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FHRBEOR ¥ 7 o v RPUE Ebalofloxacin (BLFX) O K 8 £} 58 1804 1 R 4L |24 4 B A 5hi,
LM, BRSO IR RGBT O WTRE L7 BERIABRON R3S T B (E8%,
IR RERE) 4300, S IE (R, €OMEE £9)240), FME (ZREEHZ) 16, SV (&
B, Uk 9HE, LREMELE &)IF, £ VE(ETIRGE, BEMhnE LRETFRALY)
348 B L EVIEE (BUOREN T REGIE) 12610512361 TH - 72, BEIIBLFX100mg ¥
7213200mgx 1 A1 F 7213 2EARAE L 72,

ARNFIL T E90.7% (39/43), N #95.8% (23/24), MBEL/1, VE7/9, VEESS5.3% (29/34)
BLUVIEG3.3%(10/12) T, £RDERRIILE% ThH o7, ZOAEMEIZIHHE, HE
WMEBOEED L VIR FEREDFEIZL ) EIAON Doz, REFIITSERNS 7S
LEETER82KK, 77 LR IORDET2EMA TR SN, %D L69%ER (88.5%), 72k
(78.3%) W BRE S 7z, BINVERZEHEAT R 130650851 (6.2%) 2RI L, F/HBRBREERES
ZRENITHI(5.4%) CBEOKIE LANRDO LN, WFNLBEDI»O—BHDERFETH
D, $FICRHEIZ o7,

=7, REOMEHEEES L OKEKPBITEEZAEL-L 25, MAoEELFE,2
~AMEBVIREN RSN, INOOBIE L Y, BLFXIZE BAMESREE I L CERR
BROAX /0 RMEETH L LEZ LN,
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bbb IUI SR RFZEIC & ) R & 8 M R g
ET A, T2, BRE, 7, AEOKF
RBITICOWT AR LZOTUTICHRET 5,

I. ¥R &FH &

1. —REERREER

1) 3%

19924 AH H1994F 38 F TIIREMERX T 22
L7:EERESR B E B E T, KIABRSIMICFEENES
713483 g E L7z, 1BL, ROKZIEIZK L EEIL

Bk L 72,
-FRIMEEICERT, BBREOHEFIPEFTELVE
E

BEBRER G AN O FEFEN AT S N, ERAYE
Lo2hbEHE,
CEEDL, BF, BHERENDH LEE,

CEMT LV -BEROH L EE,

c TADPAEDRBEEBR T I NS OBAERL AT
LEE,

IR F ISR L TV A ITREM O H B EE B L UL
FOEE,

- FOM, EERIELEERASANE Y LT LB,

2) H®EHE

BLFX100mg%# &A ¢ 5 7 4 VA I — FEgidhylaums
() LRI/, REOHEREIZ1IEY ) 100mg
F¥7/:13200mg%, 1H1EF 723 2@EERICIRETAZ &
ElT, REYIMIISEVEEOEE IZIZIONM, oE
BEICR7THEER LRI L L7,

BRI, MOMEMEROFERIZZE L, 72,
RKEBOEDTFMIIFEL*BIIZTLEZONAMOE
AL REIZEL 2, (EL, RO BTHATIHAE
RFEZEZ D ERL, FOFMEEHETLILE LT

3) ERZIEHE

OB - thEER

BEE CREERBLIVOEHERLINL 8E 2.
FIE 3. EEDIERR TEE L 72,

WY EERBAEBOEIRL Y, 1 #ITELE
3 AMELP DOIERE TR L 72,

B - MEER  BIZEORSHELE L &F1Z, RO
RETKEBXFM L7z, 0: 2L 18 2: %
B 3 EE 4:EEL)E|IIHE

BIE . BB, WG, TS, Bk, TER

SR TERE, BRE, EE, BR OER PR

BINEE . Bk, KB, USA, BEHE

EVE WK, BRE, TR, Bk, Rk

EVE EEE, BRE, TR, Bk OTER, JER

EVIEE . BRER, M, Rk, M RLHE BH

i

2. Bt

- W RIMERE, ~NESOEVE, AR v b
e, Bk, BMmEksE, MR, mit(1EERE)
- BFF#88E © S-GOT, S-GPT, Al-P, € LK~ (# - HH),
LDH, 7-GTP, LAP

- BHEEE C BUN, M2 L7 F =~
-RETR D &A, #E, vuov) sy, Rikis (GRILEK,
[=HiiksJ)

- Z O MiEEFE (Na, K, Cl), CRP

GMEHmE

REL VIR, BHEIZIIEBMEZIHRIL, EbIC
V=N F a7 (R ICHALLZOL, (Fk) =ZZFH1t
=Y =TV CTRBMED DR E % £ L 72, #£5%
WL EE SN BREMEIZ DOV TIIBLEX O, xFHEZEE
& L Thnorfloxacin (NFLX), ofloxacin (OFLX) 3 & Wecip-
rofloxacin (CPFX) % Ff W\ MIC % € L 7=,

4) FhR¥E

Q& AEE

BEREICIRSMABEOR - thERR LB L, 20
YWEDEE L RDOCEM THIE L 72,

1R 2:FL(HE 3 UE 4. R9°UE 5
TAE 6 HME

O] A7S/E

B - MEERB L CBRRBEMROMERE Y L L 12kD
SETHE L7,

1:F% 2:F8% 3:°0F% 4 8% O45RK
F720k 5 HEREE

QHEFH %

RRAEEHEEINIRHBEOERIZOVWTROSET
HE L,

1i{Ek(Pamt) 2 BAEEH HEE 3 A%
4 WM DAEEEIE 5 HIEREE

O &

BIVER B L VBRI ERFTROERE L LIRS T
HE L 72

1. ZE&ETHAH 2:.13FLETHD 3. LPMEM
HbH 4. MENDHL OIEETIE 5 HEARE

OFKHA%

BRI EB L UREHLTHHLETERL, KEOHH
2 ROGFETHEL 72,

1 BOTEHER 2. 8H 3:R%EH 4. 584
L OD4EBET I 5 HIEAREE

5) FEGIOEAR & T %

BERIR T 1%, [BBRRIEEMIGENNE 2B L, 6
DEFRZHRE L 72, REBRIZE VIG5 N - iE I 58
WIEERMOIEE T TYRE, TukeyD L EH KR E,
StudentDti&%E, WilcoxonDIREZE & @A L, thyfsls
FEI St BRIR B AT S0 S REAT &4 L 72,



394 B AL % &8 & % & % NOV. 1995

2. RAEMBREORIE FEXx BT AHBEIII~I0GE TN, HEBILE % HifF
BILKZEL L VRS SRkt %2 L EER SR ENT-BEIIVEOKRETE, -7
BET, AEOFRNBEABRSNIEEL 2126025 Table 3131 B 5 &5 - &S EAEGES B ZRT, 1
L L7, FHAEETIEMATICBLFX100mg $ 721
200meg% HEIARA L, HEREREL £, 12IRERIC

FHEERR L 0 ~SY) VIRML A 4T - 720 BREMEHZL/15M Table 2. General characteristics of patients
1)~ BR#RM L % I X TPOLYTRON homogenizer{Z THAL Classification Total
%, RLOEFEREPBESEE Lz, KIBEETHEBELC Sex male 60
DV TId B3 & FRREEARA %, KERE A AL 720 female 63
BLFX/&ZE IZHPLCEIZ L D #lE L 720 Age average 35.2+16.1 123
I. & 2 Severity mild 8

1 — BB e . 16

1) EPIRRSE LUBERR Complications absent 93

BERIZ134Z DB ERESMERMMEBEE CERIN present 30
2o ZOW, MBHERELEZVEEB L FZOMOER Underlying disease absent 114
(Table D)2k 0, Biik - RO LIERARE, R&% present 9
ST 1304EHY, AR TL23/ER, A RMATFET124 Allergy ;tr’:::;t 18
FEBI % $RA L 72 (Fig. 1), — :

AT A S B 00 B4 M X604 & 634 C 13125 Aduibiotics prior to balofloxacin 10 Ry
STHo12h, ERITIR20EX»HEKY D, 50 Concomitant drugs absent 113
Az ABERIL Lo/ (Table 2), BHEITIHLE present 10
VETEHULEEL 5D, IHILIZOATHo72, EIE Surgical intervention no 75
BELI6LEIN, TRMOIORRESLT I EH yes 8

Total no. of patients enrolled

134
No. of patients evaluated No. of patients evaluated No. of patients evaluated
for efficacy for overall safety for clinical usefulness
123 130 124

Fig. 1. No. of patients.

Table 1. Patients excluded from evaluation of efficacy, overall safety and clinical usefulness

Reason Efficacy Overall safety  Clinical usefulness
o Evaluation influenced by antibiotics prior to balofloxacin administration 2 2
® No revisit to hospital 4 4 4
¢ Disease not included in protocol 2 2
¢ Concomitant medication with steroid 1 1
* Unclear clinical course 1 1
e Shortage in duration of medication and discontinued due to side effects 1

Total 11 4 10
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HEEE LTid1E100mg ¥ 7213200mg % 1 H 2[R A A%
FUEBENT, HSHBIZ6~7TAB L U8~10A A
¥ Tho7:7A%, 1I5HEU LS 3BT N, BE
DEVEVIZ L AHES5BORFEEREIIIGA SN,

2) ERIRZHR

Table 412 BRIEBRRH R L TR L 72, ARRITEFEK
NSV IBTI0.7%, VETS53%THY, MEEn83.3
~958% % &, ERDEIFIILE% TH 72, €D
BRREh R & BRYER B IR 5 &, BIEFIDOFRIERIL
5/8, MEFEFITI1.9% (91/99), EAEHITH81.3% (13/

16) Td - 7z (Table 5), 1HHZSERAFFRIT1E
100mg» 1 H 2@ #% 5 T91.4%, 200mgXx2@$%x5 T
87.2% T, MetFHILEIIFEDH LN H 572 (Table 6),
T72, ARLEOFEFIERERDEIIBVTOERRIE
TASNL Ao 72 (Table 7),

Table 813 /it iEHAAE B4 5 ERIREFIR & 7R
T, BLEEERNICIEI L 7 2 L RE, v 705 4 FRE,
7T b4 7)) LV REOM, EEE (SY-CL(DBT)),
PAVRAE(T o ruelV)pfERH SN, $72, %5
15 (X EJE D Pseudomonas aeruginosaBge BE T, Mg T

Table 3. Daily dose and duration

Duration (days)

Daily dose (mg x times) Total (%
Y g 4~5 6~7 8~10 11~14 15~16 otal (%)
100 mgx 1 2 2
100 mg x 2 14 29 17 9 1 70 (56.9)
200 mg x 1 1 1
200 mg x 2 6 19 15 5 2 47 (38.2)
Dose change during treatment 3 3
Total 20 48 38 14 3 123
(%) (16.3) (39.0) (30.9) (11.4)
The longest: 16 days
Table 4. Clinical efficacy in each disease
Clinical efficacy (no. of patients)
Group Disease - Efficacy rate™ (%)
excellent good fair poor
I folliculitis 11 12 1 23/24 (95.8)
acne pustulosa 5 11 2 1 16/19 (84.2)
subtotal 16 23 3 1 39/43 (90.7)
I furuncle 12 8 1 20/21 (95.2)
furunculosis el 313
subtotal 12 11 1 23/24 (95.8)
I impetigo contagiosa 1 11
v cellulitis 2 1 2/3
felon 1 1 2/2
acute paronychia 2 L e, L Y4 .
subtotal 3 4 1 1 7/9
\Y subcutaneous abscess 1 0/1
hidradenitis suppurativa 1 1/1
infected atheroma 10 15 2 2 25/29 (86.2)
chronic pyoderma 1 11
acne conglobacta e 22 !
subtotal 11 18 3 2 29/34 (85.3)
VI secondary infection 3 7 1 1 10/12 (83.3)
Total 46 63 9 5 109/123 (88.6)
(%) (37.4) (51.2) (7.3) 4.1)

* excellent + good/no. of patients
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Table 5. Clinical efficacy in each group classified by severity
Clinical efficacy (no. of patients)
Group Severity Y P - Efficacy rate™ (%)
excellent good fair poor
I mild 1 2 1 1 3/5
moderate 13 20 1 33/34 (97.1)
severe 2 1 L 3./ 4
subtotal 16 23 3 1 39/43 (90.7)
II mild 1 1/1
moderate 10 9 1 19/20 (95.0)
severe 1 2 o 3/3
subtotal 12 11 1 23/24 (95.8)
111 moderate 1 1/1
v mild
moderate 3 2 1 5/6
severe 2 1 2/3
subtotal 3 4 1 1 7/9
\' mild 1 01
moderate 10 14 3 1 24/28 (85.7)
severe 1 4 5/5
subtotal 11 18 3 2 29/34 (85.3)
VI mild 1 1/1
moderate 2 7 1 9/10 (90.0)
severe 1 0/1
subtotal 3 7 1 1 10/12 (83.3)
Total mild 3 2 1 2 5/8
moderate 39 52 5 3 91/99 (91.9)
severe 4 9 3 13/16 (81.3)
total 46 63 9 5 109/123 (88.6)
* excellent + good/no. of patients
Table 6. Clinical efficacy classified by daily dose
Daily dose Clinical efficacy (no. of patients) .
(mg x times) excellent good fair poor Efficacy rate™ (%)
100 mg x 1 1 1 1/2
100 mg x 2 24 40 4 2 64/70 (91.4) .
200 mgx 1 1 11 Fisher test
200 mg x 2 21 20 5 1 41/47 (87.2) Jp=0.89
Alteration 2 1 2/3
Total 46 63 9 5 109/123 (88.6)

* excellent + good/no. of patients

Table 7. Clinical efficacy in each group classified by surgical intervention

Surgical Clinical efficacy (no. of patients) * (9

Intervention excellent good fair poor Efficacy rate™ (%)
.............. N BB 3 BTN ] Atest
Yes 17 24 5 2 41/48 (85.4) p=0.37

* excellent + good/no. of patients
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MODPDMEEL LS SN TWIAS, RO, F0
EHBIALIA TP o7, TNH12BDEEIIBLFX
PFENT2E T D, FAVRAEERFEEZZIT TN
2% EO116)(91.7%) TIHEROEEN AL N7z, TH
BERIG SN TP aeruginosaBge BE O A D3[R %
BRI EFMmI NI,

3) MEFHRNFE

Table QIC D BEREBIMBEFHIRN R LR L 72, RAHE

LTOR2kM s, 209 L824 (89.1%) 07 7 A
P H (GPB), 10#k (10.9%) 37 7 L FE1ER (GNB) TH
o7, HEZKIIGPBT80.5%, GNBT60.0%ThN. &
RREETT783% TH o 72,

Table 10 DB A&IZ 5 BE W OMICHI M E FBIHR TH
%o EREEIIZ, MICH1.56ug/mILAF D2 & H IEBLFXIA
BIZL D IZIZBRE SN, 3.13ug/mL EOMICEE S
A 1L S. aureus, CNS, Klebsiella oxytoca, Alcaligenes xylo-

Table 8. Clinical efficacy in patients pre-treated by other antibiotics without efficacy

Antibiotics prior to

Clinical efficacy (no. of patients)

Efficacy rate* (%)

balofloxacin administration " excellent good fair poor

Cephem cefaclor 1 1/1

Macrolide clarithromycin 1 1 3/3
roxithromycin

+ 1

clindamycin

Tetracycline doxycycline 3 5/5
minomycin 2

Others SY-Cl (DBT) 1 2/3
unknown 1
aciclovir 1

Total 6 5 1 11/12 (91.7)

* excellent + good/no. of patients

Table 9. Bacteriological response

Bacteriological response (no. of strains)

Eradication rate*

Organism eradicated decreased or partially eradicated new microorganism persisted (%)
Gram (+) S. aureus 14 2 4 14/20 (70.0)
CNS 29 5 6 2 35/42 (83.3)
y-streptococcus 1 111
S. pyogenes 2 2/2
E. faecalis 2 2/2
- Bacillus spp. 1 11
Corynebacterium spp. 1 1/1
Peptostreptococcus spp. 1 1/1
P. asaccharolyticus 2 2/2
P. acnes 6 2 1 6/9
Propionibacterium spp. 1 1/1
subtotal 59 9 7 7 66/82 (80.5)
Gram (=) E. coli 1 11
K. pneumoniae 1 11
K. oxytoca 1 1 1/2
P. aeruginosa 2 0/2
E. cloacae 2 2/2
Prevotella spp. 1 1/1
A. xylosoxidans 1 0/1
subtotal 5 1 4 6/10 (60.0)
64 9 8 11 72/92 (78.3)

* eradicated + replaced/no. of strains

CNS: coagulase-negative staphylococci
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soxidans$ 14k & P. aeruginosa 28R DEL6RETH - 72, IIGNBD BB g 35 L UN13%60 (16.7 %) (X W EH RL T

Table 11II BB BIBRRINE LR T, REEHVFEHS Holze AMTIIGPBOEMBEGETII4% TH o /248,
N7-78F1h 6115 (78.2%) (XGPBD By, 441 (5.1%) GNBEE G TI34FIF 26, BEERETIL136F10

Table 10. Bacteriological response classified by MIC of balofloxacin

Eradication of bacteria*

; Eradicati *
Organism 005 01 02 039 078 156 313 625 125 25 50 100 Npv redcationrate’ (%)
Gram (+) S. aureus 517 6/8 172 0/1 212 14/20 (70.0)
CNS 8/9 15/18 8/8 1/1 11 1171 1/4 35/42 (83.3)
y-Streptococcus 11 1n
S. pyogenes 2/2 2/2
E. faecalis 11 11 212
Bacillus spp. 11 17
Corynebacterium spp. 11 11
P. asaccharolyticus 1711 11 2/2
Peptostreptococcus spp. 1/1 11
P. acnes 172 314 2/3 6/9
Propionibacterium spp.  1/1 11
Subtotal 15/19 27/33 14/16 2/2 3/3 11 01 111 3/6 66/82 (80.5)
Gram (=) E. coli 11 11
K. pneumoniae 1/1 11
K. oxytoca 11 0/1 12
P. aeruginosa 0/2 0/2
E. cloacae 11 11 212
Prevotella spp. 11 11
A. xylosoxidans 0/1 0/1
Subtotal 11 33 11 0/3 01 11 6/10 (60.0)
Total (%) 15/19 28/34 17/19 3/3 3/3 11 01 1/4 01 4/7 72/92 (78.3)

CNS: coagulase-negative staphylococci  * No. of strains eradicated/no. of strains %% NT: MIC was not determined.

Table 11. Clinical efficacy classified by organism

Efficay (no. of patients)

Organism - Efficacy rate* (%)
excellent good fair poor
[Monomicrobial infection] S. aureus 7 9 1 16/17 (94.1)
Gram (+) CNS 12 19 1 1 31/33 (93.9)
S. pyogenes 1 111
E. faecalis 1 11
y-streptococcus 1 11
Bacillus spp. 1 1/1
Corynebacterium spp. 1 1/1
P. asaccharolyticus 1 0/1
P. acnes 1 3 4/4
Propionibacterium spp. 1 11
Subtotal 22 35 1 3 57/61 (93.4)
Gram (-) E. coli 1 011
K. pneumoniae 1 1/1
P. aeruginosa 1 01
E. cloacae 1 11
s 2 .......... 2 ............................ 2 /4 ............
[Polymicrobial infection] 2-organism 4 5 2 1 9/12 (75.0)
over 3-organism 1 1/1
S : G 21 ............. .1.0/13 oo
Total 27 42 5 4 69/78 (88.5)
(%) (34.6) (53.9) 6.4) (5.1)

* excellent + good/no. of patients CNS: coagulase-negative staphylococci
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FILPEMULOFMEEON o7, HL, &KT
1378%1H 6951 (88.5%) TIEBFIDLENA LN, HEZF
BRI LE Rl S 7z,

Table 1235 B2 A HE OMICRIERR R % "7, GNB
2L, GPBEEIIBITABEHERIIFEIIFEVDHDOTSH
ol BRRELHBAE LIMICHERROBBEIZLD
break pointi£3.13~6.25ug/ml & #EH S 7z,

4) ="M

BIVER L 130EBI 86 THIZE S /- (Table 13), %
03 H4BIE1EI100me#x 5T, 46113200mefk 5 THRE
L, $7-BM56 L KWIBFITRIL 2. BREEHBED
PEOBUDPHFEREOEF ZFHL 2L T TN
BEOBEATH Y, H5HIEFIHRGRTHRESRH,
2%k L7,

FRR MR ERELENL 130676 1253] L7 (Table
14), 1E100mg#x 5 T3EBFIGIHE, 200mgtk 5 T4AE
FI6HE DRELEHNAOND, VTR LIFIZEE:
LEITIE R Ao 7,

INSOREIERZ O NICBRREERE LS ERED
BT AT o725, EWMBRLAE - HEIZ L 5atE
By ZIIZD 5L h o 72 (Table 15),

Table 163 LA EDER] - FTR A ZEIZ L - EREDKE
UEEHFMTH L, WTFNOEBHIIBWTOIREE

1393.2% ~100% T, £130JERFIF11761(90.0%) #* “%&
ETHA", 761(54%) 7 “1IFLETHA” T, &K
DEEFRIFIBA% TH o712,

5 BHM%

Table 173 1B B GEBRELX T LDHDTH
b, 1HHAEIZFI12200mg(52) £ 400mg(52) TEMHS
N7zns, BHE, MEFNRRLE O FIZZeHIlBnT
HELREZEDON o7, TNOLOMEEHER, E
BEZIIEAHOHZEIZBWTOHHAEM TEIIRD
bl hrolz,

2. BEMAEAB L KBS KEIT

BLFX100mg ¥ 7213 200mg B [ 4% O ¥ 5 % O ML 4E i
B LU ERE AN EE % Table 1812, T 72/KMEKF R
& % Table 191278 L7z, W& D HERIEESM & Fig. 2
WZH/R L72o 100mg#k 595~ 160414 O M4 g A
0.12~1.33ug/ml, 200mg#% 562 ~ 24057 1% D MAE F iz
BEIX1.09~2.49ug/mITdH o7z, THIIIHL, FHEMARK
MR I & %D, 2~48E» o7, KEKFE
EbHMF L E%ED, PR LR RENHE SN,

m % 3

RERESOBREREL S THINLSME L, S au
reus, coagulase-negative staphylococci (CNS, Staphyloco-
ccus epidermidis?SER) EHEEDOF VLD THEY, 18

Table 12. Clinical efficacy classified by MIC of balofloxacin

No. of effective patients/no. of strains

Organism Efficacy rate
005 01 0.2 039 078 156 3.13 6.25 12,5 25 50 100 NT* (%)

Gram (+) S. aureus 8/8 88 12 11 212 20/21 (95.2)

CNS 89 1518 88 11 11 11 3/4  37/42 (88.1)
~y-streptococcus 1n 11
S. pyogenes 212 212
E. faecalis 11 171 2/2
Bacillus spp. 11 11
Corynebacterium spp. 11 171
P. asaccharolyticus 01 11 1/2
Peptostreptococcus spp. 11 11
P. acnes 212  4/4 33 9/9
Propionibacterium spp.  1/1 11

Subtotal 19/20 30/33 15/16 172 33 U1 11 11 5/6  76/83 (91.6)
Gram (=) E. coli 0/1 0/1
K. pneumoniae 111 11
K. oxytoca 1/1 0/1 172
P. aeruginosa 0/2 0/2
E. cloacae 111 V1 212
Prevotella spp. 1 11
A. xylosoxidans 0/1 01

Subtotal 01 33 11 0/3 01 11 5/10 (50.0)

Total (%) 19/20 30/34 18/19 2/3 3/3 11 11 1/4 01 6/7 81/93
(95.0) (88.2) (94.7) (87.1)

CNS: coagulase-negative staphylococci

% NT: MIC was not determined.
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(B8 4$48) TIZCNS, Propionibacterium acnes, I B ((R7TE
A MEELEAE) TIES. aurens, T EE BBHIZ) TILS. au-

reus, Streptococcus pyogenes, N EE (N F AMEIETETEIE 2 IE) SNB>,

TILS. aureus, S. pyogenes’z &', VE (B, 12MREIE)

Table 13. Adverse reactions in 130 cases

TIICNSAERTEMLIZ & 0 77 LRMHIRE, HEAMEE
H, VIBEEBRELEAAICL D S ST OMEIRE

IhFaFx /s aryRERELWVANRY PV EFoTwn

Age . Onset Relation to  Daily dose  Duration .. .
Sex (ygr) Symptoms SeVerity (4uys after treatment start) balofloxacin (mg x times) (days) “dmimistration
F 42 nausea mild 2 possible 100 x 2 2 discontinued
M 29 stomach discomfort mild 1 probalbe 100 x 2 8 continued
head heaviness mild 1 possible
M 40 diarrhea mild 2 possible 100 x 2 7 continued
M 38 diarrhea mild 10 possible 100 x 2 16 continued
F 27 gastric fullness mild 5 probable 200 x 2 8 continued
M 21 sleepiness mild 4 probable 200 x 2 7 continued
M 43  periorbital hotness moderate 2 definite 200 x 2 7 continued
heartburn, fatigue mild 2 definite
F 19 epigastric pain mild 2 possible 200 x 2 7 continued

Table 14. Abnormal laboratory findings in 130 cases

Sex Age Parameters Relation to Daily dose Duration
(yr) (before — after) balofloxacin (mg x times (days)
M 47 Mono. 8—15 possible 100 x 2 5
M 19 S-GPT 30—40 possible 100 x 2 5
F 21 Eos. 64—12.1 possible 200 x 2 7
F 27 S-GOT 20—58—(18) definite 200 x 2 8
S-GPT 14—-99—(25) definite
CRP——->1-(—) possible
M 43 d-Bil. 0.4—0.7 possible 200 x 2 7
M 52 Eos. 6—13 possible 200 x 2 7
F 24 S-GOT 15—86 possible 100 x 2 8
S-GPT 12—-109 possible
v-GTP 14—-92 possible
LAP 50—133 possible
Table 15. Characteristics of adverse reactions and abnormal laboratory findings
o ] Patients with adverse reaction or abnormal laboratory findings (%)
Classification No. of patients - -
adverse reactions abnormal laboratory findings
Age (yr) ~19 7 1 (14.3%) 1 (14.3%)
20~ 34 71 3(4.2%) 3(4.2%)
35~49 27 4 (14.8%) 2 ( 7.4%)
50~ 64 13 0 1( 7.7%)
65~ 12 0
Daily dose 100 mg x 1 2 0 0
(mg x times) 100 mg x 2 75 4 (5.3%) 3 (4.0%)
200 mg x 1 1 0 ]p=0.71 0 ]p=0.43
200 mg x 2 49 4 (8.2%) 4 (8.2%)
Alteration 3 0 0
Days after 1~2 5 (3.9%) 0
treatment start 3~5 2 (1.5%) 1 (0.8%)
6~9 0 5 (3.9%)
10~ 1 (0.8%) 1 (0.8%)
Total 130 8 (6.2%) 7 (5.4%)
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TEBEHASTHE AV SN TWw 5, BFLXIZ
Methicillin-susceptible S. aureus (MSSA), MRSA, Strepto-
coccus preuwmoniae, Enterococcus faecalis R RTEBR X ME T 12
#f L tosufloxacin (TFLX), sparfloxacin (SPFX) & [E% %,

Table 16. Safety in each disease

LN ENAEEREERT

BFLXDIMEEBR A MO 7 VA0 ¥ ) o REL HE
L 7= B4 T, MICIZMSSAZxF L TIZBFLX0.05~
6.25ug/ml (MICso 0.1ug/ml, MICgp 0.24g/ml), OFLX0.2

Disease group

Safety (no. of patients)

Safety rate* (%)

~ safety probable safety slight safety unsafety
I 37 4 3 41/44 (93.2)
II 25 25/25 (100)
111 1 1/1
v 9 9/9
\% 31 2 1 1 33/35 (94.3)
VI 13 1 1 14/15 (93.3)
Disease not included in protocol 1 11
117 7 5 1 124/130
Total (90.0) (5.4) 3.9) (0.8) (95.4)
* safety + probable safety/no. of patients
Table 17. Clinical evaluation classified by daily dose
. ) Daily dose (mg x times)
Clinical estimation - Total
100 mgx2 200mgx2 100mgx1 200mgx1 Alteration
Efficacy excellent 24 21 1 46
good 40 20 1 2 63
fair 4 5 9
poor 2 1 1 1 5
efficacy rate 64/70 «— 41/47 1/2 11 2/3 109/123
(%) (91.4)*p=0.46 (87.2) (88.6)
Bacteriological response eradicated 27 16 1 1 3 48
decreased or
partially eradicated 6 4 10
persisted 6 2 8
new microorganism 4 5 1 10
unknown 27 20 47
eradicated rate 31/43 «— 21/27 2/2 11 3/3 58/76
(%) (72.1)*p=0.60 (77.8) (76.3)
Safety safety 68 44 2 1 2 117
probable safety 3 3 1 7
slight safety 4 1 5
unsafety 1 1
safety rate 71/75 < 47/49 2/2 1/1 3/3 124/130
(%) (94.7)*p=1.00(95.9) 95.4)
Usefulness markedly 24 18 1 1 44
useful
useful 38 21 1 1 61
slight useful 6 7 1 14
useless 3 1 1 5
usefulness rate 62/71 «— 39/47 1/2 1/1 2/3 105/124
(%) (87.3)*p=0.51 (83.0) 84.7)

* Fisher test
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~ 50 pg/ ml (MICso 0.39 wpg/ ml, MICgq 0.78 g/ ml),
CPFX0.2 ~50xg/ml (MICso 0.39ug/ ml, MICgo 3.13 g/
ml), TFLX0.012 ~ 50 ug/ ml (MIC5¢ 0.05 pg/ ml, MICgo
0.1 g/ ml), lomefloxacin0.39 ~ 50 g/ ml (LFLX, MICso
0.78ug/ml, MICoo 3.13ug/ml), SPFX0.025~12.5,¢g/ml
(MICso 0.1pg/ml, MICoo 0.2ug/ml) T2 %, MRSA 24
¥ % MIC %, BFLXO0.05~ 25 ug/ ml (MICso 0.2 pg/ ml,
MICgo 6.25ug/ ml), TFLX0.025 ~ >100 pg/ ml (MICso
0.05 pg/ ml, MICgo 25 pg/ ml), SPFX0.025 ~ 25 ug/ ml
(MICs0 0.1ug/ml, MICo 12.5ug/ml) Th %%, 7 # O
F 0 REIIEL TS pyogeneslZxt 3 A HLEIEEATNR
=2 YRERH ML 7 2 AREIZH LG, BFLX
DMICIZ0.1 ~0.39ug/ml (MIC500.2ug/ml, MICgq 0.39ug/
ml) TSPFX, TFLXIZE Y, 74 uad /oy REOH
TIRERLTWVE, 77 ABRBEREIIE T 2R GEE MO
ThAOFx o RELNRLRIEN, EELRTITbI
T2 AREDERRAER D EFT TMRSARKRGE D EHFEIL8/10

Table 18. Plasma and skin concentrations of balofloxacin

Concentraion
Dose Time plasma skin
m min,
(g (min) (ug/ml) (ugl)
100 112 1.10
120 1.08
127 0.45
135 1.58
240 0.87
253 1.86
200 135 1.09
145 1.97
149 7.39
156 3.66
170 2.49 4.68
195 2.36 6.07
240 1.42
247 5.18

Table 19. Plasma and blister concentrations of balofloxacin

Concentraion
Dose Time l bt
(mg) (min) plasma ster
g (ug/ml) (ug/ml)
100 90 0.15
95 0.12
155 1.32
160 1.33
200 62 1.71 2.23
615 0.67
624 0.42

(80%), S. aureusFRYIETT71/76(93.4%) DEAENTEL
NTWwaY, MEFHBEALOAD EREIIEER A
DEHEVZ B,

BFLX D #% ORI IL 3E %2 A T H R (S MR
BWINT 5, R EEIZ100mgMARTL1.0£0.2ug/ml,
200mgMIAR T2.2£0.2xg/ml, 400mgPIAR T3.7ug/ml T
%, Tmaxi31.0£1.2h, Ty,28137.0~8.3h, JRAFENKIL
71~80% & ME" SN TW5E, BEWN, KENBITIIE
BISRLZEICEFICL G MHPREL Y 2R DB,
IBEACSMEZREHET 51252 BEA100mg~
200mgMAREEE B L UBHEERFICEETLbDLER
bha,

4-[8 D B R R ER O AR 1 A %038 88.6% (109/123) T
1V, 100mgl H2EDH4E91.4% (64/70), 200mgl H
2B D E87.2% (41/47) TH > T, WTFhOHETYH
B WR b, BEICEESNZ IV EOX )Y
REOHED VRT 7 L TORBERERDOBEIIEDE
levofloxacin® (LVFX) 91.0% (342/376), LFLX" 78.4%
(105/ 134), SPFX'” 88.5% (138/ 156), fleroxacin'
(FLRX)79.5% (62/78), TFLX'” 86.2% (187/217) T
D, SRHEEBERTHERLFIMNEDSITONS, A
B AT, 45 OB R EERESE T H5958%
EBVWAMELRRL TS SIEREDFHA TR

809 200 mg
7.0

6.0 - °
5.0 - .
40-
3.0
20 - A x
1.0 x
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Fig. 2. Penetration of balofloxacin into the skin and bilister
after oral dose.
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HhOLNIE Wz D, VEIIHBRELED L WEXID
Bt RAPEBHETHY, 7/, ELAOBEBRRENA
STVTHEVWENELLZDIZCWVETHLH853% & &
VEERE o TV A,

MEFRREDVERROFIRIZLE LR RE L DIEEED
RETBETH Ao P aeruginosaSHEL Z2VDIZZ D
FEHDMENDH Vo THRTH A9, S aureustIiBEH
WA TVAEDPENHELIZC VI &%, MICAEW:
OO THRELTWAFITE LTV,

EMERIZEALEERDSEL LD TH h I b Bk
DT, FIELZORERDO—FIOATH L, REMER
ELEMLE OO TEEL DIV, BIEE, BMEER
FEORERLMBENILE L TR D o7

£ E&H D 143060 O K5 T K EE K212 6
(0.8%), BREIFZEATLHEIA STV B AT BEE 1
ALN T\, BFLXIZBAIIZA PF I ELEAL T
KT AREENSEL T B, LaL, BKRRAET
RESHM RO N TV 5D TERYLD BRI DR
Ebh DIz v, LELX O BRIRFER & O S #78 BUE 13
2546BIH1BITH o 727705, HFRELREL, TRERE
T4276f17F44%1(1.03%) |2 HABBIEANZD ST W
A", BFLXIZZEBERICIIEHRABE IV e FES
NTVBEDPEEROEELZERVLETH S,

fs & LT, BFLXIZ100mg ¥ 72200mgl H 2[6 TH f§
BYHEEEDER L ERZ b L Bbhz,
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Skin penetration of balofloxacin and its clinical use in the treatment
of skin and skin structure infection
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Multicenter BFLX Study Group in Dermatology.

Balofloxacin (BFLX), a new fluoroquinolone, was examined in a multicenter clinical trial to study its
clinical use in dermatology and its skin penetration.

BFLX was used in 134 patients with skin and skin structure infections after informed consent had been
obtained. The dosages were 100 mg b.i.d. in 70 patients, 200 mg b.i.d. in 47 patients and others in 6
patients. The clinical efficacy rate was 88.6% (109/123). The bacteriologic response rate was 78.3%.
Adverse reactions were seen in 8 of 130 patients (6.2%) . They were mainly gastrointestinal and were all
minor. Abnormal laboratory findings were observed in 7 of 130 patients (5.4%). All were minor.

Photosensitivity was not seen.
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Skin penetration was examined in skin surgery patients or in patients with bullous disease after
informed consent had been obtained. After a single administration of 100 mg, plasma concentrations
(n=3) ranged from 0.87 to 1.10 ©g/ml, and skin concentrations (n=3) from 0.45 to 1.86 ng/'g (sampling
time: 112~253 min). After a single administration of 200 mg, plasma concentraions (n=5) ranged from
1.09~2.49 ug/ml and skin concentrations (n=5) from 3.66 to 7.39 ug/g (sampling time: 135~247
min). The concentrations in blister fluid were 0.15 xg/ml (sampling time: 90 min) and 1.32 xg/ml
(sampling time: 1.55 min) after a single administration of 100 mg, and 0.67 ©g/ml (sampling time: 615
min) and 2.23 xg/ml (sampling time: 62 min) after a single administration of 200 mg.

In conclusion, (1) BLFX penetrates well into skin tissue and exudate, and (2) BLFX is suggested to be
an effective, safe, and useful drug in the treatment of skin and skin structure infections.



