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macokinetics/pharmacodynamics (PK/PD) Fitiz 5 $ 272
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NaEAL, IKSERERICEHISNTW23HITH L, T/,
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Dk Z &h o, MAREIHERE T 5 LVFX TG
DA YR LVEX I #I 2 S5 RROHIA~O Y ) B 2 ik of
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Table 1. Observation items, categories and scores

Observation item Category Score

>38.0
>37.5-<38.0
>37.0-<37.5
<37.0

)}

Body temperature (C)

Intensive (3 +)
Moderate (2 +)
Mild (1+)
None

Lower abdominal pain

Intensive (3 +)

X Moderate (2 +)
Uterine corpus tenderness )
Mild (1+)
None
Purulent
Condition of vaginal discharge Serosity

Normal or None

>2mL
>1-<2mL
<1mL
None

>12,000
>10,000—< 12,000
>8,000—-<10,000
<8,000

>12.0
>4.0-<12.0
>0.3-<4.0
<03

Amount of vaginal discharge

WBC (/mm?)

CRP (mg/dL)
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lactamase : ESBL) JE/ED A2 D\ TIX, Escherichia
coli, Klebsiella pneumoniae, Klebsiella oxytoca 3 & T Pro-
teus mirabilis 1Z CLSI |2 #£ #it L 7= J5 {: C, Enterobacter
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C. trachomatis % 72 1% Neisseria gonorrhoeae 12 & % J& 4
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PRICL 7B R I A 2B L, W20 E
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DR ER - TROA I 7 HE 7 AUTIZHA L
VAR Ry
@ - FEIR - RO Z 2 7 AR UL TR L
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L7z
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SIEFT R 20D W6, R BIS ) GREREER 5% o 1
BIWIC X 2 RIEFT WA D v Ea), THEEHK, [17
food, [HEEAEGe), [EBEG, [FR), [HEAml o
WENPIHE LTz T/, WBBRETIEMAHE L7228k
R M OMAEM SRR % D L1, HEREEE 2 PG
T/H RS X ORI A2 N o JEL R T B O B A W 24 19 X))
R FRNIHUE U728 258 e [T 2, [HEEig O,
(e, [Heefrmel, THRR], THEARIcHEL, B
FHMROMR L1720

3) AVl

AEFRL (BRAMEMEORELHZE) 09 b, &
B 5 L AT EF RS L oM, SERSE DAL O
PREERL, R OREEGE THEd Y | &H)
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6. JEBIORHR N

HIREAT RIS X 2 BRR R HE, FNEOH €, M
AEWFRN R EL LA ERFZUNEDOZ LB EITO N
T, R T EICEEFHMRIC & B IERIMGT &I THHI L
720 TOBA U7 BERFHIHZ BRI R M AR L 72
I 2T, B ZIEBI ORER & P L, e L7z

7. AR TE

FHNVERAT O 72 )RR, WHERGEHEFT I 3 1258
G LR E L7z BUEMZANIRIRE, BRI O3
T BRGIEFDH B, RERSES G B HT R
TDFEM SN, FRIKNE S E ST 8RS % FFlix
L& Uiz EYBREMANTIE, BARERAGH O LVFX {447
BeGAHmeB 0T L, mAEF 72135 wh LVFX
R EEASFI T e 70 BEBR % BFAMO G & L7z AT
1, A7 GCP &R #ERE, LVEX {E4#IA3 1 [ ¢ 5-
ENTWZR WY, 50k LVFX EH#IxS-# 0
T = DFE o 72 W & BV L 72 & 5Rl o 5
& L7,

FEEHMEEE L, WRHERORREE L, miffEe
il X O ZFom 95% FEX A2 R L7z, #&5#7T/
R IR O RN 2 e ERINR B RFA B H 12D T MBI
JENT 2 AT 070 F72, AT ) ¥ 7Y AT AT X BIEIR -
TR Z a7 OHEBIZOVWTIE, RESEESGHHOELE
Wilcoxon signed-rank test {2 & W BE L7zo HEFHGIZ
ICH 5 B = 38 H 35 4£ H A B (Medical Dictionary for
Regulatory Activities/] : MedDRA/J version 16.1) ® 4
K (preferred term : PT) Ti#HAKA, HEFHLBX
CRIERIZ O W THG NS HBE L /BB L7,
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Table 2. Subject characteristics (1)
Characteristics Intrauterine infection Uterine adnexitis Total
Number of subjects evaluated n=17 n=12 n=19
Age (yr) 18-< 40 2(28.6) 8 (66.7) 10 (52.6)
40-<60 4(57.1) 4(33.3) 8 (42.1)
60< 1(14.3) 0(0.0) 1(5.3)
Mean = SD 46.4+11.4 35.3+84 39.4+10.8
Median 49.0 38.0 39.0
[Min. —Max.] [31-64] [21-46] [21-64]
Body weight (kg) <40 0(0.0) 0(0.0) 0(0.0)
40-< 60 6(85.7) 8 (66.7) 14 (73.7)
60-< 80 1(14.3) 4(33.3) 5(26.3)
80< 0(0.0) 0(0.0) 0(0.0)
Mean = SD 51.3+8.2 56.3+9.4 545%+9.1
Median 51.7 56.4 55.9
[Min. ~Max.] [42.3-63.5] [43.0-73.5] [42.3-73.5]
Ccr (mL/min) <50 0(0.0) 0(0.0) 0(0.0)
50—< 80 0(0.0) 1(8.3) 1(5.3)
80< 7(100.0) 11 (91.7) 18 (94.7)
Mean £+ SD 99.5+15.1 127.7%£229 117.3+24.3
Median 91.0 133.3 1134
[Min. ~Max.] [87.5-127.5] [79.7-151.2] [79.7-151.2]
Previous antimicrobial No 4(57.1) 9(75.0) 13 (68.4)
treatment Yes 3(42.9) 3(25.0) 6(31.6)
Causative organism No 0(0.0) 1(8.3) 1(5.3)
Yes 7(100.0) 11(91.7) 18 (94.7)

(): %, Cer: Creatinine clearance (Ccr was estimated using the Cockcroft-Gault formula.)
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1. FEBIRERL

BRI NI H L 234 TH Y, NI T 5 PEGens
9%, TEMNBEREN 14 2 Th o720 LEVERIT NG 4E
ML, BRSO 24 (TENREL 4, TEN
BER12) 2R 21 % Th otz FTz HA RN R
SEMZ, FENEETIL A GRER), FEMER
KT1% BEGMHAR) 2Bz 198 Th - 72, Mk
Wer s Rk E B RNE, E72 5 AR R ER D S
B G- B HT O I AABI 1 %4 (FeE b8 s %)
BRI 18 % TH o 720 HeW B RE AT X 54 M 1,
LVFX FEHAIAEN B G- S, 4 & 72138 5w b
LVFX BEVFIMTREZR 8 4 (FHENEG 24, TEf
BRI 64) THolze

2. BHEER

F 72 2 A R AT R ER] 19 4 O BE T 5 % Table
2, Table 3 \Z7% L7z fEMEBI U, 40 e ARim O BBR#E 1L,
T E NG T 286%(2/7), T EAEEZT 66.7%(8/12)
Tholzo B G-FIARN M OPIR HE 52T
W BB X, TEPIRYLT 429%(3/7), TEMNERL
T 25.0% (3/12) TH -7z KW OSHHEX, THN
&G T 100.0% (7/7), FEAMELZTILT% (11/12) T
B o 720 REFIEPE 51T O F I ERELAT 10,000/ mm® PL_E o
WL, FEPEST 100.0% (7/7), FEfEEET
50.0% (6/12) T&H 720

HERERBIL 6 2 (FENER LA, FENEGR
5%) Tholzo BEREROIT 124 (FEHNELG6
%, TEMNEIRK6S) T2RMEN 44, WD 34,
4WFEAS2 %, S WMDY 1 44, 6 WA 2 %4 Tdh o 72 (Ta-
ble 4) o BIELHEAHITIL, MR & HSE R OBER
BENIZLEAETH o7

EES NI EREIL, FENEREE T 405 20
TEMNERKEHE 11 405 28 Bkl S 7z (Table 5) .
FENEREE D 0 SN ERENE L, E. coli 73
2 ¥k, Haemophilus influenzae 7% 2 #%, Peptoniphilus asac-
charolyticus ¥ 3 ¥k, Peptostreptococcus anaerobius 7% 2 F4,
Finegoldia magna %% 2 %k Cd o 720 TEATBERREHZ DS
GrHES N7 BRI BIE, Enterococcus faecalis % 3 1k,
Streptococcus agalactiae 5 2 ¥, P. asaccharolyticus 75 3 ¥k,
F.magna %% 3 ¥k, P. anaerobius %% 2 ¥k, Prevotella bivia
D2 TH o7z FEHNERDS X OTFEMNE RS
570k S N7z E. coli 139X T ESBL AR TH - 720

3. B ¥ G-

T 72 B AT VEIRAT X G T 0 LVFX JEHH o435
13 100.0% TdH o 720 LVFX {EHHHFI 2> & LVEX LA
ANOY) Y R BT T L R L, FENESET
714% (5/7), FEMNELHIRT 750% (9/12) TH -7z,

TENBEAEE TO LVEX B8 H o F G- W #1344 +
1.8 HIH CPIgME + i8R~ UTHEK) Ty, FEf
J& T 9B T O LVFX RS A o 5- W 1 5.1+32 H
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Table 3. Subject characteristics (2)
Characteristics Intrauterine infection Uterine adnexitis Total
Number of subjects evaluated n=17 n=12 n=19
Body temperature (C) <37.0 0(0.0) 1(8.3) 1(5.3)
37.0-<37.5 4(57.1) 7(58.3) 11 (57.9)
37.5-<38.0 2(28.6) 2(16.7) 4(21.1)
38.0< 1(14.3) 2(16.7) 3(15.8)
Mean = SD 37504 37.3+0.5 374%0.5
Median 37.4 37.2 37.3
[Min. ~Max.] [37.0-38.3] [36.7-38.6] [36.7-38.6]
WBC (/mm®) <8,000 0(0.0) 4(33.3) 4(21.1)
8,000-< 10,000 0(0.0) 2(16.7) 2(10.5)
10,000-< 12,000 2(28.6) 1(83) 3(15.8)
12,000< 5(71.4) 5(41.7) 10 (52.6)
Mean £ SD 14,377.1 £3,442.2 10,939.2 = 3,993.9 12,205.8 £4,074.4
Median 14,300.0 10,055.0 12,000.0
[Min. “Max.] [10,600~20,300] [6,500-19,000] [6,500-20,300]
CRP (mg/mL) <03 1(14.3) 1(8.3) 2(10.5)
0.3-<4.0 3(42.9) 5(41.7) 8 (42.1)
4.0-<12.0 1(14.3) 3(25.0) 4(21.1)
12.0< 2(28.6) 3(25.0) 5(26.3)
Mean = SD 8.54%+10.1 7.31+7.53 7.76 £8.32
Median 2.81 4.17 3.64
[Min. —Max.] [0.04-24.5] [0.07-20.2] [0.04-24.5]
Lower abdominal pain Intensive (3+) 0(0.0) 0(0.0) 0(0.0)
Moderate (2 +) 5(71.4) 11 (91.7) 16 (84.2)
Mild (1+) 2(28.6) 0(0.0) 2(10.5)
None 0(0.0) 1(83) 1(53)
Uterine corpus Intensive (3+) 0(0.0) 0(0.0) 0(0.0)
tenderness Moderate (2 +) 5(71.4) 11 (91.7) 16 (84.2)
Mild (1+) 2(28.6) 0(0.0) 2(10.5)
None 0(0.0) 1(83) 1(53)
Condition of vaginal Purulent 5(71.4) 3(25.0) 8(42.1)
discharge Serosity 2(28.6) 8(66.7) 10 (52.6)
Normal or None 0(0.0) 0(0.0) 0(0.0)
Amount of vaginal 2mL< 3(42.9) 4(33.3) 7 (36.8)
discharge 1<-<2mL 3(42.9) 3(25.0) 6(31.6)
<1mL 1(14.3) 4(33.3) 5(26.3)
None 0(0.0) 0(0.0) 0(0.0)
(:%
T -7 T875% (7/8) Tdh-72 (TableT)o

LVFX EHA 2 5 LVFX ORI~ ) B 2 ik %
F L - ok 5 MM, FENERERETR
LVFX {:417#) 3609 HH, LVFX #1707 64 =28 H K
ThY), FEMNEERLERFE T, LVFX EHF 4115
Hi, LVFX A 5423 HMTH - 720

4. FRRZDF

) Aa7Y Y7y AT LI X B ERHERO R
£

FEFHMEE Td 2 i RH ER ORI RIE, FEN
J&H T 85.7% (6/7) (95% 15 HHIX 1] 59.8~100.0%), - i
J& %% 4T 80.0% (8/10) (95% 12 ## X [ 55.2~100.0%) T
o7z (Table6)o 72, LVFX {E§HI2 5 LVFX &L
FINDYI Y B 2 P 2 Fl L 728808 T OBRCH 2RO
BRI 1L, FE &S T 100.0% (5/5), =) 4

2)
LIES

HRFERE R E IS X B4 53 T/ 1k O iR

EBR T R A A X B ¥ 58T /i ke o B R %
&, TEMNEGT85.7% (6/7), FEAHERSETINT%
(11/12)TH Y, ZAaT7V Y 7Y AT ML BHGHT/
kIR O ERIREN R & BT - 72 (Table 8).

3) RaAT7Y YT YVAFAICLEBER - TRAaT
(&EH) DR

PEHRBIOFEIR - Fr A 2 7 (&5 o % Fig. 1 1R
L7z. TEANBRGEETIE, REERS-RGELaep <
14~23 J5 (UL 19 15) TH Y, BEBRER G- HEHICE
EFFINCE BERIRT 2R L, 5% 7 /IkER Iz id s n
fiti 160 % B < 4B1C 0~6 2 (haufii 2.5 J5), HEHCH 2 ks
JIEEBIT 1~4 5 (FRIHiE 3 55) THho7ze TEMNER
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Table 4. Baseline causative organisms identified
Causative organisms Intrauterine infection Uterine adnexitis Total
Number of subjects evaluated n=7 n=12 n=19
Monomicrobial infection 1(14.3) 5(41.7) 6(31.6)
Gram-positive bacteria
Staphylococcus heamolyticus — 1 1
Streptococcus agalactiae — 1 1
Anaerobic bacteria
Finegoldia magna — 1 1
Peptostreptococcus prevotii — 1 1
Gram-positive rod anaerobic — 1 1
Atypical bacteria
Chlamydia trachomatis 1 — 1
Polymicrobial infection 6(85.7) 6 (50.0) 12 (63.2)
Two organisms 3 1 4
Three organisms 1 2 3
Four organisms 1 1 2
Five organisms — 1 1
Six organisms 1 1 2
Pathogens were unknown 0(0.0) 1(8.3) 1(5.3)
():%
Table 5. Distribution of causative organisms
Causative organisms Intrauterine infection Uterine adnexitis Total
Number of subjects evaluated n=7 n=11 n=18
Gram-positive bacteria
Staphylococcus aureus (MSSA) — 1 1
Staphylococcus haemolyticus — 1 1
Streptococcus lugdunensis — 1 1
Streptococcus agalactiae 1 2 3
a-hemolytic Streptococcus - 1 1
Enterococcus faecalis 1 3 4
Enterococcus avium — 1 1
Enterococcus raffinosus 1 — 1
Gram-negative bacteria
Neisseria gonorrhoeae - 1
Escherichia coli 2 1 3
Heamophilus influenzae 2 1 3
Anaerobic bacteria
Peptoniphilus asaccharolyticus 3 3 6
Peptostreptococcus anaerobius 2 2 4
Finegoldia magna 2 3 5
Peptostreptococcus prevotii - 1 1
Bacteroides thetaiotaomicron 1 1 2
Bacteroides vulgatus 1 — 1
Prevotella sp. 1 — 1
Prevotella bivia — 2 2
Porphyromonas asaccharolytica 1 — 1
Fusobacterium sp. — 1 1
Gram-positive rod anaeribic 1 1 2
Atypical bacteria
Chlamydia trachomatis 1 1 2
Total 20 28 48
BB T, ARG AT 4B T 14~20 sl (ho 2fIT 0~8 ki (e fil 2 10, WRHCHIERFIZ I3 2B T 0~

155 15) TH Y, HIRFERGFRIGRICIGREHAIICA
BT 2L, S5 7 /HiERCI3AUE 1612 Er <

10 21 (LA 35 51) TH o7z,
LVFX {E§ #1225 LVFX #ELFIA~ O ) 2 #eik %
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Table 6. Clinical response

o ) ) Clinical response Efficacy rate™ (%)

Visit Diagnosis n
Cured Improved Failed Unknown (95% CI)

Intrauterine infection 7 6 0 1 0 85.7 (59.8, 100.0)

EOT Uterine adnexitis 12 10 1 1 0 91.7 (76.0, 100.0)

All patients 19 16 1 2 0 89.5(75.7,100.0)

Intrauterine infection 7 0 0 85.7 (59.8, 100.0)

TOC Uterine adnexitis 12 8 0 2 2 80.0 (55.2, 100.0)

All patients 19 14 0 3 2 82.4 (64.2,100.0)

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

Table 7. Clinical response of LVFX intravenous-to-oral sequential therapy

Clinical response (TOC) Efficacy rate*
Diagnosis Route of administration n
Cured Improved Failed Unknown (%)
Intrauterine infection LVFX IV-to-oral sequential therapy 5 5 0 0 0 100.0
LVFX1V only 2 1 0 1 0 1/2
Uterine adnexitis LVFX IV-to-oral sequential therapy 9 7 0 1 1 87.5
LVEX1V only 3 1 0 1 1 1/2

*Efficacy rate = (“Cured” + “Improved”)/(n — “Unknown") X 100
TOC: Test of cure

Table 8. Clinical response assessed by the principal investigator

) ) Clinical response (EOT) Efficacy rate™ (%)
Diagnosis n
Cured Failed Unknown (95% CI)
Intrauterine infection 7 6 1 0 85.7 (59.8, 100.0)
Uterine adnexitis 12 11 1 0 91.7 (76.0, 100.0)
All patients 19 17 2 0 89.5(75.7, 100.0)

*Efficacy rate = “Cured”/ (n — Unknown) X 100
EOT: End of treatment

(A) (B)
25 25 A
5 ° + < Outlier
- < Max
v
%D 20 20 < 75% file
° 19.0 + < Average
i < Median
& 15.5
o 1 1 .
gg 15 < 25% file
2 8 < Min
2 .9
= <= +
s ’% 10 10
12}
=
S
5 5] 5
3.5
3.0
z 25 @ 2.0
0 . : 0 . -
Day 0 EOT TOC Day 0 EOT TOC
vs. Day 0 p=0.0078  p=0.0313 p=0.0005  p=0.0005

(Wilcoxon signed-rank test)

Fig. 1. Changes in the total score.
(A) intrauterine infection (n = 7), (B) uterine adnexitis (n = 12)
EOT: End of treatment, TOC: Test of cure
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2
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vs. Day 0
(Wilcoxon signed-rank test)

p=0.0625 p=0.0625 p=0.0625

p=0.0039 p=0.0039 p=0.0039

Fig. 2. Changes in the total score (The patients who did the LVFX intravenous-to-oral switching therapy).

(A) intrauterine infection (n =5), (B) uterine adnexitis (n =9)
EOL End of intravenous treatment, EOT: End of treatment, TOC: Test of cure

Table 9. Microbiological response at end of treatment

Microbiological response
Diagnosi bial | Eradication rate™ (%)
1agnosis n Microbial Replacement
Eradication o P ) Persistance Unknown (95% CI)
substitution bacterium

Intrauterine infection 7 0 3 0 4 0 42.9 (6.2,79.5)
Uterine adnexitis 11 1 8 0 2 0 81.8 (59.0, 100.0)
All patients 18 1 11 0 6 0 66.7 (44.9, 88.4)

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

Fhts L7zl 2 b R0z, JER - TR A7 (&ED o
HeRB 2D W TR L 72 (Fig. 2) o T EPESEHE TIE, &
BRSEPE 5 BIA AT IZ 2B C 14~21 5L (FFYfi 18 &) TdH
D, LVEX fEOHID D B 2 K F T 1~7 i (el
20) FTIRT L7ze 208, HG#HT/HILRIZIZAN
fifl 2 B % B < &BIC 2~3 B (P gefii 3 05), R IR
WZIEEBIT 1~4 55 (FhYHE 3 55) TH o7z, FEfEes
RKEHETIE, RS- FAENIEEE T 14~19 5 (b
fE155) TH Y, LVFXEOHIL Y B 2 K213 1~9
BOOPOMfE 6 5) FCREMENICER IR 2R L7z,
ZO%, BGRT /IR 2 B & B L 46T
0~3 i (Ui 2 50), T6HH & R 121X 4B T 0~6
(PYefE 1 f5) Thotoo

5. BAEWFRIR

1) BB O R R

BHHT /IR OAEY R R L, FE NG T
429% (3/7), TEMNIE#RKT818% (9/11) TH -7
(Table 9) o #2547 /LRI [FEke) & HE S 7= gk
BToH (FENBI 4%, TEWRERE2H) O bT
ENEGD 1 %1% C. trachomatis D HAEGHITH Y, Z
DD 5 ZIT O W TIIIHF SRR B X OB O BE

BRI T H > 720

2) R O R R R

P48 T/ R R IS BE M S B R R AR E S 72 A
B 48 ¥R IZ % 3 % LVFX @ MIC Bl A W 2 1 %) R %
Table 10 1278 L 720 #2547 /v Ik IR ISR #e L 72 it R TR
1Lk D D, B SR T3 E. faecalis 25 1 #& (LVFX
DO MIC1 pug/mL, LUFIEEE), N. gonorrhoeae 251 ¥ (8
pg/mL) T Y, B MR TId P. asaccharolyticus 5% 3
M @ ug/mL 2B X128 ug/mL 1 #), P.anaerobius
M2k 32ug/mLB X 64 ug/mL), F.magna 31
¥k (128 ug/mL), Bacteroides thetaiotaomicron %5 1 ¥k (16
wg/mL), Porphyromonas asaccharolytica 75 1 ¥ (0.5 ug/
mL) TH-72

6. FYE)E

SEY)EYREFEAT O GAR I 2 XS RUZ, LVFX 541 2 b
IR ORFRI 9 2 M TP SRR B X O i b g
WiREE % Fig. 3 1278 L 720 KU Bl AR 3~7 W 2 DI -0k
Yo LVFX 3R EEIE, [AEEZ o M4 h LVFX i B2 & Hig
L CTHid o 720 LVEX FESFHIRGH B 4G 3~7 B f2 o 1
g LVFX REEOTI9ME (#PR) 1366 (54~86) pg/
mL, JE5Y R LVEX B 0P ff (§PR) 13 9.4 (7.5~
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Table 10. Microbiological response by MIC at end of treatment
LVFX MIC (ug/mL)
Causative organisms Total
<0.06 | 0.12 | 0.25 | 0.5 1 4 8 16 | 32 | 64 | 128 | >128 | N.D. | N.C.
Gram-positive bacteria
Staphylococcus aureus (MSSA) 1/1 1/1
Staphylococcus haemolyticus 1/1 1/1
Staphylococcus lugdunensis 1/1 1/1
Streptococcus agalactiae 1/1 | 2/2 3/3
a-hemolytic Streptococcus 1/1 1/1
Enterococcus faecalis 1/2 3/4
Enterococcus avium 1/1
Enterococcus raffinosus 1/1 1/1
Gram-negative bacteria
Neisseria gonorrhoeae 0/1 0/1
Escherichia coli 2/2 1/1 3/3
Haemophilus influenzae 3/3 3/3
Anaerobic bacteria
Peptoniphilus asaccharolyticus 1/1 | 1/3 1/2 3/6
Peptostreptococcus anaerobius 1/1 0/1 | 1/2 2/4
Finegoldia magna 1/1 3/3 | 0/1 4/5
Peptostreptococcus prevotii 1/1 1/1
Bacteroides thetaiotaomicron 0/1 1/1 1/2
Bacteroides vulgatus 1/1
Prevotella sp. 1/1 1/1
Prevotella bivia 1/1 | 1/1 2/2
Porphyromonas asaccharolytica 0/1 0/1
Fusobacterium sp. 1/1 1/1
Gram-positive rod anaerobic 2/2 2/2
Atypical bacteria
Chlamydia trachomatis 1/2 1/2
Total 5/5 2/2 | 1/1 | 3/4 | 5/6 5/512/5|1/2|0/1]|5/6|2/4 1/1 | 1/2 | 37/48

N.D.: Not done, N.C.: Not calculated
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Fig. 3. Concentration of LVFX in plasma and vaginal discharge
(LVFX injection 500 mg/60 min infusion).
O :plasma, @ : vaginal discharge

139 ug/g TH Y, IMHEH LVFEX JREEIR§ 2 875
HLVFX REDQ IO (HiPH) 1 146 (1.17~2.21)
Td -7 (Table1l),

7. AV

GO VAT A S4B 21 SR L A EE LB L O

BIVEIH O F RN ERHE £ % Table 12 1R L7z, AEHSL
TEBIHRIL 762% (16/21) T, 24V EICHH LA EH
L3, DHRSE, T, E, 385, EEEAEE, 7T
ST NI VAT T =B, TANSFUVET
I/ MNTURT = T—EWINTH -7z BWEMFEBEIZ
381% (8/21) T, 2%V LICHEBL-RBIMERIE, T,
TI9=VT3I) NGV AT T—XH, TANRTF
B7I/ bV AT7 27 —E¥HINTH -7, BIEHOE
SEREIE, MEREN S U(T I =TI TV AT 2T —
VI, 7 ARG E VBT I ) N T U A7 =T — BRI,
M ey v e 8, FLEEBKERERR, b7 v
URAT7 77 —EHN), BENISHETHY, EEOH
TERERRD b o 7z BALE F 721 3PS O ALE 12
XY, TRTOFHERZIOEE 72 13ERL 720
1) =

FENBREBIOFEMNEGREEZTEZNE L LT,
LVFX {E51#% 500 mg 1 H 1 m#5- 0B X %4
PEIZD W THE L7z ARBRTIE, LVFX {EHHI % 3
HELL RS L, —EOUEERRMEZ 7z L BE L
T LVFX BIOFNC X 2 7BREBEFICW D B2 52 L b
WHReE L7z LVFX O —BHREOH IO W T Ka)
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Table 11. Concentration of LVFX in plasma and vaginal discharge
LVFX concentration
Sampling plasma vaginal discharge Penetration ratio™*
(ug/mL) (ug/g)
n 8 — —
. . Mean = SD 10.77 £ 1.66 — —
End of infusion .
Median 10.5 — —
Min, Max 9.11, 13.81 — —
n 8 7 7
L. . Mean £ SD 6.61 +1.20 9.41+2.17 1.46 £ 0.36
3~7 h after starting infusion .
Median 6.14 8.68 1.39
Min, Max 5.40, 8.63 7.48,13.9 117,221
n 8 — —
. . Mean = SD 0.86 =0.44 — —
17—24 h after starting infusion .
Median 0.74 — —
Min, Max 0.30, 1.71 — —

*Penetration ratio = Vaginal discharge concentration/plasma concentration

L7z

I NRHHIBRGSIE 12 B 1T B ARG O HESER L F1TH%
CHHETH 2%, AR CIIEFHHITREE IS & 2
D, ABEIEEASLEE L FIM S 7B 2 it & L7z,

FHERHlTE H & U 72305000 e o BRIR R 3R % et L 7z
BebE X, TENEERE TS, TEMNEREES 12
LTHolze TNOLOWEFHEDH L, LVFX HEFAI» S
LVFX #OFI~NOY) 0 B 2 ki F2 0 L 7o iy,
FNEGTT7 2T 5% (T14%), TEMNERETI2 4%
9% (750%) THY, Iy EzTHE L HIMr LR B
WCHELM B AETH D, OFETER (FIEE
i, FREEER) o, @375C LIFOFE, @AMk
A% 10,000/ mm’ K~ DAL T, @CRP %% 10 mg/dL #:
WANDT, @FREBEBIRBOLZEDHI L, LD~
DDA Z TN TORBHE T2 LTz

BERER ORI, TENEYT 85.7%(6/7),
FEMF BRI T 800% (8/10) TH Y, WThoHEED R
2GR R Dz, TIR)) & e S - 1
3H4 (TENER LA, TEMESGEK2%) THY, €0
ML N. gonorrhoeae, C. trachomatis % &5 Lo BN & He
FEMBRHREN 1 5, FRNICBEEEI RO HN, |
EEOPIH I ER TH - 7= T EHWNEESB L TR
WMRDOZL1BTH o7z

N. gonorrhoeae, C. trachomatis % & Lo RN &G D 15
BB, LVFXERHAO 7 HH#EG TwolzA
SERIZEEGE N 2R L, LVEX fROFI~OY) ) B 2 5
T FEE S N7 E TH o 720 LVEXROFIY 0 B 2 by
WZI3IF & A EDRHERIEBRE LT 724%, N. gonorrhoeae
tﬁ IBRHTEY, LVFX #LAIR S 4 HBIZH#ET
B % 3 A, Lo PURFE G #E (ceftriaxone + azithromy-
cin) WY B HN7z. 4B, LVFX @ N. gonorrhoeae
I2k5 % MIC 1X 8 ug/mL TdH - 72,

FBNICIEE R 25580 b N 728 BE Tk, LVFX

HEGFI 5 W I LVFX B OFIA~ o) ) B 2 Lk %
W72 TERFOUHEDFED 51T, LVFX ROFI~NOY)
DB ZRIIES N o 7o HWHE O IR IX

FE NIEG B Tl E. faecalis(LVEX @ MIC 1 ug/mL,
LAUTIEAR), P. asaccharolytica (0.5 ug/mL), P. asacchalyti-
cus (128 ug/mL), B. thetaiotaomicron (8 ug/mL) TdH >
7oo TEATIE S S A TIX, Peptostreptococcus prevottii
(128 ug/mL) TdH - 720 BEHTERE % 11 9 EF T3 sl
W OIREANDFZEDE L, LVFEX {EFH] o H$ 5Tl
RAT I TH Y, P EREOHHGBREILELE
Z bz,

WHHT /IR OBAY AR R, FENEET
429% (3/7), TEfEZF2T 81.8% (9/11) TH -7z,
(el L HESNERED S B, HIRRE ) &
HE SN BRE L, FENEET3I4, FEMESRE
TI#HTHo72 FENEGE3ADOKEKEKIE, C tra-
chomatis OB MEGAY 1 44, TFMER & B OB
BIRG 24 BHMEB L6 R Thoizo

AR T C. trachomatis DT NI EIGIRE TH
% SDA % w7z, SDA i imwaéiﬁ? ERRETC
trachomatis # RN TE S L DD, AR EILH DX BIAT
&Y, BRIUREIRAT O WE MM T2 E05H D,
PG THECIIBERE L 25 2 2D Do S WD C. tra-
chomatis HMER O FHNIEGBZ IOV TIL, B
BHAC L D BREROGENBDOLNTED, HHHKT

BRI L o W REES R W EE X SN R B,
HHECHER GREESERG& THRE HH) oA T, C
trachomatis \ZBEPETH - 72

TF SR TR & RS TR D BRI G D 2 #4120 W T,
JERE D 9 BIFSNER (S agalactiae, E. faecalis, Entero-
coccus avium, E. coli) 138 58T /IR T XTHE L
778, —HBOBRENE R (P. asaccharolyticus, P. anaerobius,

F. magna) \Z2WTIXHE L o7z,
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Table 12. Adverse event and adverse drug reaction incidence

Adverse event Adverse drug reaction
Patients evaluated for safety 21 21
Patients with adverse event/drug reaction (%) 16 (76.2) 8(38.1)
Events 51 20
System organ class and Prefered term* Patients (%) Events Patients (%) Events
Infections and infestations
Genital herpes 1(4.8) 1
Nasopharyngitis 1(4.8) 1
Vulvovaginal candidiasis 1(4.8) 1 1(4.8) 1
Blood and lymphatic system disorders
Anaemia 1(4.8) 1
Iron deficiency anaemia 1(4.8) 1
Metabolism and nutrition disorders
Decreased appetite 1(4.8) 1
Psychiatric disorders
Insomnia 3(14.3) 6
Nervous system disorders
Dizziness 1(4.8) 1
Dysgeusia 1(4.8) 1
Headaches 1(4.8) 1
Vascular disorders
Hot flush 1(4.8) 1
Gastrointestinal disorders
Diarrhoea 3(14.3) 3 2(9.5) 2
Constipation 2(9.5) 2
Abdominal discomfort 1(4.8) 1 1(4.8) 1
Abdominal pain 1(4.8) 1
Abdominal pain lower 1(4.8) 1
Apical cyst 1(4.8) 1
Vomiting 1(4.8) 1
Skin and subcutaneous tissue disorders
Rash 2(9.5) 2
Erythema 1(4.8) 1
Pruritus 1(4.8) 1
Musculoskeletal and connective tissue disorders
Back pain 1(4.8) 1
Renal and urinary disorders
Pollakiuria 1(4.8) 1
Urethral pain 1(4.8) 1
General disorders and administration site conditions
Injection site pain 2(9.5) 1(4.8) 5
Fatigue 1(4.8) 1
Investigations
Alanine aminotransferase increased 3(14.3) 3 3(14.3) 3
Aspartate aminotransferase increased 3(14.3) 3 3(14.3) 3
Blood billirubin increased 1(4.8) 1 1(4.8) 1
Blood lactate dehydrogenase increased 1(4.8) 1 1(4.8) 1
Gamma-glutamyltransferase increased 1(4.8) 1 1(4.8) 1
White blood cell count increased 1(4.8) 1 1(4.8) 1
Blood alkaline phosphatase increased 1(4.8) 1 1(4.8) 1

*MedDRA/] version 16.1

LVFX D5 R R 48 #2032 MIC i, #MER Tid
0.12~8 pg/mL, BE&MER TIE 05~128 ug/mL @ i i
TdH o T2 AR D ) HIGHT /IR A L7218
kX, E. faecalis, N.gonorrhoeae ® 24k T d V), LVFX
O MIC IZEhEN 1 ug/mL, 8 ug/mL TH o7z —H,
BRANER O 9 HHGHT /IR R L 72 R IS 8 Bk
T, FEALORKED MIC 1E 8 ug/mL UL 1Tdh -7z

LVFX OB I3 2 50RI11E, odEsHY /o
VR L FARRIZR R AV D D, LVFX &5 4
&R 2R R RO BIR D S b ISR % £ ) 7 LIRREIC
BESME N O DB NS B A PR ME W 3 & o fF
MBI ZET 2LENH L LEZ SN,

Bt NBH ISR YSIE 2 B ) 2 DL SR O JEAYRFM 1L, =
NF Crel NFHEAYEZE R O E R H R L D 5
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Fig. 4. Changes in the total score (Comparison between new and formar scoring system).
(A) New scoring system, White bar: Patients without a purulent discharge (n = 15), Black bar: Patients with a purulent

discharge (n =5), (B) Former scoring system
EOT: End of treatment, TOC: Test of cure

It was analyzed using data of the patients with intrauterine infection (n = 20) of the following clinical test.
19 Clinical study of levofloxacin 500 mg qd in the treatment of cervicitis with Chlamydia trachomatis and intrauterine

infections: JpnJ.Antibiotics. 2011: 64: 217-229
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EEHEFLEETY, 227 AFHIFEIME 7.6 25 (g
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THEEZEZONIZ LS, BEREDOZITEHRE 4~
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AbND, EROATIT) V7Y AT AT, BEWT
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LVFX EFHIA & LVEX R HIANOY) ) B 2 Rl D IE
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FHE &R R O EBI00 2 BR R R e ix—3% L
TEY, RRa7V 27y AT MIIER % B L
TR HETH B 2 EAVRE SN,
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A5 &AW L7z,

FIESAHCH L
SRR, ARBOEFHEMERE LToxEZH:,
AR A X ) BIER 2 2TV 5,
=EREENL, B SRS S IR B X OV
FEEZITI T D,
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Clinical study on levofloxacin injection in gynecological infection
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We evaluated the efficacy and safety of levofloxacin (LVFX) injection 500 mg once-daily by intravenous
infusion for 3 days to 14 days in patients with gynecological infections. The usefulness of sequential thera-
pies, from LVFX injection to LVFX oral agent, for the treatment of gynecological infection was evaluated.
Additionally, the drug penetration into vaginal discharge after administrating 500 mg of LVFX by injection
was determined in patients with gynecological infections.

Clinical efficacy: The clinical efficacy rates at test of cure (primary endpoint) in patients with intrauterine
infection and patients with uterine adnexitis were 85.7% (6/7) and 80.0% (8/10), respectively. The clinical ef-
ficacy rates in the patients with intrauterine infection and patients with uterine adnexitis receiving the se-
quential therapy were 100.0% (5/5) and 87.5% (7/8), respectively.

Microbiological efficacy: The microbiological efficacy rates at the end of treatment in patients with intrau-
terine infection and patients with uterine adnexitis were 42.9% (3/7) and 81.8% (9/11), respectively.

Pharmacokinetics: The mean value of LVFX concentration in vaginal discharge 3 h—7 h after starting infu-
sion was 94 pg/g (range: 7.5 ng/g-13.9 ng/g). The mean value of the vaginal discharge to plasma concentra-
tion ratio was 1.46 (range: 1.17-2.21).

Safety: The incidence rates of adverse events (AEs) and adverse drug reactions (ADRs) were 76.2% (16/
21) and 38.1% (8/21), respectively. Serious adverse events or adverse events that led to treatment discontinu-
ation were not observed.

From these results, LVFX injection 500 mg once-daily was shown to be useful for the treatment of intrau-
terine infection and uterine adnexitis, and it was demonstrated that there were no significant problems with
its safety. Also, it was suggested that the sequential therapy, from LVFX injection to LVFX oral agent, con-
tributes to reducing time spent in the hospital and medical care costs, and improves the quality of life (QOL)
of patients.



