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PERE R DIEIEA & LTIk, 2 Bacteroides fragilis % 13 L&
& BIENEY T AR B X OB S 7 2 Btk R,
Escherichia coli, Enterococcus J&, Streptococcus J&, Klebsiella
BOSHHENRE VL WDbNTWDY, Z07w, BENES
SEGROME SRR BT, 77 2ABMEH, 77 A%
W, WG 2 A < AN —F 23R RIRE B o A4, Bac-
teroides fragilis 7" )V — 7123 1F % clindamycin Rt 7 7 <% 4
T YRIEANOMMAUZ LY, BIENERSAEIZ BT 2 PR D
BIROMEDH AL %5 TE TV 5, 2009 FFITFER S NKESL

Bl YesiE 274 (Surgical Infection Society : SIS) & K El &Y
#4% (Infectious Disease Society of America : IDSA) 3[R
e N IRGSAE IHRFR IS 2 A B 54 VP Tld, Wi SRE DR
HiE A & WS O JEUPE P IEGeE (THE D) (20 L THLARGHE T
RSN TV DG HBURSE 5 Al (cefoxitin, ertapenem,

moxifloxacin, tigecycline, ticarcillin/clavulanate) i, ¢
NS HARTITRRT SN T vy, —J, BEHIRHEETIE Bacter-
oides fragilis 7 v — 7 \Z B 22 YU & 1 2 7R metronidazole
(MNZ) EHHIEF /0 RETFL7 2 2RI D
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FERHEIREINTVWE OO, TNFE THARTIE MNZ #iER
KRS N T oz (2014 4F 7 FICBEIRTE KL
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Levofloxacin (LVFX) 1&, 77 2Btk B L 07 F ARtk
WICENZHE D ZA L, A BRBHFICEH I hTw s 3
HITH D, HARICBWTDH LVFX FEHHI & MNZ & ok
D NEENESIE DOER IS BT 2 BIUEO—2 & iUk, »
VN L REER TAZ/PIPC & HIHAlSE W BE 20 IS & 7
D, WEHFEEOR I X BWTE LB ILICHES LR 5 EH R
726

LVFX FESH ORISR 0 720 08 TIT AR, [P
FBREHIEO 7 A ¥ 54 ¥ IChEw, BIHEVE IR IR G % 0 5
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1%, B2 B X OB N 2E MR A (pelvic inflammatory dis-
ease : PID) IC X B4 EH 205 L LT, LVFX 444
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%8, AR RGO BRRRBROFE O R (GCP) 12
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Il — FNEHREHB LT AT a0 Y E T EREICHE
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PR RIS CTHEIE L 720 S PEHRAY B-lactamase
(extended-spectrum S-lactamase : ESBL) FEAE DA E(Z
DWW, E. coli, Klebsiella pneumoniae, Klebsiella oxytoca
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HER S, FREAFE S T2 HERE % FHix %
& U7zo SEUBHREMNTIZ, BARIRIGT O FBREP 5- 258



VOL.65NO. 3 PEMEE S B TR 3 5 LVEX RG] 0 [ R 3% 459
Table 1. Subject characteristics (1)
L . Peritonitis associated
Characteristics Peritonitis . Total
with PID

Number of subjects evaluated n=15 n=4 n=19

Gender Male 12 (80.0) 0(0.0) 12 (63.2)
Female 3(20.0) 4(100.0) 7(36.8)

Age (yr) 20-39 3(20.0) 1(25.0) 4(21.1)
40-59 4(26.7) 2 (50.0) 6 (31.6)
>60 8 (53.3) 1(25.0) 9 (47.4)
Mean = SD 54.6 =18.4 493*114 53.5%+17.0
Median 61.0 47.0 59.0
[Min. —Max.] [22-76] [38-65] [22-76]

Body weight (kg) <40 1(6.7) 0(0.0) 1(5.3)
40-59 9 (60.0) 4(100.0) 13 (68.4)
60-79 4(26.7) 0(0.0) 4(21.1)
>80 1(6.7) 0(0.0) 1(5.3)
Mean £+ SD 56.6 =10.2 49.1+34 55.0*9.6
Median 57.2 49.3 53.6
[Min. —Max.] [38.5-80.0] [44.8-53.1] [38.5-80.0]

Ccr (mL/min) <50.0 1(6.7) 0(0.0) 1(5.3)
50.0-79.9 6 (40.0) 3(75.0) 9 (47.4)
>80.0 8(53.3) 1(25.0) 9 (47.4)
Mean = SD 86.9+37.2 752+ 6.4 84.4+33.3
Median 82.3 75.4 79.5
[Min. ~Max.] [37.5-144.2] [68.4-81.7] [37.5-144.2]

Previous antimicrobials No 8(53.3) 2 (50.0) 10 (52.6)

treatment Yes 7(46.7) 2 (50.0) 9(47.4)

Diagnosis Acute appendicitis 8(53.3) — 8(42.1)
(gangrenous/phlegmonous)
Suture leakage 4(26.7) — 4(21.1)
Post-operative pancreatic 2(13.3) — 2(10.5
fistula infection
Post-operative bile leakage 1(6.7) — 1(5.3)
infection

Drainage Operative 8(53.3) 0(0.0) 8(42.1)
Non-operative 7(46.7) 0(0.0) 7(36.8)
None 0(0.0) 4(100.0) 4(21.1)

Causative organism No 5(33.3) 0(0.0) 5(26.3)
Yes 10 (66.7) 4(100.0) 14 (73.7)

(): %, PID: Pelvic inflammatory disease, Ccr: Creatinine clearance (Ccr was estimated using the Cockcroft-Gault formula.)

EEBYKT L, Mm% F 7 3EENS D LVFX R
AR TR 2 B % ATl 5 & L7z AR,
K7 GCP &k, s 1 M E shTni
WS, H5WIEHBEEE RO T - B E 572K %
W & BRAL L - & Bl R & L7z,

FEFHIIEH L, EEHER ORI RE L, SiEE
filids XL 2 oWl 95% EEX E 2 F Lz, &5 T/
HhIE RO BRIRAI R 2 ERIRIETAGIE H 122w T b [alkko
AT % 4T o 720 A EFHRT ICH [EIBRE S FEHE O AR
(Medical Dictionary for Regulatory Activities/] : Med-
DRA/J version 16.1) DFEAGFE (preferred term : PT) T
MAEZ, HEHELB X OCRWEHIC O W THL N
REFM L7,

n i e

1. EBIRERL

BEEINTHHEIZ21%TH Y, WTRITEBR K 17
%, PIDICXBMERED 4B TH o720 REMMFH G
FEHIZ, TRTOREBREIRFEI LG S hiz729 21
HCTHoTze BB AR RERT, KL 24
(B G HHAR 1 4, BAMEEEER 14) 272194
THh o720 WAEMARIRN E LML, 722 HREM
MRS AR 0 5 B BB G- F G o IR A6 5 44
(TRTBEFERBE) 2BV 484 TH o7, Bk
FRAT R RAE RN, ABEEANEE) ISR S-S, I F 721
PEIPEN B IR LVEX R EEASFI W RE 2 4 %4 (XTI
iR E) ThHoizo
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Table 2. Subject characteristics (2)
L L Peritonitis associated
Characteristics Peritonitis X Total
with PID

Number of subjects evaluated n=15 n=4 n=19

Body temperature (C) <37.0 3(20.0) 2 (50.0) 5(26.3)
37.0-37.4 9 (60.0) 1(25.0) 10 (52.6)
37.5-37.9 1(6.7) 0(0.0) 1(5.3)
>38.0 2(13.3) 1(25.0) 3(15.8)
Mean = SD 37.2%0.7 372%*1.0 37.2%0.7
Median 37.2 37.0 37.2
[Min. “Max.] [36.0-38.9] [36.3-38.5] [36.0-38.9]

WBC (/mm?) <10,000 2(13.3) 3(75.0) 5(26.3)
10,000-19,999 10 (66.7) 1(25.0) 11(57.9)
>20,000 3(20.0) 0(0.0) 3(15.8)
Mean = SD 14,572.0 = 5,187.2 7,602.5 +2,984.1 13,104.7 £5,561.8
Median 13,010.0 8,350.0 12,300.0
[Min. ~Max.] [8,460~25,200] [3,400-10,310] [3,400-25,200]

CRP (mg/mL) <100 9 (60.0) 3(75.0) 12 (63.2)
10.0-19.9 4(26.7) 1(25.0) 5(26.3)
>20.0 2(13.3) 0(0.0) 2(10.5)
Mean = SD 8.38+7.29 8.25+1.94 8.35+6.48
Median 8.60 8.47 8.60
[Min. “Max.] [0.07-21.3] [6.04-10.0] [0.07-21.3]

Abdominal pain Severe 6 (40.0) 3(75.0) 9(47.4)
Mild 5(33.3) 1(25.0) 6(31.6)
None 4(26.7) 0(0.0) 4(21.1)

Abdominal tenderness Severe 5(33.3) 4(100.0) 9 (47.4)
Mild 6 (40.0) 0(0.0) 6(31.6)
None 4(26.7) 0(0.0) 4(21.1)

Peritoneal irritation Severe 2(13.3) 3(75.0) 5(26.3)

symptoms Mild 7 (46.7) 1(25.0) 8(42.1)
None 6 (40.0) 0(0.0) 6(31.6)

(): %, PID: Pelvic inflammatory disease

2. BEER

F2 72 B AR VERRAT O S 19 %4 0 BE T 5 % Tables
1, 213R U720 BRI ST, PERNEZ AT 80.0% (12/15)
&% <, AR CPIME = BEER 22, DU ABR) 14 54.6 + 184
%, 60 M L EI A5 53.3%(8/15) L KR TH - 720
PID |2 X ZIEE S TlE, SEHNIE 493114 7%, 60 A
W750% (3/4) TH o7z, BEEOF KL, 2%l
e g (B TR/ R TR R) 84, MEASE
4 %, Witk ORG24, WEROBHEEE 14T
Holze MBS G- BIEH O Pl d ) OWERE X, M
% 53.3% (8/15), PID IZ X 54T 0.0% (0/4),
IR G ATT O F L — VB D ) OBERE L, MR %
T 46.7% (7/15), PID 2 & %I4T 0.0% (0/4) TH -
720

ARBREEH G- PG O RIS 37.0C DL EoRERE 1, BH
5195 T 80.0% (12/15), PID I & % I 45T 50.0% (2/4),
FABRSEP 5- BRAGT  F1ER LA 10,000/ mm?® BL L o> B B
3, RIS T 86.7%(13/15), PID (2 X % K 4T 25.0%
(1/4) Th o 7zo HEELRG-BMGEN MO PR IE A 5
ENTW7 BB E, WA T 46.7% (7/15), PID IC &

5 IR T 50.0%(2/4) Tdh - 720 JRRTE OS5 BESH L,
JIE B 95 T 66.7%(10/15), PID 2 & % JEE 4¢ T 100.0% (4/
4) Tho7

BB RGN 3 B (Y 2 6, PID 2 & 2R %%
16)) T, 5r#ESN72EREIE K pneumoniae 1 6] (B
%%), Parvimonas micra 1 %1 (B I 4%¢), E.coli 1 # (PID
2K BIERSE) Th o720 B IEGBE 11 61 (B 2%
81, PID I X 2 MM 3 BI) T, 2 WA 4 %, 3 WM
4%, AWHA 2 4, 5 WA 1 44 Tdh -7z (Table 3)o
BEROR G BIL, 5k B & Bl i O B R e 73 3
EAETH T2,

S S N7 EIATRIE 36 B Td o 72 (Table 4) . MR %
BE 10 2470 5008 S 72 B2 ER R, Bacteroides J& 73
78k, P.micra 76 ¥k, Klebsiella J&7A% 4 ¥k, E. coli %% 3 ¥k
THh o720 PID IZ K BRI 4 70 500l S 72
KT, E.coli 234 %k, Enterococcus faecalis, K. pneumo-
niae, Peptoniphilus asaccharolyticus, Finegoldia magna %35
L¥RTH o720 BEAES X PID IC X B EREEH DS
JrHE S 7z E. coli, K. pneumoniae, K. oxytoca, Enterobac-
ter cloacae, Citrobacter freundii 133~ T ESBL JEEAH T
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Table 3.

Baseline causative organisms identified

Causative organisms

Peritonitis

Peritonitis associated

Total
with PID ok

Number of subjects evaluated

n=15

n=4 n=19

Monomicrobial infection
Gram-negative bacteria
Escherichia coli

Klebsiella pneumoniae 1

Anaerobic bacteria

Parvimonas micra 1

2(13.3)

1(25.0) 3(15.8)

Polymicrobial infection

Three organisms

4
Four organisms 1
1

Five organisms

8(53.3)
Two organisms 2

11 (57.9)

—
—_— N A

Pathogens were unknown

5(33.3)

5(26.3)

(): %, PID: Pelvic inflammatory disease

Table 4. Distribution of causative organisms

Causative organisms

Peritonitis

Peritonitis associated

. Total
with PID

Gram-positive bacteria
Enterococcus faecalis
Enterococcus faecium

1 2
1 1

—

Gram-negative bacteria
Escherichia coli
Citrobacter freundii
Klebsiella pneumoniae
Klebsiella oxytoca
Enterobacter cloacae
Proteus vulgaris

| &

,_
— = = & =

Anaerobic bacteria
Peptoniphilus asaccharolyticus
Peptostreptococcus anaerobius
Finegoldia magna
Parvimonas micra
Veillonella sp.

Bacteroides sp.

Bacteroides caccae
Bacteroides fragilis
Bacteroides ovatus
Bacteroides thetaiotaomicron
Bacteroides ureolyticus
Prevotella buccae

Porphyromonas endodontalis

| =

e e e R i

w
—_
el

Pt DN e e e O e e e

Total

(5]
3

e
@
[=)}

PID: Pelvic inflammatory disease

Holz
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(B E d e 28 /R MR TR 5%) 2 44, REBA A2 44,
Mt DPEHIEEG 1 4 TH o 720

BT REDRRRR AR, ST 69.2%(9/13), PID
2 & BHESET 100.0% (4/4) Th o7z TR L
SNTEBEROFNBEL, A E24, SthlER
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Table 5. Clinical response
B . . Clinical response Efficacy rate™® (%)
Visit Diagnosis n
Cured Improved Failed Unknown (95% CI)
EOT Peritonitis 15 2 7 4 2 69.2 (44.1,94.3)
Acut diciti
cute appendicitis s 1 5 N 1 6/7
(gangrenous/phlegmonous)
Suture leakage 4 0 2 2 0 2/4
Post-operative pancreatic fistula infection 2 1 0 1 0 1/2
Post-operative bile leakage infection 1 0 0 0 1 —
Peritonitis associated with PID 4 3 1 0 0 100.0 (100.0, 100.0)
All patients 19 5 8 4 2 76.5(56.3, 96.6)
TOC Peritonitis 15 6 2 5 2 61.5(35.1, 88.0)
Acut diciti
cute appendicitis 8 4 1 ) 1 5/7
(gangrenous/phlegmonous)
Suture leakage 4 1 1 2 0 2/4
Post-operative pancreatic fistula infection 2 1 0 1 0 1/2
Post-operative bile leakage infection 1 0 0 0 1 —
Peritonitis associated with PID 4 4 0 0 0 100.0 (100.0, 100.0)
All patients 19 10 2 5 2 70.6 (48.9,92.2)

*Efficacy rate = (“Cured” + “Improved”)/(n— “Unknown”) X 100
PID: Pelvic inflammatory disease; EOT: End of treatment; TOC: Test of cure

Table 6. Clinical response according to causative organism at test of cure

. . L Peritonitis associated

Diagnosis Peritonitis . Total

with PID

Causative organisms Efficacy rate™ Efficacy rate ™ Efficacy rate™

Gram-positive bacteria 1/1 1/1 2/2
Enterococcus faecalis — 1/1 1/1
Enterococcus faecium 1/1 — 1/1

Gram-negative bacteria 4/7(57.1) 5/5(100.0) 9/12 (75.0)
Escherichia coli 2/3 4/4 6/7(85.7)
Klebsiella pneumoniae 0/1 1/1 1/2
Klebsiella oxytoca 1/1 — 1/1
Enterobacter cloacae 0/1 — 0/1
Proteus vulgaris 1/1 — 1/1

Anaerobic bacteria 5/14 (35.7) 3/3 8/17 (47.1)
Peptoniphilus asaccharolyticus — 1/1 1/1
Peptostreptococcus anaerobius 1/1 — 1/1
Finegoldia magna — 1/1 1/1
Parvimonas micra 1/5 — 1/5
Veillonella sp. — 1/1 1/1
Bacteroides caccae 0/1 — 0/1
Bacteroides fragilis 1/2 — 1/2
Bacteroides ovatus 0/1 — 0/1
Bacteroides thetaiotaomicron 1/1 — 1/1
Bacteroides ureolyticus 0/1 — 0/1
Prevotella buccae 0/1 — 0/1
Porphyromonas endodontalis 1/1 — 1/1

*Efficacy rate = (“Cured” + “Improved” )/( “Cured” + “Improved” + “Failed”) X 100
(): %, PID: Pelvic inflammatory disease

(BEMERER) 1%, WEOFEERE1ATH- 72
(Table5)o

B H) R D BRIR R % IR W BN AR5 L - R %
Table 6 1278 L 720 MEIEKEE T E. coli 2SR & L7248
BRBETE3INF 24T [HR] TH o705, Bacteroides

J& (Bacteroides caccae, B. fragilis, Bacteroides ovatus, Bac-
teroides thetaiotaomicron, Bacteroides ureolyticus DEit) A3
Bt S N7 HRHE TOARFIL 333% (2/6) TH - 72
72, P.micra BB S N7 BEERHE T O AT 20.0%
(1/5) THo7
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Table 7. Microbiological response at end of treatment
Microbiological response
Di . il l Eradication rate™ (%)
iagnosis n Mi i R t
& Eradication 1cr.0 {a P ace'men Persistance | Unknown (95% CI)
substitution bacterium
Peritonitis 10 4 0 2 2 2 50.0 (15.4, 84.6)
Peritonitis associated with PID 4 2 1 0 1 0 75.0 (32.6, 100.0)
All patients 14 6 1 2 3 2 58.3 (30.4, 86.2)

*Eradication rate = ( “Eradication” + “Microbial substitution”)/(n— “Unknown") X 100

PID: Pelvic inflammatory disease

Table 8. Microbiological response by MIC at end of treatment

LVFX MIC (zg/mL)
Causative organisms
<0.06 | 0.12 | 025 | 0.5 1 2 4 8 16 32 64 128 | >128 | N.D. | Total
Gram-positive bacteria
Enterococcus faecalis 1/1 1/1
Enterococcus faecium 0/1 0/1
Gram-negative bacteria
Escherichia coli 3/3 1/1 2/2 6/6
Citrobacter freundii 1/1 1/1
Klebsiella pneumoniae 2/2 2/2
Klebsiella oxytoca 1/1 1/1
Enterobacter cloacae 1/1 1/1
Proteus vulgaris 0/1 0/1
Anaerobic bacteria
Peptoniphilus asaccharolyticus 1/1 1/1
Peptostreptococcus anaerobius 1/1 1/1
Finegoldia magna 0/1 0/1
Parvimonas micra 2/2 | 2/2 | 1/1 5/5
Veillonella sp. 1/1 1/1
Bacteroides sp. 1/1 1/1
Bacteroides caccae 1/1 1/1
Bacteroides fragilis 1/1 1/1
Bacteroides ovatus 0/1 0/1
Bacteroides thetaiotaomicron 1/1 1/1
Bacteroides ureolyticus 1/1 1/1
Prevotella buccae 1/1 11
Porphyromonas endodontalis 1/1 1/1
Total 7/8 1/1 | 2/2 | 5/5 | 2/2 4/4 | 3/4 0/1 1/2 1/1 1/1 | 27/31
N.D.: Not done

5. MR R

D) #EE B OB AR R R

BT R ORE AR, ST 50.0% (4/
8), PID 2 & BT 750% (3/4) Tdh-7zo [Ffhi)
EHE SR E, RS 2 44, PID I X B JEER
KD 14, [HME] & HE S W pbRa g, BB
24 TH-o7: (Table7)o

2) KB OB R A

P G- T RIS W A B R R A E S 72 IR 31
PRIZx 9 % LVFX @ MIC I A 2 iR 2 Table 8
VR L7zo 354 TS 31 #kh 27 SR JEIN R 25T 2 L
720 BGHETRECAERE L 2N 4 B ), ZOWER
1 Enterococcus faecium 75 1 ¥ (LVFX @ MIC 8 pg/mL,
LUFIHAR), Proteus vulgaris %1 #& (<0.06 ug/mL), F.

magna %% 1 % (64 wg/mL), B.ovatus %1 #k(32 ug/mL)
THo7

6. FEPEpRE

S B REFEAT 0 G AR [ & 1 G2 BB SR G B AR 12 D Iy
MK 2 M4 LVEX R EE B X OV PE N & i
LVEX IREOHERE % Fig. 1 1Z/R L7z, M4k LVEX R
HERIZEB R B H 4 44, IEPENE M LVEX IREHER
IR 3 R ARG L Uz, % LVFEX JREE IS
W TRICE =72 R L7228, JEERNB IR LVFX
R, BEA GG 7T~9 MBI — 2 R IR L7z,

KU B 6 7~9 IR [ £ 0 I 4T LVEX iR B2 o “F- 39 i
(#ipH) 1% 65 (4.2~84) pg/mL, JERENZBILWHH LVFX
PO (HPA) 13129 (5.7~185) ug/g Th Y,
IM4Ed LVEX R EE A9 % BB i LVEX i B2
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Fig. 1. Concentration of LVFX in plasma and peritoneal exudate (LVFX injection 500

mg/60 min infusion).

Table 9. Concentration of LVFX in plasma and peritoneal exudate

LVFX concentration
Sampling Plasma Peritoneal exudate Penetration ratio™
(ug/mL) (ug/3)
End of infusion n 4 3 3
Mean = SD 14.94 = 4.60 446+ 1.10 0.38 £0.25
Median 16.27 4.27 0.30
Min, Max 8.62, 18.59 3.48,5.64 0.19, 0.66
3-5h after n 1 3 1
starting infusion Mean £ SD 10.45 9.38 +4.42 123
Median 10.45 10.84 1.23
Min, Max 10.45, 10.45 4.41,12.88 1.23,1.23
79 h after n 4 3 3
starting infusion Mean + SD 6.49+1.73 12.86 +6.51 1.95+0.52
Median 6.68 14.40 2.21
Min, Max 4.24, 8.36 5.72,18.46 1.35,2.30
17-24 h after n 3 2 2
starting infusion Mean + SD 1.83+0.91 6.80 £0.74 3.08+0.57
Median 1.81 6.80 3.08
Min, Max 0.93,2.75 6.28,7.32 2.67,3.48

*Penetration ratio = Peritoneal exudate concentration/plasma concentration

PID: Pelvic inflammatory disease

DILOFIME (i) 13 1.95 (1.35~230) TH -7 (Ta-
ble 9)o

7. LAEEEH

LAV RN 21 IR L A EF LB L O
FIVEH OHLBIEEHE R % Table 10 1278 L7z

HERGIHEHRIT 714% (15/21) T, 240 EICHEH
L7-FEHGIE, [FHERAALEE, il fER, W, %
fltEz g, 79 =73/ bI AT =T —EE,
TANRGEVT I/ MY AT 25— BN, T
VANVKAT 75 —EHINITH - 72 AITEMIEHEEZ

286% (6/21) T, 24U EAICSB U -EIVERIL, 1R5HED
MALBED AR TH - 720 BWVEHOEREL T TR, i
JFIETRTEETH - 72,
m. % =

SIS/IDSA DERENIEGEG I T B4 54~
2BV, T SIE OWEE A & FRAFE 00 51 P IR GSE
HESE L LT 2 1 v %3 (ciprofloxacin, levofloxacin)
F 7213t 7 = 2R3 (cefazolin, cefuroxime, ceftriax-
one, cefotaxime) & MNZ & OBt %5253 D —>
LENTWDY, 2N F THARTIE MNZ Hid: 8 25 K2
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Table 10. Adverse event and adverse drug reaction incidences

Adverse event Adverse drug reaction
Patients evaluated for safety 21 21
Patients with adverse event/drug reaction (%) 15(71.4) 6(28.6)
Events 54 16
System organ class and Prefered term* Patients (%) Events Patients (%) Events
Neoplasms benign, malignant and unspecified
Malignant ascites 1(4.8) 1
Blood and lymphatic system disorders
Anaemia 2(9.5) 2
Metabolism and nutrition disorders
Hypokalaemia 1(4.8) 1
Psychiatric disorders
Auditory hallucination 1(4.8) 1
Insomnia 1(4.8) 1
Nervous system disorders
Headaches 1(4.8) 1
Cardiac disorders
Atrial fibrillation 1(4.8) 1
Vascular disorders
Phlebitis 1(4.8) 1 1(4.8) 1
Gastrointestinal disorders
Constipation 2(9.5) 2
Vomiting 2(9.5) 3 1(4.8) 1
Abdominal discomfort 1(4.8) 1 1(4.8) 1
Abdominal pain upper 1(4.8) 1
Diarrhoea 1(4.8) 1
Intestinal obstruction 1(4.8) 1
Stomatitis 1(4.8) 1
Hepatobiliary disorders
Cholangitis 1(4.8) 1
Skin and subcutaneous tissue disorders
Dermatitis contact 2(9.5) 2
Musculoskeletal and connective tissue disorders
Back pain 1(4.8) 1
Fistula 1(4.8) 1
Musculoskeletal pain 1(4.8) 1
Reproductive system and breast disorders
Benign prostatic hyperplasia 1(4.8) 1
Vulvovaginal pain 1(4.8) 1
General disorders and administration site conditions
Injection site erythema 3(14.3) 4 3(14.3) 4
Injection site pruritus 1(4.8) 1 1(4.8) 1
Malaise 1(4.8) 1 1(4.8) 1
Injection site swelling 1(4.8) 1 1(4.8) 1
Implant site pain 1(4.8) 1
Investigations
Alanine aminotransferase increased 2(9.5) 2 1(4.8) 1
Aspartate aminotransferase increased 2(9.5) 2 1(4.8) 1
Blood alkaline phosphatase increased 2(9.5) 2 1(4.8) 1
Blood creatine phosphokinase increased 1(4.8) 1 1(4.8) 1
Blood glucose decreased 1(4.8) 1
Blood lactate dehydrogenase increased 1(4.8) 1
Blood potassium increased 1(4.8) 1 1(4.8) 1
Blood pressure decreased 1(4.8) 1
Gamma-glutamyltransferase increased 1(4.8) 1 1(4.8) 1
Platelet count decreased 1(4.8) 1
Platelet count increased 1(4.8) 1
Injury, poisoning and procedural complications
Fall 1(4.8) 1
Vascular pseudoaneurysm 1(4.8) 2
Contusion 1(4.8) 1
Wound complication 1(4.8) 1

*MedDRA/]J version 16.1
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PEGIE DHESEIETH B AN NRA L RERL Y N 5
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Clinical study of levofloxacin injection in peritonitis patients

Yoshio Takesue", Keiji Oe”, Yasuyuki Okuda”, Kazuo Aisaki’,
Yasuyuki Kawachi’, Junzo Shimizu”, Koji Okamoto” and Hiroshige Mikamo”

Y Department of Infection Prevention and Control, Hyogo College of Medicine, 1-1 Mukogawa-cho, Nishinomiya,
Hyogo, Japan

¥ R&D Division, Daiichi Sankyo Co., Ltd.

¥ Department of Surgery, Sagamihara Kyodo Hospital

Y Department of Surgery, Nagaoka Chuo General Hospital

¥ Department of Surgery, Osaka Rosai Hospotal
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” Department of Clinical Infectious Diseases, Aichi Medical University Hospital

We evaluated the efficacy and safety of the intravenous infusion of 500 mg of levofloxacin (LVFX) once
daily for 3—14 days in patients with peritonitis or peritonitis caused by pelvic inflammatory disease (PID).
Additionally, drug penetration into the peritoneal exudate after the injection of 500 mg of LVFX was deter-
mined in patients with peritonitis.

Clinical efficacy: The clinical efficacy rates at the test of cure (primary endpoint) for the patients with
peritonitis and peritonitis caused by PID were 61.5% (8/13) and 100.0% (4/4), respectively. Patients with peri-
tonitis and abscess formation were evaluated as cases in which treatment had failed. LVFX monotherapy
might not have been effective in these patients because of the presence of intra-abdominal abscesses caused
by anaerobic bacteria.

Microbiological efficacy: The microbiological efficacy rates at the end of treatment in patients with perito-
nitis and peritonitis caused by PID were 50.0% (4/8) and 75.0% (3/4), respectively.

Pharmacokinetics: The concentration of LVEFX in the peritoneal exudate reached a peak at 7-9 h after the
start of infusion, with a mean value of 129 ug/g (range: 5.7-185 ug/g). The mean peritoneal exudate to
plasma concentration ratio was 1.95 (range: 1.35-2.30).

Safety: The incidences of adverse events (AEs) and adverse drug reactions (ADRs) were 71.4% (15/21) and
28.6% (6/21), respectively. The only ADR that occurred in two or more patients was erythema at the injec-
tion site. The severities of all the ADRs were mild, and all the patients with an ADR recovered.

These results suggest that the injection of 500 mg of LVFX once daily was useful for the treatment of peri-
tonitis (including peritonitis caused by PID), and no significant safety problems were seen. In addition, based
on our observations, concomitant treatment with anti-anaerobic agents might be necessary in cases of perito-
nitis with abscess formation, in which anaerobic bacteria exhibit significant pathogenicity.



