TORB R, MRS 83.3% (15/
18 B), BN JRETER B ORI SE 1/1 10, BELIE IR
75.0% (12/16 1), NHFE5£100% (11/11 #1) I & OH4E
2%2/200CTdH 0, FREH TORHEEIRIE, B 92.6%
(25/27 k), B BENIIEVER R DL 1/1 Bx, BEPEPIIR
% 83.3% (20/24 #k), JHZES 100% (20/20 #k) 35 X U
HRIBWMTH o7
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Table 5. Clinical effect by causative organism at the end of treatment

No. of Efficacy rates™
Causative organism (s) Cured Improved Failed Y
cases (%)
Monomicrobial infection
Gram-positive aerobic bacteria
S. anginosus 1 1 0 0 1/1
S. oralis 1 0 1 0 1/1
E. faecalis 5 3 2 0 5/5
E. faecium 1 0 1 0 1/1
E. avium 1 0 0 1 0
S. aureus 1 1 0 0 1/1
Gram-negative aerobic bacteria
E. coli 5 4 1 0 5/5
E. aerogenes 1 0 1 0 1/1
K oxytoca 1 1 0 0 1/1
K. planticola 1 0 1 0 1/1
E. tarda 1 0 1 0 1/1
C. fetus 1 1 0 0 1/1
P. aeruginosa 2 1 1 0 2/2
Gram-negative anaerobic bacteria
B. fragilis 1 0 1/1
F. nucleatum 1 1 0 0 1/1
Polymicrobial infection
Two organisms 20 11 9 0 20/20 (100)
Three or more organisms 27 10 13 4 23/27 (85.2)
Total 71 35 31 5 66/71 (93.0)
*: Efficacy rates = (Cured + Improved)/(No. of cases) X 100
Table 6. Bacteriological effect by causative organism at the end of treatment
. . No. of . . Eradication rates*
Causative organism (s) Eradicated Persisted Excepted
cases (%)
Monomicrobial infection
Gram-positive aerobic bacteria
§. anginosus 1 1 0 0 1/1
S. oralis 1 1 0 0 1/1
E. faecalis 5 5 0 0 5/5
E. faecium 1 1 0 0 1/1
E. avium 1 0 1 0 0
S. aureus 1 1 0 0 1/1
Gram-negative aerobic bacteria
E. coli 5 5 0 0 5/5
E. aerogenes 1 1 0 0 1/1
K. oxytoca 1 1 0 0 1/1
K. planticola 1 1 0 0 1/1
E. tarda 1 0 1 0 0
C. fetus 1 1 0 0 1/1
P. aeruginosa 2 2 0 0 2/2
Gram-negative anaerobic bacteria
B. fragilis 1 1 0 0 1/1
F. nucleatum 1 1 0 0 1/1
Polymicrobial infection
Two organisms 20 19 1 0 19/20 (95.0)
Three or more organisms 27 20 6 1 20/26 (76.9)
Total 71 61 9 1 61/70 (87.1)

*: Eradication rates = (eradicated)/(eradicated and persisted) X 100
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Table 7. Bacteriological effect by causative organism at the end of treatment

Organism (s) No..of Eradicated Persisted Excepted Fradication rates™
strains (%)

Gram-positive aerobic bacteria

a-Streptococcus 1 1 0 0 1/1

S. agalactiae 1 0 1 0 0

§.mitis 1 1 0 0 1/1

S. anginosus 7 7 0 0 7/7 (100)

S. constellatus 3 3 0 0 3/3

S. oralis 1 1 0 0 1/1

Enterococcus sp. 1 1 0 0 1/1

E. faecalis 9 8 1 0 8/9 (88.9)

E. faecium 3 2 1 0 2/3

E. avium 5 4 1 0 4/5

E. gallinarum 1 1 0 0 1/1

E. casseliflavus 1 0 1 0 0

E. raffinosus 1 1 0 0 1/1

S. aureus 3 2 1 0 2/3

CNS 1 1 0 0 1/1

S. epidermidis 2 2 0 0 2/2

S. capitis 1 1 0 0 1/1
Gram-positive anaerobic bacteria

P. asaccharolyticus 2 2 0 0 2/2

P. prevotii 1 1 0 0 1/1

P. micros 3 2 1 0 2/3

P. indolicus 1 1 0 0 1/1

P.tetradius 1 0 0 1 —

Clostridium spp. 2 2 0 0 2/2

C. perfringens 2 2 0 0 2/2

E. lentum 3 3 0 0 3/3

Actinomyces sp. 1 1 0 0 1/1
Gram-negative aerobic bacteria

E. coli 28 27 1 0 27/28 (96.4)

Citrobacter sp. 1 1 0 0 1/1

C. freundii 4 3 1 0 3/4

Enterobacteriaceae 1 1 0 0 1/1

Enterobacter sp. 1 1 0 0 1/1

E. cloacae 3 3 0 0 3/3

E. aerogenes 4 4 0 0 4/4

M. morganii 2 2 0 0 2/2

K. pneumoniae 7 7 0 0 7/7 (100)

K. oxytoca 7 7 0 0 7/7 (100)

K planticola 1 1 0 0 1/1

E. tarda 1 0 1 0 0

A. hydrophila 1 1 0 0 1/1

C. fetus 1 1 0 0 1/1

P. aeruginosa 9 8 1 0 8/9(88.9)
Gram-negative anaerobic bacteria

G (—) rod (anaerobic) 1 1 0 0 1/1

B. fragilis 12 10 1 1 10/11 (90.9)

B. thetaiotaomicron 4 4 0 0 4/4

B. vulgatus 2 2 0 0 2/2

B. distasonis 3 3 0 0 3/3

B. uniformis 3 1 1 1 1/2

B. caccae 3 3 0 0 3/3

B. stercoris 1 1 0 0 1/1

B. merdae 1 1 0 0 1/1

B. fragilis group 1 1 0 0 1/1

Prevotella sp. 1 0 0 1 —

P. melaninogenica 1 0 1 0 0

P. oris 1 1 0 0 1/1

F. nucleatum 1 1 0 0 1/1

Total 164 146 14 4 146/160 (91.3)

*

: Eradication rates = (eradicated)/(eradicated and persisted) X 100



568 H A& AL & % 5% & M Gk SEPT. 2012
Table 8. Clinical response at the end of treatment on [f-lactamase-positive pathogen (s)
Infection No. of cases Cured (%) Improved (%) Failed (%) Efficacy rates™® (%) 95% CI
Peritonitis 18 9 (50.0) 6(33.3) 3(16.7) 15(83.3) [58.6, 96.4]
Peritonitis associated with PID 2 0(0) 2 0(0) 2/2 [15.8,100]
Intra-abdominal abscess 16 5(31.3) 10 (62.5) 1(6.3) 15 (93.8) [69.8,99.8]
Cholecystitis 11 8 (72.7) 3(27.3) 0(0) 11 (100) [71.5,100]
Cholangitis 2 2 0(0) 0(0) 2/2 [15.8, 100]
All patients 49 24 (49.0) 21 (42.9) 4(8.2) 45 (91.8) [80.4,97.7]

*: Efficacy rates = (Cured + Improved)/(No. of cases) X 100

Table 9. Clinical efficacy at the end of treatment in non responders to an antimicrobial agent just before the study
Antimicrobial agent No. of cases Cured (%) Improved (%) Failed (%) Efficacy rates™ (%)
Injections
Cephems 13 9(69.2) 4(30.8) 0(0) 13 (100)
Carbapenems 7 5(71.4) 0(0) 2(28.6) 5(71.4)
Subtotal 20 14 (70.0) 4(20.0) 2(10.0) 18 (90.0)
Others
Macrorides 1 0(0) 1(1/1) 0(0) 1(1/1)
Quinolones 2 1(1/2) 1(1/2) 0(0) 2(2/2)
Other 1 0(0) 1(1/1) 0(0) 1(1/1)
Subtotal 4 1(1/4) 3(3/4) 0(0) 4(4/4)
Two or more antibiotics 3 1(1/3) 2(2/3) 0(0) 3(3/3)
Total 27 16 (59.3) 9(33.3) 2(7.4) 25 (92.6)

*: Efficacy rates = (Cured + Improved)/(No. of cases) X 100

9. ) AN 63 B B IR R S

A ERIPNC B B 5T (F72130k) RroER
R R 1L, 926% (25/27 B1) THh o7z, MbHE
WMD) B, FHRT (T 7213k B o BRE - [ 5
B EHE SN0k, KIGESEOPG- BRI A VN
RALREZHH L2 2BI0ATH 720 BB, Witk
N 2HI LG5 SN TERTH > 72 3B OPHHT
(F723vhik) BFoBRRARE, [EE] A7 160, [
2B TH o7z (Table9)o

10. 224tk F-l

BIVERIZ 45 ) 74 1E38BL L, Z 0 %sBlE4 (95% 12HH
X ) 1%450% (350~553%) Td - 720 T 7% BIMEH
(FEBLEIA 3% LLE) &, THI5 6 (150%), SFEEEREK
BN 6 B1(6.0%), BFEERERF, IMpE) v s X
DI BE AT SR 2% 4 B (4.0%) 35 X OYERL 3 61 (3.0%)
Tholeo B, HELEEHIEIALNR 2, FHIfE
DS Y, BENPEETH - HFRIEITH 3 F, lEH
BLUIH A ) 7 2K 1B, FEIZEEEAS 6
Td -7 (Table 10),

m £ =

TAZ/PIPC i3, iB/MIB VT 90 # ELLETHRES R,
FHEDOHA KT A ¥ RYFHEIT B\ THPENIESIE G5
DRI L L TR S, EEHEHREDO—DL
moTwh, —7, EMNIZBWTIX, TAZ & PIPC
fiitt 1 : 4 OEAH TAZ/PIPC(1 : 4) 7% 2001 412K

Eh, [V U EHERIOBRFL TIHA I N TV,
IEE 1 T RCILAE, B o B 22 8 & OVBMEVEIE e 9 |, i -
M1 H25~5g/02TH Y, WM~ R
{, WIEDFCHIPH L 20, B L RS
At & AR 2 I - BRI E LR - 72720, i
AL U TAZ/PIPC(1 : 8) OB %E D, 2008 4:12HK
IMdE, Bige, BRI B X OB EB Rk EINE L L
THARESN, MifgkTld@E% 1m45g 10 3MEEY, &
KE - BERYETIZ A MG CTOMHSTREE 2o L
L, ENOERENEYSE B g & LA & 24
PEDFMIZ R SN T ozl 05, WEENRYGE
BEICHT S TAZ/PIPC® 1 M 45¢, 1 H 3 F#H512 &
5k —7 5 VLI R R ER % S L 72

KRB BT, A2 G-I T & 72 87 BIOHe 54T
(F721390k) FEORRRIER (FR=) 12 93.1% (81/87
Bl) THY, BIJERNTIE, PEE% 90.3% (28/31 ),
FHENIETER B OIS 83.3% (5/6 B), NEMEPINESES
92.9% (26/28 %), NHFE4 100% (18/18 #) B & OYfH4S
KA/APITHoT0 T2, MIBEENDEICBNTE, H
KH13 87.1% (61/70B1) TV, FEYER TII MM %
88.0% (22/25 B1), BRI SAEMEIR B OGS 1/1 B, I8
JPENIEE 76.9% (20/26 1), NHFESE 100% (14/14 B1)
L ONBES % 4/4 BICTH - 720 WIHFFIL, 91.3% (146/160
B THY, BEYER TR 91.1% (51/56 #), &
N SRETE R B OB 2% 2/2 ¥k, eI IRES 85.9% (55/
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Table 10. Adverse drug reactions

N=100
Type of adverse drug reaction (s) Grade Incidence
Mild Moderate Severe Total
N (%) N (%) N (%) N (%)
Number of patients 40 (40.0) 4(4.0) 1(1.0) 45 (45.0)
Nervous system disorders 1(1.0) 0(0) 0(0) 1(1.0)
Somnolence 1(1.0) 0(0) 0(0) 1(1.0)
Vascular disorders 2(2.0) 0(0) 0(0) 2(2.0)
Phlebitis 1(1.0) 0(0) 0(0) 1(1.0)
Vasculitis 1(1.0) 0(0) 0(0) 1(1.0)
Gastrointestinal disorders 15 (15.0) 4(4.0) 0(0) 19 (19.0)
Constipation 3(3.0) 0(0) 0(0) 3(3.0)
Diarrhea 12 (12.0) 3(3.0) 0(0) 15 (15.0)
Gastritis 1(1.0) 0(0) 0(0) 1(1.0)
Nausea 1(1.0) 0(0) 0(0) 1(1.0)
Vomiting 1(1.0) 1(1.0) 0(0) 2(2.0)
Hepatobiliary disorders 5(5.0) 0(0) 0(0) 5(5.0)
Abnormality of liver function 4(4.0) 0(0) 0(0) 4(4.0)
Hepatic impairment 1(1.0) 0(0) 0(0) 1(1.0)
Skin and subcutaneous tissue disorders 2(2.0) 0(0) 0(0) 2(2.0)
Rash 2(2.0) 0(0) 0(0) 2(2.0)
Renal and urinary disorders 1(1.0) 0(0) 1(1.0) 2(2.0)
Acute kidney injury 0(0) 0(0) 1(1.0) 1(1.0)
Renal function impairment 1(1.0) 0(0) 0(0) 1(1.0)
General disorders and administration site 1(1.0) 0(0) 0(0) 1(1.0)
conditions aminotransferase increased
Dry mouth 1(1.0) 0(0) 0(0) 1(1.0)
Laboratory tests 29 (29.0) 1(1.0) 0(0) 30 (30.0)
Alanine aminotransferase increased 2(2.0) 0(0) 0(0) 2(2.0)
Aspartate aminotransferase increased 1(1.0) 0(0) 0(0) 1(1.0)
Blood bilirubin increased 4(4.0) 0(0) 0(0) 4(4.0)
Creatinine phosphokinase increased 1(1.0) 0(0) 0(0) 1(1.0)
Elevation of liver enzyme 1(1.0) 0(0) 0(0) 1(1.0)
Lactate dehydrogenase increased 2(2.0) 0(0) 0(0) 2(2.0)
Potassium decreased 0(0) 1(1.0) 0(0) 1(1.0)
Potassium increased 1(1.0) 0(0) 0(0) 1(1.0)
Eosinophil count increased 6(6.0) 0(0) 0(0) 6(6.0)
Gamma-glutamyltransferase increased 2(2.0) 0(0) 0(0) 2(2.0)
Abnormality of liver function test 4(4.0) 0(0) 0(0) 4(4.0)
Lymphocyte count decreased 2(2.0) 0(0) 0(0) 2(2.0)
Neutrophil count decreased 2(2.0) 0(0) 0(0) 2(2.0)
Platelet count decreased 1(1.0) 0(0) 0(0) 1(1.0)
White blood cell decreased 1(1.0) 0(0) 0(0) 1(1.0)
Platelet count increased 2(2.0) 0(0) 0(0) 2(2.0)
Urine protein present 2(2.0) 0(0) 0(0) 2(2.0)
Urine glucose present 2(2.0) 0(0) 0(0) 2(2.0)
Urobilin present 2(2.0) 0(0) 0(0) 2(2.0)

MedDRA/J version 13.0

64 #k), JHEESE 100% (30/30 #k) 5 & UVIHAE 25 100% (8/
8HK) TH o 720 KRR DS L CHIE R R FHICE
WTh, BIAYERTOREIEIALNL D> T2,

B-7 7 ¥ = — EHEARBIER ORGHT (L7213
1) RO RRIRANR: (FRI=E) 1% 91.8% (45/49 #1) TH Y,
M RO RAL, THIER 1 854% (41/48 B), HTHALE ¢
920% (69/75#) TH Y, -7 27 ¥<—XY D535

EDLVIEENBEIGEIC BV TD, KAIOAMEA IR
T& 5 EhRRINT,

b #) HER) B T D ERIR BRI BVTIE, 926% (25/27
Bl) THY, EROFRFEIZL% LK THo 2T EH
5, KHOHMEIHFG IO M X B BIZTI
CwEER LN,

WAL CIE, IEENESE (R ge, B, IRPEIR
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r, EELRE) 2R E LT, RROFME: L et
% imipenem/cilastatin Z& & D A1 VISR LR L DM
BB TR SN TV A9, 206 oM Tid, A#lo
BRIR RN A1 86.2~93.0%, M FHRIFIZ BT 2 HERE
BOFIHIL 825~100% TH V), TS &ML F 721
FEICEBVERES L CHEZNRIRE R L Twis,
KRB CHONTAEEIINSOME L FETH D,
ENIZBWTOARAOEMESHERTE 2L EZLR
720

F72, BB TRIHFGEBRNEWE S TE 7
Extended-spectrum B-lactamase (ESBL) AW TH 5
A, BEEMARLT7 7 AR) VRETHLET I F Y

1239 5 KIG W OMPESRAS, 2001 413 0.6% 'f“&) 27z
252009 4E1212 10% 12 F CTEL, ESBL EEAIC & % FEH]
T TR ASERIR ERE & 722 o> TV B, RIGERTI i ESBL
PE A E. coli 32 Bk Bt i & 1L, TAZ/PIPC ® MIC i 2
ug/mL TH Y, MEENFHEIICTNHHETH - 72
Yamagishi™ & (& ESBL A4 B &G AE IS D W T, TAZ/
PIPC (2R3 % &2 & BRIRZI R o B4R % st L,
ESBL £ W (2K 3 % A > MIC filiA% 16 ug/mL LLF
ORI ERD 842% % HHTBY, T o OHME IR
K &3 2 EGSEICH LT, AN 98.8% (79/80 B) D
RADR & 100% (80/80 1) OMIBEMRIEZ R L Tz
ZLEMEL TS, IS OFEEIE, ESBL EEAER OB
5L BRPIEICBWT S TAZ/PIPCO T v ¥
Ny ZEEVAHTHAREZRZL TS EEZD
niz

JEIPE NG E D JE R T & L C U5 T U Staphylo-
coccus Spp., Streptococcus spp., Enterococcus spp., E. coli,
Klebsiella spp., P. aeruginosa 3 & U" B. fragilis H3 ¥ % 72 Ji
HETHEELEINTVEL EHNIIBITAERFIOT—5 &
LT, s & D 2009 4 B O AVEFGAE 53 BE TR 23Rk
HINTBY, E coli DMIEBHEN R D E L, KWTB.
fragilis, E. faecalis 35 & OF P. aeruginosa 23 S LT w72,
R CTHHESNFENREZ RS L, E coli b %<
Fei 4, R\ T B. fragilis, E. faecalis 3 & U° P. aerugi-
nosa T&H Y, LIAT & D i ST 5 JEFEN R GSE B3
PG L L7oWgehk i 12 B80T 5 IR IR B O FH M A EE
L FERRDIET TH - 72,

NS DFEEORKN T 2 2%, ENIZBIT
% Bl DHVEHEGLRE B E D 5 15 & 7z BRIR 7 lEvk & ARG
BT O N BIR S HERRS ™ & ) i - i L7z 2 e
. O MICwid, E.coli:2pug/mL, B.fragilis:1~2ug/
mL, Bacteroides non-fragilis group : 8~16 ug/mL, E. fae-
calis * 4 ug/mL, P. aeruginosa : 4~32 ug/mL, Streptococ-
cus spp. : 0.25~05 pg/mL, Peptostreptococcus spp. @ =
0.06 pg/mL, Clostridium spp. : 1~2 pg/mL, Prevotella
spp. : =0.06 4 g/mL, Morganella morganii : 0.25~05 ug/
mL Tdh o720 ARHERD 7T HEVR & =N B IR 73 Bt vk O A5

BZMEIFETH Y, WTNOWEIIBWTLEHWES
PR LTz 72, BRENEGDEIC B\ TR
DT\ Bacteroides J&,  ¥#12 nonfragilis group (2% L T,
T 7RATURERT ) VA VY DAL EA
TW5Y 9T, TAZ/PIPC Oiittkibiziz & A LA T
WhwnweEEz bz,

WA BT B M N R G I3 B AR &
imipenem/cilastatin & @ lWHGEKER? Tl, RAI%RG-EH
DWHEFIZITI% TH Y, FELFERKTH 5 E. coli
& B. fragilis TIE100% DHEEFETHo ot EINT
W5 AGRERIC BT B WIHERIE 91.3% (146/160 #k) T
»HY, W (5 ERH) T, S. anginosus 100%,
E. faecalis 88.9%, E.avium 80.0%, E. coli964%, K. pneu-
moniae 100%, K. oxytoca 100%, P. aeruginosa 88.9% 3 &
U B. fragilis 90.9% &, AV iRER & FIRRICAHK] OIR VW HLH
AR VR L 72BN R E R RS Hh
72

BIVERIZ 45 B 74 PR BLL, ZORHEE (95% S
X ) 1X45.0% (35.0~55.3%) TH - 7225, BTV
TNIBENL L, 72, PEEBLUEEORMEH O
ALTHO1IFZBRVT, WIFnbBBREoPIL, Y
ik <‘:“0)%£§ b L < IFEEALE THAE F 723 L 72,
B, WHBIMAPREE TS - 72 TH 1 BICOWTIE,
EEEi¢%§kﬂﬁtt%@@%%ﬁ&&&@ﬂ%%
VLT LHRLTE D572,

T TG ST % TAZ/PIPC O, JliiE 7 &
O E N ERIAR RS BT 2 EITEH 6 BLE A3 60.9% (235/
386 B) TH Y, FLEITEMIZTH(308%), HEHBIV
itk (% 23%), %% (21%) BLUHRH (1.6%) TH-
720 ERBEEMAMEF I ALT LA (150%), y-GTP
b5 (117%), AST LA (114%), W% (54%)
BIOALP LA (44%) THo7=Yo Tz, MR R
BRI B B RIEH S BB A1 3.2% (73/2261 ) TH b,
FAEWEHONIIZ, TH 8.0%), W (26%), Hijib
(L7%), Z959 (14%) BLUORE (10%) THo7z,
BRI R F IO VT, §XTOHATIL0% DT
Tho72"s

RIEBRICBWTRD ON-FIMEH O FEBUHEE & 1
X, AROENB XS BT 2 BEmoR e 7o
T7ANVERESELDZDDOTIE R L, BHLLRIEN
DR LEHIRETH o722 L2 D, MEIEPNERYE B H
BT AEFEIEREINIEZZ 5N,

DXy, KBBRICBWTIEENRIGEEZICBT 5
TAZ/PIPC ® 1[0 45¢g, 1 H 3 B¥S5-OEREI I S
NarrEZHN, $72, BERIEREHEEICEOOND
OO, THI, RS2 SICHBELER T, 22
WCHHTEEEZ LN,

ARHK) % EIN O REIENIEGHE A OEHFIELE L TEAT
BT EIZEY, AR LGRIERN F 72135 3 HACLIRE
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An open-label multicenter study of tazobactam/piperacillin in the treatment of patients
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An open-label, multicenter study was conducted in 30 sites from February 2010 through March 2011 to
evaluate the efficacy and safety of the intravenous administration of tazobactam/piperacillin (TAZ/PIPC)
45 g every 8 hours to patients with a clinically or bacteriologically confirmed diagnosis of intra-abdominal
infection (peritonitis, intra-abdominal abscess, cholecystitis or cholangitis). The primary efficacy endpoint
was the clinical response at the end of treatment. Secondary endpoints included the bacteriological response
at both the patient and pathogen levels.

A favorable clinical response rate at the end of treatment was seen in 93.1% (81/87 patients) and in 91.8%
(45/49 patients) in evaluable patients with B-lactamase producing pathogens. Favorable clinical response
rates in each infection were as follows: peritonitis 90.3% (28/31 patients); peritonitis associated with pelvic
inflammatory disease 83.3% (5/6 patients); intra-abdominal abscess 92.9% (26/28 patients); cholecystitis
100% (18/18 patients); and cholangitis 100% (18/18 patients). Based on a baseline pathogen in 70 patients, a
favorable bacteriological response rate at the end of treatment was seen in 87.1% (61/70 patients) and in
85.4% (41/48 patients) in evaluable patients with B-lactamase producing pathogens. A favorable pathogen
response rate was obtained in 91.3% (146,160 pathogens) and 92.0% (69/75 pathogens) in evaluable patients
with f-lactamase producing pathogens.

The incidence of drug-related adverse events (AEs) was 45.0% (45/100 patients). The main AEs reported
were diarrhea (15.0%), increased eosinophil count (6.0%), abnormality of liver function, increased blood
bilirubin level and abnormality of liver function test (4.0%), and constipation (3.0%). No severe events were
observed.

These results suggest that intravenous administration of TAZ/PIPC 4.5 g every 8 hours is effective and
safe in the treatment of patients with intra-abdominal infections.



