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HOEFIE GPFX B 90.5 % (95/105), OFLXH: 88.5 % (92/104) T -7z, MEFIEBEOHF R
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272 BIERREBREB L VCBRKRREMBELHREALIIBVT, MEARBICEELEAIROON LD
272

4. REV: Z4F13 GPFX ¥ 91.7 % (100/109),
BT, MEAHEICERLZIEDON LN o7,
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OFLX ¥ 85.5 % (94/110) Toh »7:o REFIC

200mg 1 H 3 ARG LRIFOBRMNEREZET L EER LN
Key words: grepafloxacin, ofloxacin, iZ{EMEILBMERE, —EEHRILERAR
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Fig. 1. Chemical structure of grepafloxacin.
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THE L7,

Total patients
enrolled

GPFX: 114
OFLX: 113
l
[ | |
l Efficacy ‘ l Safety ‘ ‘ Usefulness |
Excluded Excluded Excluded
patients patients patients
GPFX: 9 GPFX: 5 GPFX: 8
OFLX: 9 OFLX: 3 OFLX: 4
Analyzed Analyzed Analyzed
patients patients patients
GPFX: 105 GPFX: 109 GPFX: 106
OFLX: 104 OFLX: 110 OFLX: 109

GPFX: grepafloxacin, OFLX: ofloxacin

Fig. 3. Patients enrolled.

Table 1. Reasons for exclusion

Efficacy

Safety

Usefulness

Reason

GPFX OFLX GPFX OFLX GPFX OFLX

number of patients

Levofloxacin prior to test drug

administration

Insufficient observation 2 1 2 1

Discontinued due to side effect 1 5

Failed to return after 1st visit 5 3 5 3 5 3
Total 9 9 5 3 8 4

GPFX: grepafloxacin, OFLX: ofloxacin
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Table 2. Patient characteristics

GPFX OFLX Statistical

Characteristics .
number of patients analysis
Sex males 66 70 , 0.596
females 39 34 X=p=
=19 5 6
20~29 20 28
30~39 23 21
Age (years) 4049 ' ¥ G015
e (years :p=0.
ey 50~59 16 10 P
60~69 21 16
70~179 5 2
80= 0 2
=39
40~49 6 9
50~59 27 15
Bod ight (k U: p=0.4908
ody weight (kg) 60~69 26 26 P
0= 15 17
unknown 30 36
Di . 69 69 2: p=1.000
1sease grou p=1Ll
group v 36 35 X:Pp
furuncle 47 53
furunculosis 11
Disease carbuncle 11 7 x*:p=0.813
cellulitis 28 26
erysipelas 8 9
inpatients 9 9
In/out patients outpatients 95 95 x*: p=0.608
out—in patient 1 0
mild 18 24
Severity moderate 71 68 U: p=0.2258
severe 16 12
Underlying di : no 72 65
nder Yl.ﬂg -lsease 2% p=0437
Complication yes 33 39
no 85 88
Combination drugs yes 2 16 x: p=0.604
Surgical int ti ne 7 7 *: p=1.000
urgical intervention ves 29 28 x*:p=1
Di tat stationary 12 10
1s:z;sets a. l'lts aggravating 80 83 U: p=0.9999
at first vist rapidly aggravating 13 11
Antibiotics prior to test no 99 95
.. . x> p=0.579
drug administration yes 6 9
. £ test d within 3 day 2
D“‘:‘“f’“. °t is r(‘;g ) 4~5 8 6  U.p=0.6465
administration (days 6~7 95 96
Total 105 104

GPFX: grepafloxacin, OFLX: ofloxacin
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Table 3. Clinical isolates before treatment

GPFX  OFLX Statistical

Organism isolated

number of patients analysis
S. aureus 27 24 B
CNS 18 22 B
¢ 3 3 4
Monomicrobial isolation S. pyogenes
others 8 7 T
subtotal 56 56
x*:p=0.999
S.aureus, S. pyogenes and other organism (s) 3 3 b
S. aureus and other organism (s) 5 5 -
CNS, S. pyogenes and other organism (s) 1 1 -
Polymicrobial isolation CNS and other organism (s) 5 4 _
others 2 2 -
subtotal 16 15
Total 72 71
CNS: coagulase-negative staphylococci
GPFX: grepafloxacin, OFLX: ofloxacin
Table 4. Sensitivity distribution of isolates (10° CFU/ml)
Drug Drug MIC (ug/ml) Total Statistical
BTOUP <025 0.05 0.1 02 039 078 156 313 625 125 25 50 100 >100 analysis
GPFX 3 25 19 21 13 4 4 1 1 1 1 93
GPFX U: p=0.1795
OFLX 6 20 26 24 6 4 1 1 88
GPFX 1 8 44 7 17 8 4 1 1 2 93
OFLX U: p=0.0565
OFLX 1 3 11 41 15 9 5 3 88

GPFX: grepafloxacin, OFLX: ofloxacin

Table 5. Overall clinical efficacy

Overall clinical efficacy
Statistical analysis

excellent good fair  poor Efficacy
Drug No. of

rate: test of clinical equivalence

number of patients Zgood (%) efficacy rate difference (GPFX-OFLX) U, x?test
(90 % CI of the difference)

group patients

GPFX 105 55 0 5 5 905 2.0 % U NS 087
OFLX 104 47 45 7 5 88.5 (=5.0 %~9.0 %) ( - p=03 )
x* p=0.8033

NS: not significant
CI: confidence interval
GPFX: grepafloxacin, OFLX: ofloxacin
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1. EFOHNR

EFOHEK % Fig. 3 (IR L7z, BIEFIT 227
(GPFX B 114 %I, OFLX # 113 #l) T» Y, K%
RN GERIE 209 B (GPFX # 105 $, OFLX &
104 #1), LM RAERIE 219 ] (GPFX # 109
#l, OFLX # 110 #)), AHMUBEFTNRESL 215 5
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B 1E AT M RAEBIIE 219 B (GPFX & 109 #,
OFLX #f 110 #), BERRMRA(E R HE N RAESL 183
%l (GPFX # 91 #fl, OFLX # 92 #l) T&h -7:. IR
MR, REXEBLOCARAEORS - BHEAOAR
(BEB LR R EZDREFM) % Table 1 IZRL
720 2B, BERBAERIC levofloxacin (LVFX) 2%
EENLEMIZOVWTIE, LVFX A BETH 2
OFLX DM AKRTH LI 25, BRYEBLIUAH
AUEOHFHRE VBN L, EFFERICIBVT,
FRAT A R A SBRA L 7B BUC M A BB TR D 1332
DONLh o7,

2. ERET

1) BEOHRNETL (K5 H6ER) (Table 2)

Table 6. Clinical efficacy according to diagnosis

Clinical efficacy Effi
Disease . . No. of cacy Statistical
Diagnosis Drug group . excellent good fair  poor rate: .
group patients - %) analysis
number of patients =good (%
f ) GPFX 47 26 19 1 1 95.7 U _1\(1)83921
- urunete OFLX 53 26 21 6 0 88.7 ( SPT )
8 x* p=0.3521
k3]
< ] GPFX 11 6 0 90.9 + (U: p=0.0529)
= furunculosis )
) OFLX 9 2 3 0 4 5/9 NS (x* p=0.1945)
2]
13 NS
= buncl GPFX 11 5 81.8 U: p=05761
£ carbuncie OFLX 7 1 6 0 0 /1 ( e )
2 x % p=0.6691
=t
Q NS
g_ btotal GPFX 69 37 27 3 2 92.8 U: 0=01146
3 subtota OFLX 69 29 30 6 4 85.5 ( P )
A x % p=0.2740
NS
Hulit GPFX 28 12 12 2 2 85.7 U 509775
cellulitis OFLX 26 14 11 0 96.2 ( P )
,é x % p=0.3939
2 NS
g el GPFX 8 6 0 1 7/8 U: p=0.3243
W% E erysipelas OFLX 4 1 8/9 ( - p=L )
=] x * p=1.0000
~
a=1
£ NS
b4 y GPFX 36 18 13 2 3 86.1 U: 0=0.6682
& subtota OFLX 35 18 15 1 1 94.3 ( P )
a x % p=0.4490

+:p<0.1, NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin
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B R R S AT 1 R AEBI 209 B (GPFX # 105 #1,
OFLX # 104 %) DBHEH R % Table 2 (IR L7z, %
B, fEH, KE, KB, RIEZK A, AB - SXK
X5, EEE, EBKE - AHECHFE, FHEOCR
, SRNLEOHE, FGRFES, BREXKSE
RiOMOLEBmE0HE, KE5HBAEV-LBEER
HWFOFHIIBNT, MEFAFMIREY 3FDLLE
ol

2) 5T#EW (Table 3)

BEMBMICoBEEIN - HIIHERFEL D S
aureus, coagulase-negative staphylococci (CNS) 7%
%<, ZFHEOSHHEAEICEH L CHEAFHEBICED I
BOoNh o7,

3) FRERICHT A MIC 4 (Table 4)

E58H 203 kD95 b GPFX B L UF OFLX @ MIC
HELXERLBA-DIX 181 %KTHY, GPFX BL
OFLX ®» MIC #fi # #hZh GPFX ¥, OFLX #T
HEBL/-&R, OFLX ® MIC 428\ ClsEA B -
Ry B shiz,

3. BRFE (BRLEMHKERE) (Table5)

GPFX B X 105 #ith, %%) 55 B, A%h 40 Bl, %
K5 B, ER 5 AITESNE (HHULOEE) &
90.5 %Td - 720 OFLX B 104 Flvh, FZh 47 4,
AR 45 B, RHR 7 B, ®|E 5 FITHRFTIZ 885
%Thol-. MERABHCAELZRZDONT, A
MEDNE (GPFX B -OFLX B) O 90 %EHXEIZ
-5.0 %~9.0 %THH, BKRNICHFEEINDLEE 10
%& LI EDOFRSEM»RIES Tz,

(1) HBHERZR (Table 6)

o A AT IZ GPFX # 95.7 % (45/47) Bk
U° OFLX # 88.7 % (47/53), #MMEIE TIX 90.9 %
(10/11) B X~ 5/9, ETIX 81.8 % (9/11) B XUV 7/7
ThHH IBLATIIZERZN 92.8 % (64/69) B XUV
85.5 % (59/69) THolz. BER (BEMHERE) IHT
LAEXFIZ GPFX B 85.7 % (24/28) B X U OFLX #
96.2 % (25/26), FI#HETIX 7/8 BL U 8/9 THY, N
BAekTIIEhZh 86.1 % (31/36) BLU 943 %
(33/35) Tholzo BHRBIBLUKRBHENIIBNT

Table 7. Clinical efficacy according to disease severity

Clinical efficacy

Efficacy

Disease . No. of Statistical
Severity Drug group . excellent good fair  poor rate: .
group patients >g00d (%) analysis
number of patients =goo ’
NS
id GPFX 14 7 1 0 92.9 U 0.3077
mi : p=0.
OFLX 18 13 3 2 0 88.9 ( P )
X % p=1.0000
GPFX 45 26 17 1 1 95.6 * (U: p=0.0145)
| moderate
OFLX 42 14 22 3 3 85.7 NS (x* p=0.2239)
evere GPFX 10 4 4 1 1 80.0 U I\(I)S5676
sever . =
OFLX 9 2 5 1 1 779 ( P )
x % p=1.0000
, GPFX 4 2 0 0 4/4 NS
mild
OFLX 6 3 0 0 6/6 (U: p=0.9025)
moderate GPFX 26 12 10 2 2 84.6 U _7)57857
14 OFLX 26 12 12 1 1 92.3 ( P )
x % p=0.6642
severe GPFX 6 4 0 ! o/ U I\(IJSB768
OFLX 3 3 0 0 0 3/3 ( e )
x % p=1.0000
N
mild GPFX 18 9 1 0 94.4 U _083714
OFLX 24 16 6 2 0 91.7 ( e )
X% p=1.0000
GPFX 91.5 + . p=
Total moderate 71 38 27 3 3 (U: p=0.0810)
OFLX 68 26 34 4 4 88.2 NS (x%p=0.7136)
NS
GPFX 16 5 1 2 81.3
severe OFLX 12 5 5 1 1 83.3 (U5 p=0.8211 )
. X% p=1.0000

*: p<0.05, +: p<0.1, NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin
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MEHBFEBIIABRLEZIRADONE D572,

(2) HFREEHEIKZE (Table 7)

BAEIIH 9 2 A %%k, GPFX B 944 % (17/18)
BLU OFLX B 91.7 % (22/24), W% TizFhZh
91.5 % (65/71) BX U 88.2 % (60/68), | TIx#
hZh 81.3 % (13/16) BX 1" 83.3 % (10/12) TH
572 WTFNOEIEEIIBWTH WRABEICHE %
ZRBOONL D o7 T2, HEBENICALEL, B
IHOHEEICHT LR BROSMICBCTHE S
ZhRRD LN (UKRE: p=0.0145),

(3) FAMARHZBHIERR R R (Table 8)

ETE L OFEBNII3 T 2 A% IL, GPFX B 91.7 %
(11/12) B X" OFLX # 80.0 % (8/10) TV, EAt
HFOFEFIIHN LTIEZEREh 90.0 % (72/80) B LU
88.0 % (73/83) TdH 7o BHMELTDEFTIZZH
Zh 923 % (12/13) X1 100% (11/11) Th o720
WTFRIZBWTOMEREBIIAELETEDOL L
ol

(4) AHVRERALE AT I ERR %D A (Table 9)

ARG E (] (2xF 9 2 A %)% T GPFX £ 92.1 %
(70/76), OFLX # 85.5 % (65/76), [ Tl GPFX
¥ 86.2 % (25/29), OFLX #f 96.4 % (27/28) TH» Y,
WTFNIZBWTOWEAMETHELREZIZDOON L
Motz T, HEAHNICALE, BENHTOHEH
WL T4 ST ARSI RO A B AED LD
Hbhi: (UKE: p=0.0222),

(5) ZrEERBIERRB) R (Table 10)

BGFMBENC BT 5 RS HER I N ERNIIE T
%A% GPFX & 90.3 % (65/72), OFLX # 90.1
% (64/71) THh o720 HHE RGBT GPFX &
92.9 % (52/56), OFLX # 89.3 % (50/56) TH Y,
D) LMBEENEN» 572 S. aureus, CNS IZH L
T3, GPFX BHXZhZh 88.9 % (24/27), 94.4 %
(17/18), OFLX #2ZhZh 91.7 % (22/24), 86.4
% (19/22) Th o720 T2, BHEEETIZ GPFX #
81.3 % (13/16), OFLX % 93.3 % (14/15) TdH -7,

Table 8. Clinical efficacy according to disease state

] ) Clinical efficacy Efficacy o
Disease Disease No. of Statistical
Drug group . excellent  good fair  poor rate: .
group state patients >00d (%) analysis
number of patients =800 ¢
) GPFX 8 4 4 0 0 8/8 + (U: p=0.0831)
stationay
OFLX 7 4 2 0 5/7 NS (x* p=0.3883)
NS
i GPFX 54 29 20 3 2 90.7 U: 0=0.4585
t ABETAVAENE  oFLX 56 27 21 4 4 85.7 ( P )
x % p=0.6024
rapidly GPFX 7 4 3 0 0 7 NS
aggravating OFLX 5 0 0 6/6 (U: p=0.1763)
NS
; GPFX 1 1 0 3/4 U 0=06933
1. N =0.
stationary OFLX 3 3 0 0 3/3 ( P )
x % p=1.0000
NS
. GPFX 26 12 11 1 2 88.5 U: p=0.7824
v aggravating  ,prx 27 13 12 1 1 92.6 ( T )
x % p=0.9646
idl GPFX 6 1 0 1 5/6 NS
rapidly o . . . . . '5/5 (U: p=0.2230 )
aggravating x “ p=0.1000
. GPFX 12 6 5 1 0 91.7 + (U: p=0.0661)
tat
stationary OFLX 10 7 2 0 80.0 NS (x* p=0.8649)
GPFX 80 41 31 4 4 90.0 NS
i ’ U: p=0.6487
Total aggravating OFLX 83 40 33 5 5 88.0 ( P )
x* p=0.8673
i GPFX 13 0 1 92.3 NS
o FLX 11 6 0 0 1000 (U: p=0'8936)
aggravating o ’ x % p=1.0000

+:p<0.1, NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin
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Table 9. Clinical efficacy according to whether surgery was performed

Clinical efficacy

Efficacy o
Surgical Disease No. of ) Statistical
) ) Drug group . excellent good fair  poor rate: .
intervention group patients 2g00d (%) analysis
number of patients =goo ¢
GPFX 45 26 17 2 0 95.6 * (U: p=0.0222)
f OFLX 47 18 20 5 4 80.9 + (x*p=0.0641)
6 11 2 2 87.1 NS
no v GPFX 81 ! 13 ) ) 93'1 U p=0.9934)
OFLX 29 14 . 2% p=0.7305
GPFX 76 42 28 4 2 92.1 + (U: p=0.0743)
subtotal )
OFLX 76 32 33 6 5 85.5 NS (x p=0.3033)
GPFX 24 11 10 1 2 87.5 NS
. OFLX 22 11 0 1 0 95.5 rﬁ p=0599ﬂ
’ x % p=0.6653
GPFX 5 2 2 0 1 4/5 NS
yes I\ U: p=0.3570
OFLX 6 4 2 0 0 6/6
x % p=0.9237
NS
GPFX 29 13 12 1 3 86.2
subtotal U: p=0.3328
OFLX 28 15 12 1 0 96.4 )
x % p=0.3705

*: p<0.05, +: p<0.1, NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

WTFRIZBWTHOHEARMTHELRZREDONE
"ol

4. EMYUERE (Table 11)

Y5 4 HEOWER (KELV LOHE) 1 GPFX B
73.9 % (65/88) B XU OFLX & 779 % (67/86) T
Holze T, T HHEOUEBERIZNZFN 914 %
(96/105) # X U OFLX # 88.5 % (92/104) T& - 7=
WTFNRIZBCTHMERABERCAELREZIRDON L
ol

5. &l H 5 BEEAEIRDOHER (Table 12)

MR, AR, LR, BR EK ERoOREOS
fild, WTFhoOFHAICBWTHHERBEICAEL
ZIBEDONLHI o1,

6. MMAFHIZE (Table 13)

WiH%# I GPFX B 86.0 % (49/57), OFLX #
88.3 % (53/60) Tabh, WEFHIZH T il KA BE M
CHBERZRZD NN 5T,

(1) rEERPIAIR #1%h R (Table 14)

Hh R RGP Tt GPFX #f 86.4 % (38/44) B LU
OFLX #¥ 91.3 % (42/46), HEHIEEHITIZZEhEN
84.6 % (11/13) BX 1786 % (11/14) TH Y, Wik
RIBERICA R R ZZBO SN LD 72,

(2) TEEREOHEE (Table 15)

THERE DN 572 S. aureus DY F T GPFX #
87.0 % (20/23) B X ¥ OFLX B 80.0 % (20/25) T
HH, CNS TlEZhZFh 95.7 % (22/23) B LU 95.8

% (23/24) THhHol:o 75 LEEHRELARTIZ GPFX &
87.7 % (50/57) $ &1 OFLX B 89.1 % (57/64) T
bole V77 LBURBIUVHAMREZELLAKRTI
ZhZh 89.0 % (65/73) BLU 909 % (70/77) T
Holze WVTNIZBOWTOMEHHEMCAR2ZRR
DoONLDP5T,

7. ®IfEH (Table 16)

BIfEMIE GPFX B Tid 109 #idh 7 # (RBIXE 64
%), OFLX BTl 110 Fvh 10 B (BHEK 9.1 %) &
BOON, BHARIBOTHEAHMIAERLEIR
bDoNehol. B, BRERICEELZDDIXRL,
BB, H2VIEPIEB X OMBEIZE Y EE L,

8. KMAMEZMRE (Table 17)

BRMAMERELEIL, GPFX B T3 91 #ith 2 #
(BLE 2.2 %), OFLX BTid 92 #ifh 7 il (REF
7.6 %) ZRHOLI, BRARICBOTHEHBERCAR
RERZZD S Hh o1,

9. %%t (Table 18)

RER (RETHHOHE) & GPFX # 91.7 %
(100/109) # X O° OFLX # 85.5 % (94/110) T, W
KA EELREZRRDON e h 5 /2,

10. AHHtE (Table 19)

GPFX B 106 i, D THHM 54 #1, 455 39 4,
RRHH 5B, ARA%EL 76, MEHY 1 PIcHER
% (FHULOBE) X 87.7 % (93/106) T - 7=,
-7 OFLX #i 109 #idh, XbOTHH 41 %, 5
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Table 10. Clinical efficacy according to isolated organism

Clinical efficacy Efficacy o
. Drug No. of Statistical
Organism . excellent good fair  poor rate: .
group patients >ro0d (%) analysis
number of patients =good 1%
GPFX 27 14 10 1 2 88.9 NS
S. aureus OFLX 04 0 13 X 91'7 (U: p=0.4522 )
' x4 p=1.0000
GPFX 18 9 8 1 94.4 NS
CNS ’ U: p=0.6090
OFLX 22 10 9 1 86.4
x % p=0.7506
Mono-
) . GPFX 3 2 1 0 0 3/3 NS
microbial S. pyogenes
. . OFLX 3 2 1 0 0 3/3 (U: p=0.7921)
isolation
NS
GPFX 8 3 5 0 0 8/8
others U: p=0.9480
OFLX 7 3 3 0 6/7
x % p=0.9449
NS
GPFX 56 28 24 2 2 92.9
subtotal U: p=0.3883
OFLX 56 24 26 2 4 89.3 )
x % p=0.7404
S.aureus, S. pyogenes GPFX 3 1 0 3/3 NS
and other organism (s) OFLX 3 0 0 0 3/3 (U: p=0.5050)
NS
S. aureus and other GPFX 5 1 1 3/5
. U: p=0.7424
organism (s) OFLX 5 2 1 0 4/5 |
x * p=1.0000
CNS, S. pyogenes and GPFX 1 1 0 0 0 11 NS
Poly- other organism (s) OFLX 1 0 1 0 0 1 (U: p=1.0000)
microbial
isolation CNS and other GPFX 5 1 0 0 5/5 NS
organism (s) OFLX 2 0 0 4/4 (U: p=0.4561)
NS
b GPFX 1 0 1 0 12 U: 0=1.0000
others OFLX 2 1 10 0 2/2 ( CPT )
x % p=1.0000
NS
btotal GPFX 16 10 3 2 81.3 U: 5209108
subtota OFLX 15 8 6 0 93.3 ( CPT )
x % p=0.6406
NS
GPFX 72 38 27 4 3 90.3 U 0=04136
Total OFLX 71 32 2 3 90.1 P )
x % p=1.0000

CNS: coagulase-negative staphylococci
NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

50 B, RHH 8#, FHMELEL 66, MEDHY 4 F
THE®IZ 835 % (91/109) Tdh - 7z. MIRHIFERH I
HELEERDLNT, AHENE (GPFX # - OFLX
B) O 90 %IEHEE X —3.6 %~121%T»H Y, KK
BICHRINDLER 10 %& LA ORSIEHRRGE S
7z,
. = 7

GPFX Ol iZ tosufloxacin (TFLX) & (T[]
OHT P REEH, L v HRBEEREZRT .
A DT o 72 B T ARRRER OERR T BERRIZO VT A

5 &, S. aureus (n=63) 235 GPFX ®» MIC &
0.024 ug/ml~12.5 ug/ml, MICs 0.05 ug/ml, MICs
0.2 ug/ml, OFLX OZh SidEnZ 0.1 ug/ml~12.5
ug/ml, 0.39 ug/ml, 0.78 ug/ml TH 5, CNS IZxfL
Td, BIERFAKOKERTH 5,

GPFX ® 200 mg WIRBEOMBEHWE DO — 7 f#
(Coax) 13 0.66 * 0.03 ug/ml, ¥ — 7 fHITET 5K
(Twax) & 1.9%20.3 B¥R, pHOFEYE (Twp) &
11909 KM TH 5. RMABITRIZFES 126 % T
HY, TOBITERERLTVS", 200 mg WAR 24 B
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Table 11. Overall improvement classified by evaluation day

Overall improvement rating

Improvement

Evaluation Drug No. of . Statistical
. " + 0 rate: .
day group  patients - H ‘ x = 4 (%) analysis
number of patients

2 16 4 3 73.9 NS
4 GPFX 58 52 2 13 . . . U:p= 0.8136)
OFLX 86 3 29 3 . 2% p=0.6556

4 91.4 NS
! orx o ::s ii 7 3 2 885 ( U:p= 0'5280)
OFLX 104 35 . % p=0.6289,

+#: cured, +: remarkably improved, +: moderately improved, +
NS: not singificant
GPFX: grepafloxacin, OFLX: ofloxacin

HFORF DL EIN: 2 PITORKETIE, MHEE 0.10
ug/ml, 0.18 ug/ml, LN 0.72 uglg, 0.72 uglg
T, BBWBREMAREIE 514.3 % TH 57, 24 K
MBETH I DOEMANBRE BEONLLEBEDbR S,
OFLX 200 mg MARKFD Coux 1 2.07 ug/ml, Towx 0.64
Wi, Twef 5.1 BRI TH %, OFLX DKM NBITH M
HIREE L[ L XV LA B 22 BRI S B2,

WA 2 5 &, il iE GPFX »h (2~8 %),

MR E - B NEEIZ OFLX 238w (8 3 ). Tw
B & GPFX 25%) 2 iR <, #EHNOERMIZH H>4 L
RwtZzo6h5,

UEz#E3T5L GPFX 200 mg 1 H 1 IRk E
OFLX 200 mg 1H 3 BINROBERAMFE 2 kBT 52 &
BEEHLILLEZONS, OFLX 200 mg 1H 3 [
PARIZIAE K W SN T, Bz Aol IR AE DR FRE L L
TOFFMMIZEE L T2, 50 EHEK KRR O i
¥ L LTOFLX #:#A7ZDIILFOBHIZL 2,

ORI TR G, HilEAE, #), VB (B %,
) L L7z BMORBMEEEGEL LTRENZDD
T, BEUNOEHNOBE D4, HAEOHRE
ABDIZHLTHBENLTH 5D,

AEBIOHNR, BEOFRINT, SHRICOWTIEN
ANBER MR D 13 % {, OFLX @ MIC %4 T GPFX
FRCRR WL D OGBEREAZ Ve v Bz dH - 72
A, ERELTHEANMOLEET 2 DS DICK
BEIX 22 &I L 72

GPFX D %ME _MABLTOHER KL B 44/48
(91.7 %), N# 38/44 (86.4 %), N+ IVEE 82/92
(89.1 %) THo7o FHE SN2 GPFX HOARH
95/105 (90.5 %) L I(3XFABTH B, OFLX OFHE S
PRI L (5 30 B HA LA EF RN HALRRE
1982 {E4 R oA %%L, 18 24/24 (100 %),
V& 11/13 (84.6 %), K+ NE 35/37 (94.6 %) T
BHolzo G SN HE# 92/104 (885 %) L K&7%
R ewv, AFICBCTHEAEMICAEA D

: slightly improved, 0: unchanged, X: aggravated

%, A%SMHREICBVTY GPFX 12 OFLX &9 10
DU EE S W EPRIES N2 & iX, GPFX 200
mgl B 1 BTYTTICFHOEE > Tvb OFLX 200
mgl H3EIZHELRWEMENFTEDL LIRS
nizkeis,

Bh5 4 HEORERIEHNO “UhdHL” 245 &
WHZRTH 5%, GPFX #f 65/88 (73.9 %), OFLX
67/86 (77.9 %) THEABEMIIATEEEI R, “Yh
HL” ODETOLAEEADLILENTE B,

SRR ERR DR, MEFRHRRICLEZIASKT,
WTNDOREDP O TATOWEAB IS AL END,

HEMORBRICOARET Lo, GPFX 3%
IV VB SO CIZH PRHEALTWAIDARATH 5,
C DERLAY methoxy B TEBL STV BD, OFLX O
& 912 pyridobenzoxazine & % > TV A4, HicH
TEOREUDPHL, RHEUIRTHEVIF—73H
51516, GPFX 1B HEEERTIX enoxacin (ENX) &
HEORBEUZRLTVE B VEIYIL, 41
[ H AL A MR 2 20 H AL IR A 1993 ).
ENX (3B IR (28 TR BUE OB O B E W
EHTH A", OFLX OXBHEBEOHEIZE DO TE
NTHb, GPFX DNKMBRBUEIXHIE AR T
BHE IR TR, SHO-BRER T HEAREL
HITHERBBAE X A o720 LAL, TORERRE
K BRITEDLDRTIEILDTHL NI R BEDTESHEDE
BEHPLETH S, GPFX (28R A% 2K B
BWHTHANR—=LTWT, COHEIIERBREOREY
BKTEEEDIZEMTHAHD, Tef BEVEIIEFFD
Lz, ¥/, BRBRBEI=2—-F/0r0
BIVE & LTHREMBE LV L 258, 4 EDRE
TR Ihz2RET 5 &) 2HHERIEA S h o7,

B RRAMRE I ER R CATE IR, B
b Dk h o 7o OFLX BEIC 1 Hli ko i B T
(83—62 mg/dl) BALNTVEH, REMMEE 3 Cid
WATHERIIOFICHA I %2 572, OFLX BizAk
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Table 12. Clinical course of symptoms on each evaluation day

1st visit 4th day 7th day
GPFX OFLX GPFX OFLX GPFX OFLX

number of patients

{3! — — 0
3 27 27 6 3 3 0
2 50 51 22 19 5 9
Induration 1 25 20 40 44 45 42
0 3 6 19 20 51 53
Vet NS NS NS
-test
es p=0.9371 p=0.3383 p=0.7316
® — — 1 0 1 0
3 18 23 1 2 0 1
2 45 42 7 3 3 4
Spontaneous pain 1 25 25 21 26 9 3
0 17 14 58 55 92 96
Uetest NS NS NS
Tres p=0.4513 p=0.9657 p=0.2924
® — — 1 0 1 0
3 45 48 2 4 1 4
2 43 45 15 13 3 3
Tenderness 1 15 9 33 41 20 15
0 2 2 37 28 80 82
" NS NS NS
“test p=0.4240 p=0.3679 p=0.7271
3 — — 1 0 2
3 51 48 7 5 3
2 51 53 19 21 6
Redness 1 3 44 51 33 45
0 0 0 17 9 61 49
NS NS NS
U-test p=0.7377 p=0.5522 p=0.1971
® - 0
3 42 44 7 3
2 52 44 14 16 5
Swelling 1 11 15 41 47 19 23
0 0 1 25 20 76 72
NS NS NS
U-test p=0.8942 p=0.9414 p=0.7147
3 — — 0 0 0 0
3 11 12 2 1 1 1
2 16 18 4 5 2 2
Pus 1 27 30 13 19 6 9
0 16 10 37 31 61 58
NS NS NS
U-test 1 _0.3663 p=0.3257 p=0.5016

NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin
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Table 13. Bacteriologic response

Bacteriologic response

D No. of new . Eradication Statistical
rue eradicated  decreased . . persisted .o .
group patients microorganism rate* (%) analysis

number of patients

GPFX 57 47 2 2 6 86.0 NS
OFLX 60 52 3 1 4 88.3 (%% p=0.9153)

eradicated +new microorganism

*Eradicati %) = x 100
Eradication rate (%) No. of patients

NS: not significant
GPFX: grepafloxacin, OFLX ! ofloxacin

Table 14. Bacteriologic response according to isolated organism

Bacteriologic response

new Eradication L
X Drug No. of . Statistical
Organism . eradicated decreased  micro-  persisted rate .
group  patients o analysis
organism (%)
number of patients
GPFX 17 14 0 0 3 82.4 NS
S. aureus
OFLX 18 14 0 4 77.8 (%% p=1.0000)
CNS GPFX 17 16 0 0 1 94.1 NS
OFLX 19 19 0 0 0 100 (4% p=0.9550)
M_""°;" s GPFX 3 2 0 0 1 3 NS
. pyogenes
microbial 5. Pyog! OFLX 3 3 0 0 0 3/3 (%% p=1.0000)
isolation
GPFX 7 5 0 1 1 6/7 NS
others
OFLX 6 5 0 1 0 6/6 (% * p=1.0000)
GPFX 44 37 0 1 6 86.4 NS
subtotal
OFLX 46 41 0 1 4 91.3 (x* p=0.6818)
S. aureus, S. pyogenes GPFX 2 2 0 0 0 2/2
and other organism (s) OFLX 3 3 0 0 0 3/3
S. aureus and other GPFX 4 2 1 1 0 3/4 NS
organism (s) OFLX 4 2 2 0 0 2/4 (x* p=1.0000)
CNS, S. pyogenes and GPFX 1 0 1 0 0 0/1 NS
Poly- other organism (s) OFLX 1 1 0 0 0 11 (y* p=1.0000)
microbial
isolation CNS and other GPFX 5 5 0 0 0 5/5 NS
organism (s) OFLX 4 3 1 0 0 3/4 (y* p=0.9056)
GPFX 1 1 0 0 0 1
others —
OFLX 2 2 0 0 0 2/2
GPFX 13 10 2 1 0 84.6 NS
subtotal
OFLX 14 11 3 0 0 78.6 (y % p=1.0000)

CNS: coagulase-negative ataphylococei

eradicated + new microorganism

*Eradicati te (%) =
radication rate (%) No_ of patients %100

NS ! not significant
GPFX: grepafloxacin, OFLX: ofloxacin
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Table 15. Bacteriologic response according to organism isolated

Bacteriologic response

. Drug No. of X . Eradication . .
Oraganism . eradicated persisted Statistical analysis
group strains rate* (%)
number of strains
GPFX 23 20 3 87.0 NS
S. aureus
OFLX 25 20 5 80.0 (x%p=0.7961)
GP!
CNS FX 23 22 1 95.7 NS
OFLX 24 23 1 95.8 ( x* p=1.0000)
S. pyogenes GPFX 6 5 1 5/6 NS
s i OFLX 7 7 0 7 (x* p=0.9360)
others GPFX 5 3 2 3/5 NS
T
Aerobes OFLX 8 7 1 7/8 (x%p=0.6395)
GPFX 57 50 7 87.7 NS
subtotal
OFLX 64 57 7 89.1 (x% p=1.0000)
GNR GPFX 8 7 1 7/8 NS
OFLX 6 6 0 6/6 (x% p=1.0000)
GPFX 65 57 8 87.7 NS
subtotal
OFLX 70 63 7 90.0 x % p=0.8790)
PFX
Anaerobes G 8 0 b8 -
OFLX 7 7 0 77
GPFX 73 65 8 89.0 NS
Total
OFLX 77 70 7 90.9 (x*p=0.9133)

CNS: coagulase-negative staphylococci, GNR: gram-negative rods
L icated
“Eradication rate (%) = ~E§dlca—e. x 100
No. of strains
NS: not significant

GPFX: grepafloxacin, OFLX: ofloxacin

Table 16. Adverse reactions

Drug GPFX OFLX
Total No. of patient evaluated 109 110
No. of patients with adverse reactions 7 10
Incidence of adverse reactions 6.4 %* 9.1 %*
Severity: mild  moderate  severe mild moderate  severe
insomnia 9
headache 1+
sleepiness 1°
stomachache 1
stomach heaviness 1*
stomach discomfort 1
upper abdominal dull pain 1+
Adverse nausea 1* 1+
reactions vomiting 1+
nausea, vomiting 1+~
diarrhea 1 1+
urticaria 1
pruritus, generalized erythema 1°**
erythema of limbs-trunk 1*
palpitation 1+

*incidence of adverse reactions: not significant (Fisher’s test: p= 0.6273)
Relation to test drug: ***definite, * *probable, *possible

» 1 identical patient

GPFX: grepafloxacin, OFLX: ofloxacin
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Table 17. Abnormal laboratory findings

Drug GPFX OFLX
Total No. of patients evaluated 91 92
No. of pateints with abnormal laboratory findings 2 7
Incidence of abnormal laboratory findings 2.2 %* 7.6 %*
Eosinophils 1+
(6 (720) =17 % (1,326 (mm*)]
GOT t* GPT t* BUN 1+
(18—34 1U/]
[25—50 TUA]
[10.1—+22.4 mg/dl)
Total Bilirubin t* Direct Bilirubin 1*
GPT t** [0.8—1.4 mg/dl]
Parameters [29—40TU/1) [0.3—0.6 mg/dl)
[before—after] Al-p t* Direct Bilirubin t*

(179—336 1U/1]

[0.1—0.4mg/d1)
Kt
(4.0—6.5 mEq/1]
Blood Glucose *
(83—62 mg/dl)
Blood Glucose t** Urine Glucose t**
(96—162 mg/dl]
[-—+]

“incidence of abnormal laboratory findings: not significant (Fisher’s test: p=0.1768)

Relation to test drug: **probable, *possible
GPFX: grepafloxacin, OFLX: ofloxacin

Table 18. Overall safety

Overall safety
Drug No. of safety

Safety rate:

safe almost safe not safe Statistical analysis
group patients questioned safe (%) 1o yst
number of patients
GPFX 109 100 6 0 3 91.7 NS
OFLX 110 94 10 0 6 85.5 (x% p=0.2110)

NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

Table 19. Overall usefulness

Overall usefulness

Statistical analysis

Useful - ~
Drug  No.of  remarkably al slightly ol to be seﬁ: rfess test of clinical eqlfwalence
group  patients useful useful not usefu cautioned rate: . usefulness rate difference U. rtest
2useful (%) (GPFX - OFLX) » X
number of patients (90 % CI of the difference)
GPFX 106 54 39 5 7 1 87.7 4.2 % + (U: p=0.0561)
OFLX 109 41 50 8 6 4 83.5 (-3.6 %~12.1 %) NS (x* p=0.4885)

+: p<0.1, NS: not significant
CI: confidence interval
GPFX: grepafloxacin, OFLX: ofloxacin
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A multicenter, double-blind, double-placebo comparative study of grepafloxacin
versus ofloxacin in the treatment of skin and skin structure infections
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Grepafloxacin (GPFX), a new fluoroquinolone, and ofloxacin (OFLX) were compared in a multi-
center, double-blind, double-placebo study in the treatment of skin and skin structure infections.
Patients with deep-seated hair follicle infections (furuncles, furunculosis, and carbuncles) and
deep-seated diffuse infections (cellulitis and erysipelas) were enrolled after their informed consent
was obtained. Patients assigned to the GPFX group received one 200-mg tablet of GPFX once a
day after breakfast and two placebo OFLX tablets after meals (t.i.d.). Patients assigned to the
OFLX group received one placebo tablet of GPFX once a day after breakfast and two 100 mg
OFLX tablets after meals (t.i.d.). The patients were treated for 7 days. Patients were evaluated
in terms of efficacy, safety, and bacteriologic response. Efficacy was evaluated on day 4 (3-5) and
on day 7 (6-8). Two hundred twenty-seven patients (GPFX group, 114 patients; OFLX group, 113
patients) were enrolled. The clinical efficacy rates were 90.5% (95/105) in the GPFX group and
88.5% (92/104) in the OFLX group. The overall improvement rates on day 4 were 73.9
% (65/88) in the GPFX group and 77.9% (67/86) in the OFLX group. The safety rates were
91.7% (100/109) in the GPFX group and 85.5% (94/110) in the OFLX group. The usefulness rates
were 87.7% (93/106) in the GPFX group and 83.5% (91/109) in the OFLX group. Adverse reac-
tions were seen in 6.4% of patients treated with GPFX and in 9.1% of patients treated with
OFLX. The main adverse reactions were of gastrointestinal origin. None of them were severe.
Abnormal laboratory findings were all minor (2.2% in the GPFX group and 7.6% in the OFLX
group). The bacteriologic response rates were 89.0% for the GPFX group and 90.9% in the OFLX
group. These differences were not statistically significant. These results suggest that GPFX at a
dose of 200 mg once a day is as effective and safe as OFLX at a dose of 200 mg three times a
day in the treatment of skin and skin structure infections.



