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HLOWEY K AIVKR D BERITEE, balofloxacin (BLFX) 122w TERR ARHEE CHEEN,
T SFARRRREATIE & IS ARG (20§ A BRIRBIARET 2 1TV, UTORREIZ7,

1. P : ERPRBERR1SHTE2604R 1ZIXT T A MICIE 77T ARGTEERE0.05~25ug/ml, 7T 4
FEPEAR0.05~50ug/ml, BERMEHE0.025~3.13ug/mlZ 57 L 72,

2. MBBATHE D 1E200mgR O% 5% OFIRM & O F = E8IRMEFEED K — 7 fEi133.17,
254ug/mlTH Y, FEIPESEHHEMBANEE DY — 7 (132.68~5.28ug/glZ i L7z,

3. BERPREGHE : EmARHEGE226012%F L, BLFX 1 H200~400mg, 3~9H %5 T,95.5%
(21/22) DERIRFNR, HEE72.2% (13/18) DMEFMIZIR % 272, BITER X276 155
CBWTHEE, HESRDONY, BRREEEFTIEONIZED N, o7,

D EDFERME D S, FElm AR EISURGE (234§ 5 ARA OF BELS TR Sz,
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Balofloxacin (BLFX) (3 AV BEMA S TRIR S 7z
FrlLeZa—F /0 REBRMEET, ¥/ VBHK7
fLIZERY D VB L WIISALICA ¥ ELEAL
FRONFEEERT A,

AEDIMENOHEL LTI, LEBOHEANRY b L
*HL, FOERIIRENTH 5,

4% |2 Streptococcus pnewmoniae,
Staphylococcus aureus (MRSA), Enterococcus faecalis’s & 0
T LEHEII L THEYIE N EZ R L, Mycoplasma
preumoniaeX° Chlamydia trachomatis, ¥ 72, TRIEMHE DS,
HEIZF L THROVIIE N 2R3,

RMNEIEETIE, WAL RAFT, MR ERER
ZHEmL, 78R oMmFFEMAE b o T, 1HITRE
bR D T FRPAGEM S, k5548 F TI270~
85% DR IZHEM S LB,

7, EBREMR, BERSE IHABRTRENIEZDS
nTwsy,

FalL, KROEFAFEBIZ BT AERAMY M
A7, ERIRTHMEE OB WS, B RN IEREIT
4D EBERIRET & FEIm NFHYRGE L 25§ 5 BRIR RN 3,
BIER & 4851 L 72,

I. ARERNMEAN

methicillin-resistant

1. A
BLFXDREEE AHLE L, R AFHERGSER R (1993
E5 ) OERE S BEIRER13EE2608 2oV T, AKX

CFFREFRBEFZ L) R/NEFHIEZE MIC) %
ofloxacin (OFLX), ciprofloxacin (CPFX) % HBiEEH| & L
THRET L 72,

2. F#& (Table 1, Fig. 1)

MRSA 20%k (243 ABLFXDITHE DIZ3HIFH R LERN,
Z DOMICI30.10~1.56g/mliZ 5345 L, MICs0430.20ug/
ml, MICg0t31.56ug/mlTd - 72,

Methicillin-susceptible ~Staphylococcus aureus (MSSA)
20fRIZD VT O BLFXDHIE L 3HI PR O EN, 20
MIC1%0.05~0.20ug/ml (245345 L, MICsoid 0.05ug/ml,
MICg0i£0.10ug/ml T - 72,

Staphylococcus epidermidis 208k (24T L T b BLFXDIHE
NE3F PR SEN, ZOMICHA1320.10~254g/ml T,
MIC50130.10ug/ml, MICgo!2 1.56ug/mlITH o 72,

Streptococcus agalactiae 204k 124+ L T b AKFIDIEN
WE3FI R D R <, MICIZ0.20~0.39,g/mllZ 47 L,
MICso, MICg0 & 6 0.39ug/mI T o 72,

E. faecalis 200RIZ DV T O AFI OB N IE & b EN,
MICI20.39~12.5ug/ml 2534 L, MICs0id0.39ug/ml,
MICy0130.78ug/mI Td - 72,

Escherichia coli 208R1Z3F$ % AF|HOMICH 7 120.05~
3.13 g/ ml THLA] & @ H.#% TIZCPFX >OFLX >BLFX D
NETaH -7z,

Klebsiella pneuwmoniae 204k 122\ T3 &K OMICHFi
120.05~6.25ug/mI T, 1% & ® H.# TIZCPFX>OFLX

*T227 MOEMGRXEARE1-30
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>BLFXDIET® > 72,

Citrobacter freundii 20 ¥k (24t § 5 A K| O MIC 5 #i (&
010~50ug/ml TIRIL A L, Al & DHETIZ
CPFX>OFLX>BLFX®DJET® - 72,

Enterobacter cloacae 20812 D W TIIARHF HOMICIX0.05
~0.39ug/mUZ A L, fh#l & O TIZCPFX>OFLX
>BLFXDIET® o 72,

Proteus mirabilis 208 (Z4F L TIZ AR F OMICIZ0.39~
0.78ug/mliZ %A L, CPFX>OFLX>BLFXDJIET & -

726

Morganella morganii 208k 122\ TIZAF|OMICIX0.10
~0.78ug/ml 257 L, CPFX>OFLX>BLFXODJET &
272,

Bacteroides fragilis 208k 122\ TIEAF DOMICIZ0.78
~3.13ug/mlI3A L, hHl S IZIZFERETH -7,

Peptostreptococcus spp. 208k (2 4F L T AR A D MIC (&
0.025~ 1.56 g/ ml 2534 L TH b B { BLFX >CPFX
>OFLXDIETH o 72,

Table 1. Comparative in vitro activity of balofloxacin against clinical isolates

Organisms MIC (ug/ml)
(No. of strains) Drugs
. MICs, MIC,, range
S. aureus (20) balofloxacin 0.05 0.10 0.05~0.20
(MSS A) ofloxacin 0.20 0.39 0.20~0.39
ciprofloxacin 0.20 0.39 0.20~0.39
balofloxacin 0.20 1.56 0.10~1.56
fM‘}’z"S’X?S @0) ofloxacin 0.39 12.5 0.39~12.5
ciprofloxacin 0.39 12.5 0.20~25
balofloxacin 0.10 1.56 0.10~25
S. epidermidis (20) ofloxacin 0.20 6.25 0.20~ >100
ciprofloxacin 0.20 6.25 0.10~50
balofloxacin 0.39 0.39 0.20~0.39
S. agalactiae (20) ofloxacin 1.56 1.56 0.78~1.56
ciprofloxacin 0.78 0.78 0.39~0.78
balofloxacin 0.39 0.78 0.39~12.5
E. faecalis (20) ofloxacin 1.56 3.13 1.56 ~50
ciprofloxacin 0.78 3.13 0.78~25
balofloxacin 0.10 0.78 0.05~3.13
E. coli (20) ofloxacin 0.10 0.39 0.025~3.13
ciprofloxacin 0.025 0.20 0.025~0.39
balofloxacin 0.39 3.13 0.05~6.25
K. pneumoniae (20) ofloxacin 0.10 1.56 0.025~3.13
ciprofloxacin 0.05 0.20 0.025~0.78
balofloxacin 0.20 0.39 0.05~0.39
E. cloacae (20) ofloxacin 0.05 0.10 0.025~0.10
ciprofloxacin 0.025 0.025 0.025~0.05
balofloxacin 0.39 0.78 0.39~0.78
P. mirabilis (20) ofloxacin 0.10 0.10 0.10
ciprofloxacin 0.05 0.05 0.05
balofloxacin 0.39 0.39 0.10~0.78
M. morganii (20) ofloxacin 0.10 0.10 0.025~0.10
ciprofloxacin 0.025 0.025 0.025
balofloxacin 1.56 50 0.10~50
C. freundii (20) ofloxacin 0.39 >100 0.025~ >100
ciprofloxacin 0.05 50 0.025~100
balofloxacin 1.56 3.13 0.78~3.13
B. fragilis (20) ofloxacin 1.56 3.13 0.78~12.5
ciprofloxacin 1.56 6.25 0.20~6.25
balofloxacin 0.20 1.56 0.025~1.56
Peptostreptococcus spp. (20) ofloxacin 0.78 12.5 0.10~25
ciprofloxacin 0.39 3.13 0.10~12.5

MSSA: methicillin-susceptible S. aureus

MRSA: methicillin-resistant S. aureus
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I. BEAMBHENRE

1. Hix

FEEMM, TEHEOERAMSEBBITEHNE T
A28, FEMRETTFEEEFMEITEE2FICEE
%1% CHTRTBLFX 200mg% BEIFEOHKREG L T, —EkefH
HIChESF 2 B Lo, IREEERIE, 5%, WEFES
WRAGZEEEE L, FEFICFEEIR, FERAD SHFRMm L T
EPIREABE L, Bes3MmE, S % 5 BRI
L, BREAEMAEREKTERHOME % kL, —20T
IZEAERE L7, BIER, FEH%1/15MO ) ¥ BREH
WrEmz, "ESFAF—TCHEILFE 2L, LLE
% #l%E U720 BLEXDEEEIIHPLCIZ & Y iflE L7z,

2. B (Table 2, Fig. 2)

AEI200mg#E 0% 5-%70~53153 207 5 25622
WCHISE L 72 B4 % Table 2127k L7z, MiEHEEITF
FEIRIM & R & TIZIEI2—% L, 0.01~3.17ug/
miAEED SN, FEERMLMOE— 7EIZ151512F5N0
722.54ug/mlTdH > 72, AMFI12130.01 ~5.28ug/gh 72
oo, ¥—7fEIx2.68~528ug/gTh o7,

O BB K Bk #®|

1. ¥RBLUHE

ERAETA LV 6FE3IA £ TOMICEBMKREEN K
e RE i N BB i ER (2R BE L R & % 15 72 E i A BH4E
BIE27PI 2GR E L, D) BL222FUI DV THESE
HEZITo 72,

FORNRIE, EBFERERE2E, FEAREKLLH,
ERLIB, 77 ITVTHFERBERLA, Sk
VIRBRIEGH, FLRRKLBI, Et2261TH 5, &5 HEIRL
H200~400mg, 3~9B E&Ix5 L7z, MOIMBEE L6
BLihro7,

2. ARHEEE

RIIRAROHEER, BMEEIR, BRERESE»SH
AMIZHEL, 3SELURNICEDHEES L UER, BEmR
RPERIIEESNHEZERE L, BEROLEC
FRULEOBHBAEL-DDOEA%), BHMEEROSE
OHELPTRVWLDERERE L7z, MEFENZIEL, B
B (%K), —ERiEER T 2I3Ed, B, AE, 15
DSETHE L. BIER IS HOBMEER, &R

MICso (ug/ml) MICs (ng/ml)
Organisms
>100 50 125 313 078 020 0.05 (No. of strains) 005 020 078 313 125 50 >100
100 25 625 15 039 010 0.025 0025 010 039 156 625 25 100
A Y N Y NN (N I N N N N B Ly
MSSA (20)
MRSA (20)

S. epidermidis (20)

S. agalactiae (20)

E. faecalis (20)

E. coli (20)

K. pneumoniae (20)

E. cloacae (20)

P. mirabilis (20)

M. morganii (20)

C. freundii (20)

B. fragilis (20)
Peptostreptococcus spp. (20)

MSSA : methicilin-susceptible S. aureus
MRSA : methicillin-resistant S. aureus

Fig. 1.

@—@ Balofloxacin

O0—o0 Ofloxacin

A----A Ciprofloxacin

MICso and MICs of balofloxacin and other new quinolones against clinical isolates.
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ERGEIC L o THE L7,

3. KEBIBRKRZR

FEBI DBERE % Table 31T Y, EHTENEREIL2EHD
h, No. I3 88 #%7 H BIZRAE L 7-ERI TRIRE T 7% <,
AKI3E MG CHELERTH o7z, No. 2137 £ LI
#6HBEL YRR, THEE BUEEZEI S, fikE
¥ L Thacampicillin (BAPC) 232 5- S N T\ 5 AR T,
AFSHEEZRS LW EREESNRTEYD L HE SN
1o FERNBERIILLES Y, EERBEDOLR VS DA20,
BRHEEMNLIF, NLRERI 8B TH L, ANLiiES
TIIRT#EE & L T6HIIZBAPC, 16iZcefiximeh ¥z 5 &
NTWh, 2NHDEFNIX L, AFI%3~9BMES L,
1BIZER), 10BIBERTH o7z, No. 1413IIE LD 1IHIT,
fEfE, EHE, BMmIkiE%, RiL7iE, CRPEEHESH Y,
AH7THEKZRS TEN TH o7z, NIV M VIRBEIZ6
By, CTNHYRELHRAL TW525 KAIZ~9H
x5 CTEBIBFEMTH >72, No. 2213 LR KD 1HI T,
AF3AERS TEDTH - 72,

LAE, Table 4iZ7R34a0<, FEXh1H1,
MBI THEREISS% TH - 72,

4. RBRHHEFRIRR

Table 5IZR" T &) 12, MIEFRIRERVHETE 72D
$1861T, B L10B, WA 36, AEk2H), ®A3
FIOKRTHELT22% TH > 72,

5. DEEEBIMEFRRIR

Table 6177 T & 9 (S EIRHE R G763 (HK) 6

HEh206,

B, REIBITH D, BEHERFELIFNIHEEXIB, FRK
X361, w36, REIFTH -7, TNEEREIIZ
DWTHDE, {EHERTIETable 71 2R T £ 9 IZ12F &35
FRDSHRE ST H5, (GAERIL200RDSTHSL L, 6RRDTRTF
LT, 829%DHKETH 72,

6. &IEH

FRIR N RHIE 2 1T o 72 22B1F 1B BV THED RS
BIUBERBSED b, REERARI%OBRKREEEIL
Table 8IZ/RT L) ICAKKIZERE T AL BEbLNLEEL
IO N hotz, T, KEMOIKETMEL 7254
FHIDWTORIE L R AT RIS h o 72,

V. £ ®

BLFXIZFAN BEKRXSH TR SN 2FHOZ 2 —
¥/0rRERIMEETH L. KANT S T LBMHHE, 7
7 LBRHEB L OBAERE I LIBEWITE A XY bV
*EHL, MBEHLE YV, 452, MRSA, MiKEKE, 77
IVT, RATATIATE I LENRIENERL,
EBRELETH LOHEIBONTVEY, KAABRET
&, B RMFT, mHigEIERAEKRFCEMmL, Mm
AR L7 ~ 8EERT T, 13IZREILD T F IR A~HEitt
b,

_n%@'ﬁf‘wamummf BAEBESSEEFEINS

S, FAGERAREBICBWTHRITL, ZIIER%
f%f:o

IWEOEmAFIEIE,» S, 77 LmHHE, B
EAMEIE L TR SR, Li%%ﬁi&%frfi/zmm%h

Table 2. Tissue concentration of balofloxacin after oral dose of 200 mg

Case | time | Peripheral vein | Uterine artery | Endometrium | Myometrium | Cervix uteri | Portio vaginais | Ovary | Oviduct
no. | (h: min) (ug/ml) (ug/ml) (ng/g) (ng/g) (ng/®) (ng/®) (ng/g) | (ug/g)
1 6:28 1.15 1.11 1.56 1.46 1.21 1.32 —
2 4:28 2.04 1.75 2.61 2.44 1.82 1.81 — 2.13
3 4:41 1.03 1.08 1.65 1.45 1.04 0.95 — 1.48
4 4:55 1.42 1.44 2.19 1.96 1.63 1.88 - —
5 4:55 1.47 1.44 2.48 2.25 1.61 1.72 — —
6 7:35 1.27 1.14 2.21 1.57 1.36 1.28 — —
7 5:05 3.17 2.25 4.57 4.11 3.13 2.39 — 3.44
8 3:20 1.60 1.93 2.28 2.13 1.92 1.71 — -
9 4:28 1.43 1.45 2.42 2.28 1.45 1.55 — —
10 4:47 1.85 1.96 3.29 2.99 2.12 2.26 5.28 2.51
11 5:05 1.31 1.36 1.93 1.66 1.54 1.44 1.82 0.93
12 2:31 2.30 2.54 3.76 3.69 2.44 2.68 — 3.65
13 8:10 0.82 0.87 1.03 1.07 0.97 0.73 1.58 0.99
14 8:51 1.04 1.07 1.49 1.58 1.32 1.07 — 1.41
15 8:22 1.47 1.68 1.74 1.67 1.40 1.20 1.80 1.93
16 1:22 0.01 0.02 0.01 0.01 0.01 0.01 — 0.01
17 1:10 0.10 0.08 0.10 0.10 0.09 0.09 — 0.09
18 2:05 2.40 2.49 3.50 3.78 2.43 2.11 - 2.65
19 7:55 1.16 1.25 1.81 1.76 1.28 1.32 2.10 1.55
20 2:39 0.76 0.83 1.33 1.07 0.91 0.68 — 0.97
21 5:00 0.98 0.96 1.64 1.28 1.21 1.84 = —
22 6:00 0.68 - 0.99 1.29 0.82 0.91 — —
23 7:40 0.78 0.66 0.78 0.87 0.80 0.63 — —
24 5:30 0.45 0.47 0.81 0.69 0.58 0.57 — —
25 5:00 1.36 1.36 2.61 2.61 1.57 1.63 — —
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bo 72, MAMEOEEM LKA L LTHFAEL TS,
COBENS, FEIIZORE L0 E L - T,
FE IR NFIRI D BRGE (23 LEERBEICE A L, 2R

BHIRFTEbDLEALNG,
MEDIZOVWTObbhOEEIX, FES VRYy
LD EIRIZ—H L, REFEOBVEREII T

6 - Plasma (n=25)
T 51 . :
= O Peripheral vein
f:f 4 - ® Uterine artery
g 3- o
5 LY, °
¢ ] s % ’
[=]
S 17 8 % 0 © ¢ %Oe °
0 ~ T T T T 1
0 2 4 6 8 10
6 Endometrium (n=25) 6 - Myometrium (n=25)
Eo 5 1 5 1
V] (@]
= . -
= 4 o 4 oo ©
o O (@]
g= R 31 oO
E 2 - O 6 O 2 o) 8 8
It (@]
g o 00 o ©5 0 .o ©0°%0
S 14 5O 5O 14 o © . © e
0 Q—-) T T T T 1 0 Q) T T T T L
0 2 4 6 8 10 0 2 4 6 8 10
6 - Portio vaginalis (n=25) 6 - Oviduct (n=14)
o 54 5 -
S~
ob
E 4 4 o
o
3 3 ] 3 - °
g o o) O o
g 21 © v 2 1 S o
Q o 8 @ (@] O
5 14 o 00 o o o 0]
o o O o O 0O 1 o) (@]
0 o T T T T 1 0 © T T T T 1
0 2 4 6 8 10 0 2 4 6 8 10
6 - Cervix uteri (n=25) 6 - Ovary (n=5)
~~ - O
& 5 5
oNi]
2 44 4 -
g
% 3 O 3 A
lé 00 o
8 2 T O o) @ 2 -1 O O O
g °35 1) 0o 0o ©
S 11 o ° o 50 14
0 Qo T T T T — 1 0 T T T T -
0 2 4 6 8 10 0 2 4 6 8 10
Time (h) Time (h)

Fig. 2. Plasma and tissue concentrations of balofloxacin after a single oral dose of 200 mg.
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Table 3-1. Clinical results of balofloxacin
Clinical findings (before/after) io-
GselAge|  Diagnoss | Orgaismsisohted  |Materids w0 — Pin | lose | Bf“?c’a’f Side
1. | () | Underlying disease) (before/after) examined | BT | wBC | CRP |ESR [F00M0! | ordermess | PPIESSIVE | medication | T8 Sre | effect | oo | effects
pan pain day x days) effect
: : E. coli o | 3791126001 2+ [ 4| 2+ 2+ +
puerperal intrauterine uterine |27 | LT | .
1|28 infection i content |2 | 530015 | 80 ~ (=) | 100x2x3 | good |unchanged| ()
) ) S. aureus
mueme@ intrauterine E. faecalss '
10| pen | B e lmo\d 50| 2 | e | 2| wec | d0x2xs | por |decesed] ()
suppuration) E. j'aeca?is 3741 6200| 5+ | 40 + + +
E. coli
endometritis S. agalactiae uterine |37.7(13600{ 3+ | 20 | 2+ 2+ 2+ .
328 (D&C) O content |35 | 000 Y ~ BAPC | 100x2x3 | good [eradicated| ()
endometritis S. epidermidis | goripe [388(12300(5+ [ 17 | 2+ 3+ 2+ ‘
428 (D&0) —(_)— cntent 354 | sl |25 | = - ~ CFIX | 100x2x4 |excellent |eradicated | (-)
fometr E. faecalis .
5|3 en((]))rgct;ms E. ol :gﬁ?enxft 39.2| 9300 3_+ B2 2+ 2+ BAPC | 100x2x7 | good |eradicated| (-)
=) 36.5 | 6500 16 - - -
S. agalactiae
. CNS uterine | 379 [12700) + [20 | 2+ 2+ +
6 |47 | endometnitis i content |35 | 7001 = | 5 . (=) | 100x2x7| good | replaced | (-)
E. faecalis
E. faecalis
endometritis S. agalactiae uterine | 378 (12800 + |10 | 2+ 3+ 24
7130 D&C) S, sgalacti conent 354 |5l =15 - BAPC |100x2x7 | good |unchanged| ()
-E. coli
dometr a-haemolytic streplococcus|
g |u| e ((]))rtl&ectr)ms anaerobic GPR gsﬁ?elft 3801810012+ | 16 | 2+ 3+ 2+ (O | 100x2x4 | good |decreased| (o)
anaerobic GPR 36.3 | 6500| 3+ [ 45 -
. K. pmeumoniae )
9 [ e“‘}‘l’)’geg'"s E. o nelle 8| B2 B ) 2 2+ | 2+ | BAPC [100x2x4 | good |eradicated| (o)
(=) 3641 5300[ - | 6 -
S. aureus
» E. aerogenes .
10|18 e“d(‘]’)"gfé;‘t‘s K pramonie | WEID \ 314 S30) ¢ |18 ) 24 + |2 | BAPC | 100x2x3 | good | replaced | ()
E. fagcalis 36.4| 400 - |11 - -
S. marcescens
S. epidermidis
et E. faecalis .
3| o ometritis NFR uterne CFX | 100x2x9 d .
0&0 |y hemolytic sheptococus | content 387 (12900| + |17 | 2+ | 2+ | 24 XEx9 | good | replaced | ()
a-haemolytic streptococcus 36.4 | 4800 8 - -
S. epidermidis
E. faecalts )
o |a-haemolytic streptococcus | uterne _
12 {28  endometritis Y};coliep ontent | 291 | s1o0| & || 2 ” ’ (=) | 100x2x4 | good |decreased| (-)
a-haemolytic streptococcus 364 | 5000 24 |6 - -
endometritis =) uterine | 39 [28900] 4+ | 12 | 2+ 3+ 24
B|17 0&0) = content | 355 T - BAPC [200x2x5 | good | unknown| (-)
=) -1 [36.3] 98001 9.5 | 47 | 2+ 2+ 2+
LY salpingitis O di‘;i%:ie il - (=) | 200x2x7 | good | unknown | (-)

D&C: dilatation and curettage
NFR: non-glucose fermentative gram-negative rod

CNS: coaglase-negative Staphylococcus

BAPC: bacampicillin

GPR: gram-positive rod

CFIX: cefixime
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Table 3-2. Clinical results of balofloxacin

Clinical findings (before/after) ) Do: . :
Case | Age Diagnosis Organisms isolated | Materials yrvm— — Prior (mgxtsigles/ Clinical B?;;;f Side
no. | (yr) | (Underlying disease) (before/after) examined| BT | WBC |CRP |ESR|™ pgin tenderness ODPp:mSS medication dayx days) effect offet effects
C. trachomatis o [ 36.7 | 5800 <02 + 2+ 24+ .
15 | 30 | dampdil adnexit |—— e | vtere | T | P O | 200x2x5 | good | uknown |EFUPEDD
NT content 5800 | <0.2 + - - headache
E. coli 37.2| 9800( + |12 + + + i
16 | 26 | Bartholin’s abscess | ———— | pus  |—|—|—|— (=) | 100x2x3 | good |eradicated| (-)
-) 36.4 | 6900 - | 14 - - -
NFR 37 [ 8000] + |25 + + + i
17 | 37 | Bartholin's abscess [ —————— | pus | —|—|—|—= (=) | 100x2x5 | good |eradicated| (-)
) 36.4 | 4100 - | 23 - - -
] S. aureus 37.8( 7900(2+ |26 + + + )
18 | 41 | Bartholin’s abscess | ———— | pus  |—|—|—|— (=) | 100x2x9 | good |eradicated| (-)
) 36.4 | 46001 - | 9 - - -
) E. coli 36.9| 8200( + |27 + + + !
19 | 41 | Bartholin’s abscess |———————| pus |—|—=|—|— (=) | 100x2x4 | good |eradicated| (-)
=) 363|370 - (29 - - -
NFR
20 | 53 | Bartholn's abscess | haemolytic steptococus | 137210000 - 120 |+ + * (=) | 100x2x3 | good |eradicated| (-)
=) 36.4 | 5800 - | 21 - - -
S. epidermidis
21 | 40 | Bartholin's abscess NFR pus | STLI 8000} + 1251 + t * (=) | 100x2x7 | good [eradicated| (-)
) 36.4| 6400 - | 8 - - -
» |2 st ) - 37.6{10000( 2+ | 18 + + O | 1mxxs i | O
ftis |——— ] - x2x 00 own | (=
plerperd st O %5| 6|2 |61 | - . - .
NFR: non-glucose fermentative gram-negative rod NT: not tested
Table 4. Clinical effect of balofloxacin on diagnosis
Diagnosis Excellent Good Poor Efficacy rate (%)
Puerperal intrauterine infection 1 1
Endometritis 1 10 11/11 (100)
Salpingitis 1
Chlamydial adnexitis 1
Bartholin’s abscess 6
Puerperal mastitis 1
Total 1 20 1 21/22 (95.5)

Table 5. Bacteriological effect of balofloxacin on diagnosis

Diagnosis Eradicated Decreased Unchanged Replaced Eradication rate (%)
Puerperal intrauterine infection 1 1
Endometritis 4 2 1 3 7/10 (70.0)
Salpingitis
Bartholin’s abscess 6
Total 10 3 2 3 13/18 (72.2)

BMICoo D KE53130.10 ~1.56ug/mlI A L, 45122
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Table 6. Bacteriological effects of balofloxacin on isolated organisms

Organisms isolated

Bacteriological effect

No. of cases

Eradicated | Decreased

Unchanged

Replaced

Eradication rate (%)

S. aureus

1

Single

infection S. epidermidis

S. agalactiae

E. coli

NFR

E. faecalis
E. coli

el B R S e

1
1
2
1
1

S. agalactiae
CNS

S. agalactiae
E. faecalis

anaerobic GPR

a-hemolytic streptococcus 1

K. pneumoniae
E. coli

Mixed

infection |NFR

vy-hemolytic streptococcus 1

S. epidermidis
NFR

S. aureus
E. aerogenes
K. pneumoniae

S. aureus
E. faecalis
S. aureus

S. epidermidis
E. faecalis
NFR

v-hemolytic streptococcus

E. coli
E. faecalis
S. epidermidis

a-haemolytic streptococcus

Total

18

10 3

2

3

13/18 (72.2)

NFR: non-glucose fermentative gram-negative rod  CNS: coagulase-negative Staphylococcus

GPR: gram-positive rod

Table 7. Bacteriological response of balofloxacin on isolated organisms

Organisms isolated No. of strains Eradicated Persisted Eradication rate (%)
S. agalactiae 3 2 1
S. aureus 3 3
S. epidermidis 4 4
CNS 1 1
E. faecalis 5 4 1
a-haemolytic streptococcus 2 1 1
~y-haemolytic streptococcus 2 2
E. coli 7 5 2
NFR 4 4
K. pneumoniae 2 2
E. aerogenes 1 1
Anaerobes 1 1
Total 35 29 6 29/35 (82.9)

CNS: coagulase-negative Staphylococcus

NFR: non-glucose fermentative gram-negative rod
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Table 8. Laboratory findings before and after administration of balofloxacin

Case | Age RBC Hb Ht WBC Platelet | S-GOT | S-GPT | ALP BUN S-Cr
no. (yn) (x10% | @d) | (%) | (mm¥ | (x10% () (V) U | (mg/d) | (mg/d)
1 28 B 375 10.8 34.4 12600 24.3
A 427 11.6 38.8 8300 33.4 12 8 225 13 0.9
9 39 B 318 10.5 31.7 11100 27.0
A 337 10.5 34.2 6200 46.0 21 22 192 13 1.0
3 28 B 429 11.1 35.5 13600 26.1
A 402 10.5 33.5 6000 31.0 22 13 167 12 0.8
4 28 B 379 11.8 36.5 12300 20.8
A 438 13.6 41.1 5000 23.9 15 5 106 7 0.9
5 32 B 463 13.3 43.1 9300 221
A 435 11.6 37.9 6500 32.5 16 31 177 14 0.8
6 47 B 408 12.9 39.7 12700 22.4
A 413 13.6 41.0 7100 21.5
7 30 B 398 12.6 37.6 12800 22.1
A 419 13.4 404 6400 23.7 13 7 105 16 0.7
8 34 B 415 13.2 40.4 18100 23.8 17 14 153 6 0.7
A 354 11.4 35.3 6500 25.7 15 12 154 6 0.6
9 20 B 408 12.2 38.3 8500 18.3
A 427 12.8 39.4 5300 19.6 14 10 113 18 0.7
10 18 B 377 11.2 36.2 8300 17.8 12 1 122 9 0.7
A 389 11.5 35.8 4400 24.9 10 4 124 14 0.8
1 31 B 413 13.0 37.8 12900 30.8
A 439 13.7 42.3 4800 23.7 12 5 119 11 0.8
12 28 B 416 12.8 38.7 8100 22.6
A 408 13.2 37.7 5000 31.7 18 12 122 16 1.2
13 17 B 450 13.0 39.6 28900 23.7 13 8 160 7 1.0
A 466 13.7 41.6 7200 20.4 19 13 147 5 0.9
14 17 B 415 12.1 37.6 9800 25.8 13 9 122 10.5 0.5
A 427 12.5 37.9 8200 34.9 14 11 121 11.6 0.6
15 30 B 419 13.1 39.9 5800 17.8
A 442 14.1 41.6 5800 18.8 17 24 100 11.5 0.6
16 2% B 429 13.0 40.7 9800 21.3
A 433 13.9 41.1 6900 15.3
17 37 B 397 12.1 38.7 8000 17.3
A 375 11.6 36.1 4100 16.5 18 16 143 14 0.7
18 41 B 434 12.7 39.3 7900 15.1 62 19 95 12 1.0
A 445 13.1 40.6 4600 16.0 22 14 106 12 1.2
19 41 B 436 12.8 40.3 8200 23.1 21 14 146 11 0.1
A 455 13.4 40.9 3700 24.7 15 11 145 7 0.9
20 53 B 439 13.2 41.5 10100 23.2
A 430 13.1 40.6 5800 19.7 13 12 105 15 0.9
21 40 B 388 13.6 41.1 8000 23.1
A 441 15.2 46.5 6400 23.5 19 15 77 19 0.8
29 29 B 423 12.6 38.3 10000 23.6
A 422 12.6 37.3 6300 27.3 14 13 227 14 1.0

B: before A: after
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Antimicrobial activity, pharmacokinetics and clinical studies of
balofloxacin in obstetrics and gynecology

Nankun Cho, Zenjiro Miyakawa, Takehiko Kimura, Atsushi Shimizu and Yukimasa Notake
Department of Obstetrics and Gynecology, Showa University Fujigaoka Hospital
1-30 Fujigaoka, Midori-ku, Yokohama 227, Japan

Katsuaki Kunii
Kunii Hospital

A newly developed synthetic pyridone carboxylic acid antibacterial agent, balofloxacin (BFLX), was

investigated for its antibacterial activity, tissue penetration and clinical efficacy in obstetrics and

gynecology, and the following results were obtained.

1. Antibacterial activity:

The MIC values ranged from 0.05~25 pg/ml for gram-positive cocci, 0.05~50 pg/ml for gram-

negative rods and 0.025~3.13 xg/ml for anaerobes.

Compared with ofloxacin and ciprofloxacin, much

stronger activity against gram-positive cocci was observed.

2. Tissue penetration:

The peak levels in venous and uterinearterial serum were 3.17 and 2.54 ug/ml after a single oral

administration of 200 mg.
3. Clinical results:

The range of the peak tissue levels was 2.68~5.28 ng/g.

BLFX was given to 22 patients with obstetric and gynecological infections at a daily dose of 200~ 400

mg for 3~9 days.

The clinical efficacy rate was 95.5%(21/22) and the eradication rate against

isolated organisms was 72.2% (13/18). Side effects were evaluable in 27 cases, and eruption and

headache were observed in one.

No laboratory abnormalities were observed in any of the patients.

4. These results suggested the clinical usefulness of BLFX in obstetric and gynecological infections.



