734

BXALERELINE

NOV. 19099

[R3# - BEARIER]

MBS RS |3 B gatifloxacin & levofloxacin O — HHMRILKUR

W

GiE)

el
N
R
fH
aH
'R
v
B
_E
BB
il
BA
Jilds
KE
LLyey
K&

MOkl EAY KB MY L A M ERO B E#
STHARS - 5B W20 Rk NBO M RF - PEL—E - PE ME
TRE—H - % BB M EEYET NE - ME KR LS

?%m.
FEY .
K .

ﬁ‘f‘ﬂ)
wa]l'll

%_w,
1§m,
%im.

%m.

—n

ﬁmﬂﬁ)

e
Ewu)
g:l &88)
Hs&)
ﬁu)

—‘R‘_.”lc)

M ﬁ!l)
4
&)l
- EHith R
- AAERFY
At a
Gl )
Hit
ThH
- BH
- ik

‘HE

g T
- KA e -
- Bk Bt .

-
=W .
IE*IG) .
3k
L Wk
- RH
B -
#?ﬁll) o

SR TR

&M) .
HE -
“iﬁ”)b)# . m% ﬁgﬂﬂ)

7_‘512)
A EHW

R

%mzm
ngﬂl)
&&ll)

{c e
£=1::

A TR

CZR AP K
CARM R
- HEE DT -

- ik
Bk

E® .

B .
B .
).
- FH

m*m) R ,‘l\# iﬁu)h! . Em ﬁlﬁ)
TR - &HF WY RARESRY
®K - NELINMTY - Kk AT
fﬂ) . mm t___l‘l) . ﬁmﬁ;?.ﬂ)
HY -k WEY-BE ERY
mi - B KFEFY-EHES HY
&8 - ANk WY fER RET
A% HEHY LN EEY - Wl RX?
KW R - XF HBA™ - RB HE

o
#otl
MR

- DRV - AHE XFEY - thE HEY
BH BEXE* -

- HH

K% HF
R e
FIRERI® -

E R

- Wk

=% B PH AT K R

SER KWL BT ME
B HE RE™ - KRAASS
2=" IR ELY - KR R

B IE AR - R LY

EH© - B AN BE B

Eﬂ)b) . ﬁm IE%!‘I) . q:& %ﬂum

no
Lk
K

"REMESERAZHBRARRERANR", “ILSERRPREH, THILXESE—-NH,

YEFEAREESAR S L CREER, "EYRS dRRkAR, CRAELSHRRT LIV ¥R,

"ROMHBIERSEE, EERERE S ¥ —FRER, "HAREAERL Y 7 —BEEH,

R E R EERBPRENE, VHEAEABTRIMRRBEAR, WA REREAH,

URKRKES IR, YERERRRREFRER, CRARNIRANEEEYMERA KRN,

CRET L REE—ARB L UBERR, "HR)IRIEREFRER L 7 —FREH, CEXERRAR,

PARBREAR, PHBAES_ARS L UMERR, VRBERKEE_ARS X URERE,

MR HEREEPRER, PEERRES AR B LUNERR ("B AERXETFHEMRSE),

YEEBKES NS L UMERR, ©RAEMRE B AT R 2 A ER B X OB R,

PRARVIEMKZE AR, TARTILKEZE—AH, "KEXELE=AH, *NIGEHKFFRINH
("B NGESBHKZEBBA R, O NIGERKEH R )6 7% B s — 1#,

PAMKESE PR L UMERR, PERKEEAR, TATKKES AR S L URERKE,

WREKFEZAR S L URERR, ©RMAEMTEEHEFTAR S L URERR,

PRABEFRKEE RS X UBERR, THRAEE N, VRBAERASRBERE,

TRNEH AR BN E

"RXBEE, "NEASZER, v bo—-5—

(PR 1143823 8% - FR11E7B2HER)

8- M¥ ¥ ¥ /)0 RIHEE gatifloxacin (GFLX, AM-1155) DEBHAEREEICHT 25D, &
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1) BRET R RO B 227 B (GFLX ¥ 115 6, LVEX I 112 61) T, BA %) 4 0 M7 5 % 611d 183 )
(GFLX # 93 . LVFX# 90 6l) Ta -7,

2) EERZAIL, GFLX # 98.9% (92/93), LVFX I 77.8% (70/90) O A %4Cd 1), i H M 12
BEEMEALNI,

3) MBFMBRIZ, GFLX #90.9% (50/55), LVFX I 85.4% (41/48) Ot L4 TH Y, i
HBMICHEEERAON o7

4) BIERIRHEIL GFLX #: 8.0% (9/112), LVFX It 9.3% (10/108) T, 1hj 4 il I L2 47 i 13 &
bhedrole ELERIIMELBERTH Y, (WA LDIIALNED -,

5) ERARAREMBN ORHFIE GFLX I 14.7% (15°102), LVFX 1 11.7% (12/103) T, i3 & 4
CHEBZERALN G o7 ELLDIE ISV AT IF—HDONHE LY T 700

6) WIERELET [RETH D] Lilfli S h/9ipliz GFLX B 77.1% (81/105), LVFX I 79.6% (82/
103) TH Y, WIRHBMIZ(IE ZALNLE -7,

7) #HHA®IL, GFLX 8 93.5% (86/92), LVFX ¥ 78.2% (68/87) Tah ), Wi M4 1 H A
bl

PLE, 18 SUE RS IS5 GFLX 1 1M 200 mg 1 11 2 [#% 512 LVFX 1 [8] 100 mg 1 H 3 B4 5 &
RYEBLUHHEICHE SOV AONL, T2, BERB L UHAREEREORIUITEMICEITIAS
niholie THHBMA S GFLX (IBMFERBEDER I BV THVAHESBF SN ERTH S

EEzZ LN,

Key words: 1Bt 5UERRSE, gatifloxacin, levofloxacin, — EERLEHAER

Gatifloxacin (ML F GFLX) 3 MBI A &b iz
MTAIREAA, /rv7ax4sr, 7L0%4 0 Vil
FhAaF/ oL REETH L. KAIEF /0 FHE01
filcyrsusanEk, 627 v#FK, THIZ3-XFLER
FYZNWE, SHICAMF I RZAETIHRSAPF L+
JarThs (Fig. Do AAIZF /O EHDOEHIZA L
FORFBATASLIZLVMRIRAZIILDET ST T4
BiEs L UBRAEEICN T 2ME LM, $/27
SIVTR, LYFAFRB. w4275 X~7, fiBEICLZ
NENRIFLMBESEE*EL, ko7 v4oFx ) or R
BEICHL, MBEARZ PFANILALTV 5, 72, BY
ERICBOTHAREMREF NV EIILDET 5 SHREE
FVTENT in vivo BRIESONTEY, in vitro HLEN
DEtEL RIF L ANBIESRB SN bDEVZ LI
i, REMOATLXF /O HHOSMICA M X ETH
ATAHIEIZEY, ek I VFOF ) 0y RIEETHE
ERoTVARERMNTIR, v FTORBRTEDOLN
T, ChiRICH T 2 RENNEE oo LICEBRT A L
EibhTwd, o, FERARTEBSI N -ZEOE

I 1 1/2 H20

COOH

o}

0

Fig. 1. Chemical structure of gatifloxacin.

TEREE TS, $FIZMEO LV EAURE IR TV S,
BEBRAZMRE LB ITHEKRABRIZE VT, kEmP
IREE, AUC (R 18 L, mA R R 7~8
REf), R ICIZARA % 72 B¢ £ TIZARA & D 82~88% #*
KELRE LTHEM SN TV 5, FARBERARBRIZB VT
bERME. REHEED SR TV WY,
CROSRBOMEN L P TOBRRNAHESHIFS R
FR4FELIADSL, —BREREABPER SN, F2HEH
hiid, 1H200mg (4+2), 1H300mg (572) 3XU'1H
400 mg (52 Thoro. TORHE, WIRHBFERIFESHEIHT
THHHEIX92.7% (266/287) T, Z0IH L, BHAER
BAEI TS B A RFIL, 93.56% (144/154) Th o7z, R
BEPIED EERRE I 3 5 B iH K F (3 Streptococcus
pneumoniae (23/23) . Haemophilus influenzae (30/30) .
Moraxella subgenus Branhamella catarrhalis (14/14) T,
Wb 100% TH Y, Pseudomonas aeruginosa (10/20)
12 50.0% Tholo ~HERABRIZBT BT XTOHERT
DOEERRBERIL35% (55/1583), BERKREMBEERX
i3 4.8% (62/1303) TH o7 T/, HRBHFHEKIZH T
AERERAREZHETAEMNT, BUHRERRELNRE
L THERZERBR M Tbh/, AiElE, 100mgx2 BE/H (L
), 150 mgx2 [/H (M #) & X U200 mgx2 [|l/H (H #)
D_EEHRBHLEABRE L. L, MEBIXUHED
HHEIE, FhEFN97.1% (33/34). 87.5% (28/32) B &
1°94.7% (36/38) ThHh IHMIAREIALN Lo
»S, BRI ENEFNSI% (2/34). 6.3% (2/32) BLU
21.1% (8/38) TH o720 BRI BT 5 R E ILIRIE (&
Rel¥) BLUOBRBEEEENFEFEOENICBVTHHED
BERBICAEEENAON, —h, ChOHERERRT
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OHEARAES X UBRRREMER Y BRERIC I HRKAE
Mrbhlehole UEDEMA S, GFLX OMM: S MR
FECRT S EMEBEARIZ]1IE200mg 1 B 2 AH%5 AR Y
ThHa LYW e,
ChHORRD S, GFLX OARME, RSt & UR A%
PEBNICEMT 272012, levofloxacin (LA F LVFX) %
MEREE LToEERILBRRE LML 2. €02 FA%
BORUEEZ E-2E8E LTI L L L. 28, FHR
BRERRICBTIHREEZREOKBEBD L L LI TR
EROBKRBBROLEICMT2EH | 2BFLTHRBS N
A
I MRELUHE

1. W M
FRTEIAD»HERKI FE 6 B FTIoLE 56 itk
ZBL, VOO I BHETEBRIE (BEREROSMY
WE, [REURE (BB, AEFXHRE - s -
Rt AR MERE - BRIBYERGASBUE D KBUIE 2 Lo 72751,
UEAMAMAEIRIIRS) LB SN - BEELHR
ELTEMBLA EMITTRE 208, EBR% K| 80 &
L, HBBIUAR - ARiZMb LW & & LA,
MEELEABIENTRLENT, BREREZALTVAEC
LELAEL, 3TC U ELORBHED 1, & 612 CRP
R (=1+), WBCH#% (=8,000/mm?®) % & 5Hmk
Bl LTOER -FTROBEHLEN 2 BIREHL L
oo DTRBRBBRHICHERShAEBEEZRL 7
UToBRFINRIOBATHEILEE L

(1) FA—REOIEY-—-FIBWT7htOF /0
YRUOEE (AM-1155 BX UL E70F4S U (8)
VENTH-7-BE

(2) #FHBOEMN (1EMUAN) FT7rtoxy
OYRAEELZRELTW 8%

(3) MenHEXRBHERELELTIHE

(4) MOMBEERECLVERIKELOOHZE
z

(6) EBLEMKE, SUELAL, HREOER
DFFEAH 8 % B

(6) EMEBRIEL L TROKICL 2EBRITEY L
Hrshz B8

(1 ®BERL, I, SHERE0HZ8E

(8) TANALZLOERHEBROEHE, F/-2h
SOBRBEDH B HBE

(9) F/o RABECHL, TLA¥—H2 ik
ERLZREROBEDH 5 8%

(10) ZDMDOEHIIN TS, TLAFX—F7-128
BEOREDD 2 BE

(11) #48, HERL TV 2TREDH2BE T /-2
BIAFORE

(12) Z M, BRI LEHAAE Y & H i L 7= 8
£

2. BREOME

RBROKMICE 5o T, HNELSEMILEMON
BELPHXEHIC LA > TREICREL, ZERAD
BMIOWTRAE LTXHICE Y HHEEICL 2%
2B LE LT 2L, RUEBTORATAELS
LHARORMENRSORR Y [OHFMELE] icR&
FTaLLbIC, EARBRICLAMICEHEERT S L
EL7e 28, ABRERABIUMEBDOLE (XK
O LEMNRRICKERTAICEELL,

3. BIR¥EHR

HREFIZTROEBY E L

1) #¥R%E# GFLX 100 mg £€ (1 $ % iC AM-1155
BAWELTI100mg 2 8H)o

2) XHE¥EH LVFX100mg € (18RPICLVFX LL
T100mg 2 8#).

B, BEREFBLUNBENZERETLIHET S
HEBIUT T RREMARDEL Y TN Y I I
&y, —EKEREDOEBREELMToLE LT,

HREFIIGFLX &, LVFX B L bIC3&%2 18 (1
ER) &L, 8, & Y0348 %187L L7 (Fig
2 £FN14H 7 (KGFLX®#>: ¥ - ¥ 4 GFLXZE
EK2RELELVFX 77 ¥R 1R, BFGFLX 75t F
2HMELVFX 75 KR1%, <LVFXH>: 8- &
FHaVTFNOLVFXER1REGFLX 75 H %2
) ETNVIZTLARICAN, 1ERATEL, ENEE
[AM-DBT (C)]& L THHR LB ok % /N 1 o> K
#¥arzLeli

4. BBEFOWMT B L Ua KR

1) #ofhy

arypo—95—it, Ho6H» L GFLX B X FLVFX
DENETNOEELZDT L FKROBIAFREELHS
L72)RT, EEABETNTh 2EAT O 4ENT
Z1MELTEAEBCHVHIBZ I E L LI keycode
BIrbo—F—HERR TR TERRETAICLL
L7z

7, BICRBBDOMIEL LT emergency key 21
BL, GRREERMIMHET CRETILLLL

Morning Afternoon Evening
GFLX group
400 mg/day ([ 1 I ooao [ ] ]m]
LVFX group
300 mg/day o]e] | oOnm oon
@: GFLX 100mg tablet  O: GFLX placebo
B: LVFX 100mg tablet  [J: LVFX placebo

GFLX: gatifloxacin, LVFX: levofloxacin
Fig. 2. Package of test drug.
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rELTe TIEEEIZOVTHIMOMAETH
el

5. HEHEB L UREMHE
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L%, BEOTHMBISHMTEOR CIECHBEL, W -
-FOEFIZ1IAOB S YHEL, ol &S
ALl L &S HEIL 1M1 8% 11 3,
p— b Y= WICHR SN IR O RoRIZBEWV, W),
B, JICHEAROZRSGTHILE LT 2250, W
thH, BREELVIRATI2HGIIHEEROEH % RITH
2, BEBOEMEIRKIZ, FREOKEHN % REHTIC
BETAHIEE LT RGWMMIT14BME L, 7272
L, UTOWFILICEST 2HE81213, HERIBYE
DM THRG 2 PIETHIENTELILE L, BIE
LABERTORETIRLBIFTEDRE (BRTHIC
E¥2) #EML, TORMAEBHEEMCRICARYT
Aol lils

(1) HERIZIHEL, ThULOBRESLELY
WxniHe

2 fER - FFROEFEI Lo ST (BlLEET) .
PSR EAAEY L KT S NG E

(3) EfELBERAVRBALLHBSE

(4) BHEOHETI-IBRENEE RFROFBHK
¥at) LIBE

(5) HEERFUOEELXLEE LIS

(6) LRUSNOEH CTHEREMETEEDETFHAT
ik olBE

() HEREAKHIC, SREBEBIUVBZFORREHE
ERLTWA LB LEE

(8) BEVEEZMEILAHE

(9) ZOfHBEBRIBLEMOFIMTICE ) PIEALEL
Ehi-Be

LB, BENVEBRBERTRIELZL Ro72HE18, £
DEHBLUZ0BOZBIIOVWTHEF-IEFZLY
XD EMRE LEFIGSICERTHIE L LT

6. PERI%EH - LE
FHEBRPICMOER 2 A LHE X, TOEAS,
RE5E, FRAMMEZEFGZSICERTIEELL. &
o, MBEIT-7-BEdFONESL, Bl (M) 2&
KOWTERIRFICERT AL & L, 727L, A
FABLUORBORBIZOVTIZUTOREIC LA
bDL L7

(D BERIREIEZEH

O BBREXOEMTFM-FEBLEBLIEZTLO

OB, ML AT a4 FEOAED 7)),
y=7a7 >Rl G-CSF WA

a4 oV AT AIEEL, £
72, BukitS ¥ D ) T, streptomycin, kanamycin, rifam-
picin, enviomycin, lividomycin, capreomycin # &
U viomycin = OS82 8 L L

2 HEREE E BN & b, HIRD A ER RO ] fiE
MNAHo L0

R T O A RPN 84

(2) Pl Z#IT 2T LA

O BRI OBINERT S50 REMEDLH D S D

HANIIL TR TTIL - TLIZTLEENTAH
s, $kH

2V MHBUERBLOWREMA D D b D
FT7YRRBIEFRYE, ANVT74+ 209 L7 RECHE
Rin¥, 7= /577 FEEk (MFHE, ez s 3
YE), HilEEELR L

3) HREFOBEWFMIIEE LB LIZTUEEND
5L

HREBEHKE, MRIGHEE

@) FA74) RANE, BBRERIMNTAT 1) ¥
R EE B LIZTTREEXHLOT, HEIKST
VR B A

(4) HEBERE - GHEOHRRICLELER LIS L
TWgaEIlik, £ (V~Q) XA LR ESFERL
LTRAREZHIELRFERHL, Z0ER L, X558
PFRMM 2 EFIGEICEERT AL & LT

(5) HEREROEMFM-FEEBZBLEITEEZS
NHMBIXTEL2TRITIN, RUEBITo2BE
X, FONESR, B AR 2 &iCovTERIGRERIC
RTsrEEL

7. WAEHEB B L UERKRY
TREBORELZITH . ERRFHIZOVWTIE, FIED
HICERTELVWHE, AIBFARRBICERTL L
E L7

1) BEESR

RIEBRBABAIICEESR (=2 v ), %A, »u7
®5, F#h, ABE - SR, E, RIGEDH B, HERE,
RYEZUTIRI, EREE - GHELZOTICEZOEER
BIUBRBEENOTFH - BBICBXIZTHE, BKBICH
% HEERE, BRE, ARRSEMOLERE, 7L
AoF )0 s REEORERE, TLLVX-BAERSY
SEFIGRERICREBT A E E LT,

2) MREKR

MZIc L WVIREOHRLITV. EFEGZICZOKRE
V). Vi BN B A

3) ERRAER
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FicoWTHEL, EMERICIERTACLELA. B
BEICOVWTIHEABBTA EAAE LWV, PR
CELBEMMGE REMBHENTTRZEA1H
B, 53 H%, RETHEBIUHRE 14 BHRIZI
LFERBTE L e L, #5 14 ARMTHIELAS
SLHIERATLTHEL, BMTHIILE L R
ERNORBHERUTOEEB Y E L7

fhiR: ERIME

Bk 2+ (BIRVRE XN SEE), + (BE), - (2
L)® 3 B

W% R: 4+ (2100ml), 3+ (<100 ml~250ml),
2+ (<50ml~=210ml), + (<10ml~>0ml), -
(0ml) o 5Bk

WEEMEAR: P (M), PM (KEME), M (Rif%) o3
B

PRI R 2+ GRAAMROEE), + (Hh), - (kL)

D 3 B

Mg + (Bh), - (kL) D2

M 2+ (FEH), + (BE), - (L) N3
P&

BAEER: +(HYH), - (BL) D2k
F7TI)—¥: +(BHY), —(&L) D2ERK

FOMPEL BEDhABEHIHEAMT A L
L L7

4) HMEFHRE

HEENRE BEISOHBEOTE - BT - H2
E) i, FRIE L CREHRBBICE T, RE5RAHE (3%
SR HEMBATELZESIZ1HAD, &5 7H%, 148
% (X723 5hILE) ICLTERTLIZE L L
R SN-BRIZOWTHIRS L UBREKRERMR (7]
BELRRRD Bk - 77 AFBRELITV) 2OV TERRE
gilERTLEE LS

SREREIZ T RTERIRHFICIERL, BRELEESL
LHEHKRICORNZ, TEHUBELERE SN SEKICOR
ERTILEL, BERHEBDNIEINFH SN
&b, NF. R L4EMEY, TS -HE LB
REBL, ThZhoBIc LEXES v 7 xRk TH2
&Lz,
BEHBRHUBEL LT, OFRBRIEOREEL LT
BEGREERLLTVLEME (B MiLKE, 17
VI Y, BETFORBELRY) T, EEKRSHIC
BRETHRSHICHMOTRHESN-E, ORBEERSH
ICHB L THRSHBICHO» B E 2o (72721,
HERREAVFHEHEL-CEIZL->THRLTEEE L
SNAOBNEERIIRS) 220 FBILE LT

B, BREBIURSHHBETICOVWTIX, EEL
LTFaalb— Mg CREMUZEER) 1280 - BERk
BEL, HORELHARTMED IANVICLERFELR
ADL, W=BLFE——TNIZENL, BOBFRE

L GFLX B X U'LVFX (o T 2 &2 (MIC) %
WrhpcEET AL E LT, 28, MICO#MRIZH
EALEMEEEREEIZS ETOTIF L ELE,

5) MHS X M

BEMBENBLURS 14 B (¥ 72128591 8$)
i LTREL, RELLEERRDBRRACBEBTAS
Lk Lflo

8) PBH{EAEIR

RIS Mah ik (P ERDHBLL 7B I2i3, K
e LTHERMNBETAETEFNMELEONE, #
B, #BH, 5 (MM PIL), LR BAL2 VL E
FIRRsRICHEMICIEMT A E E LT, 28, KM
FERARE L-BEIcid, AYLAREITI L%, &
o Q4BMURN) CEOFERTHIEXRNOE, #
BRIEEMS X UaMERE I, OR, & /212 FAX
Ll THML, 1AMUAICXHE b TRETAS
EeLre ¥/, AMEHERIREL, BREEE
MACLEE YN L e, HRRIEEM I emergency
key AT HLATEDLbDELT

7 BERRE

BRARREEE B L URERN % Table 1 ISR L7

8. HEHFEBIUETOER

EEHAMNICE VT, TR EACKRLARNICH
BOEMIZEsHENE, HETAHZILELS

1) NREBBIUERKE - AEOEER

RODMBETHETHILE LT kb, EREE -4
BEOBREDTFH - BBIZBLIZTHEERICOVWTHA
HE¥aZ kel

1. B4E, 2. P%4E, 3. EiE

2) BERER%HR

HRER, MEFNRERR BB XREK, WBC,
CRPENHRRERMOERIL LV LAEORELZD
L, BRI RHELEE (Table2) ¥ BEIZKROTH
THET B EE LT

1. &%, 2. A%, 3. RRHEM, 4. =R, 8. HE
i (EBHOHEIR, 3 MU LESHICHKTAC
L),

3) MEZEMNEHR

(1) #EERAHFEOHEEICLD, UTO3IBEREEILR
HESBICHET I L L,

1. BEtE(b: RAE EEr &) XHRLLEHO,
FRBESBOERIERICREL, BEORIIAT
[ R Y Ak X))

2. WAL —BHEE BEE st »*H
BICBPLELD, $-38B0oRKE ELED)
PEDHLN, FO—HHIHELL D

3. AE: BAE HELAL) ORVHIAHELD
D, BYLaholzdbnBLUMMLI-bD :

8. HEARRE: BRELATHLZLD, FLIERED
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Table 1. Items and schedule of laboratory tests
Time of testing after entry
Ttems Before (day of treatment)
entry

3 7 14
Chest roentgenography [ ) 0 (@) (]
PaO, O (@)
Arterial blood gas analysis PaCO, (@) (o)
pH O O
erythrocytes o  J ]
hemoglobin ) () [ ]
hematocrit [ ) o )
Blood analysis platelets o [ o
WBC o o] ® o
differential WBC count [ ) o [ ) [ ]
reticulocytes O O (@]
ESR (1hvalue) o (@) o [
CRP o O ® )
S-GOT o [ ] (]
S-GPT o o ]
Al-P () ® {
Hepatic function tests bilirubin (direct, total) [ [ (]
LDH ® [ [ ]
+GTP o  J ([ J
LAP O @] @]
. BUN o o [
Renal function tests serum creatinine [ ] [ ] [ ]
Serum electrolytes (Na, K, Cl) o @ o
Blood suger® O O (0]
CK O O o
Myoglobin O O O
Mycoplasmal antibody (CF or IHA) O O
Chlamydial antibody @] O
Cold hemagglutination O 0]
protein [ ] o [ )
sugar o ([ J o
Urinalysis urobilinogen o o o

sedimentation o o O
occult blood [ (] [ )
Bacteriological examination [ ] o [ )

@: indispensable, O: should be performed as often as possible

*recording of the timing of blood sugar determinations with respect to doses and meals required

**should be performed when urinary protein is positive

¥BVH LI TEVRHO

2) AEEOSEMEEICBLZTERIIOVTK
OABTHETHZ L L L

L BBREFICEL o TRSHRUBABLRL

2. BBREACL-o THREHRHIAEDY

i HXRBK WMBABCIIBRELHDLEVE

i ERRE (UEEC L5 RRGER D BE)
9 BEMER
BIEROBER, HALERELLR [AEECE

HEBRESICB T AEIER, BRREBEREOHEE
H|OICHLET, BE, PHEE EEOIERKICHET
AZtili

BBREH E ORREMBFRIZOVTIR, ROFETHET
ArEHIC, aAV MEEFRKFICERTAIZLLEL
7

1. BLHICHBRDY: L ZITHERIEICE D ER
AEL, BRECLIVEHBRLIBERYE

2. Z4MEHY: 50% U LOEETHEDLY LR
bhs
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3. MEdsrbLnlv: HERDHOHEILS0%
XKL Bbhsd

4. BFRZVHLV: MREEZICTRTE 2V,
FOHERIFELICENLEDLRS

5. BIRZL: MREELICBRETES

IDHL, [BHLMREDY ], [B5REHH]B
T TMFEH DD Linkw] LHEShiBEERIE
BfERE LTRDEI Z & & L

5) BREEMEMRN
HRENBEMERICELALELLNL REM
(REER) ORFUL, BRILEREEIN [HERIC
EHERBRIERIIC BT 2BIEH, BEREMBEONES
HOIZ LA e L. REEKREHN L2 A
Wi, EERER L ORRERBRICOVT, BEOEMEKE,
AHESERR LA LT, HEERORRMEE FMIC
M. o2 icMkbh] ~ 5. MEEZL] CHET A
kLl

DL, THLHCMEHY ], [E3REHY] B
U [MREHAELD L] LHESNIHEBIZGER
AL 2BRBREBRBEE L THFEI I L L L
6) BEREE
BERABLUHBENICIIABRREBREELRE

L, ROMMTHETHILELTS

1. Re: Mzl

2. (3IIRE: BEOMER, ELIXHMENICLE
R REMA N ARED D

8. LoMENHL: FEEOBER, lkbuE

Hio &k HERMEMRENFHERED LD

4. MMNHL: KEORER, E7I2HMENIC L
ZHRREMBREIEED D

8. HETKE

7 AR

BEMRE LUBRELZSELREVICHRL, X0F
MTHETAILELL

1. EbDTHHE, 2. A, 3. CHH, 4. K8
T\, 8. HETRRE

9. NERRIZLHIRNE

Key code ME M ICEMDIRE, KEOFM, KEK,
BEPRZD R, MMERZHR, FEER, HEAREMARE,
BEZEEBIUVAAREDACORYELLEHoHIL
DIBRETRHNTHI L E L, EDO#HE, REOH
STHEBIKOVWTRNERS L HBBRBLURGOMTIRR
&h, HEORYUM LB T A LEL,
FREOH B IR R L BELLE L OAARSDE

Table 2. Criteria for clinical efficacy against chronic respiratory tract infections (for reference)
Excellent Good

Body temperature decreased to less than 37T decreased to less than 37T
within 3 days within 14 days

Sputum property changed from P or PM to M changed from P or PM to M
or disappeared within 7 days or disappeared within 14 days

Sputum volume decreased to 1+ or less one—step or greater improvement
within 7 days within 14 days

WBC decreased to less than 8, 000/mm® decreased to less than 8, 000/mm®
within 7 days within 14 days

CRP decreased to 1 + or less two—step or greater improvement
within 7 days within 14 days
(to the degree * if it was 1 + at the start)

Causative organisms disappeared within 7 days disappeared within 14 days

Fair: when some or all of the above symptoms and findings are improved, but not to a clinically significant degree.
Poor: when the above symptoms and findings are not improved, or are aggravated.

Table 3. Criteria for judging usefulness
Clinical efficacy
Overall safety
excellent good fair poor unevaluable
Safe ++ + + - )
Almost completely safe + + + _ ?
A slight problem + + - - -
A problem - - - -

+ +: Markedly useful, +:Useful, *: Slightly useful, —: Useless, ?: Un

evaluable
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26, DoOPLOBDZEE. (Table) iob & ITx¥
gtaol kL

10. Fse&EFIOBD v & ma

AELEPMOB Y HFNICB L Tid, key code MBHAT
EABRENAY PO —F—DUBLAVD L & [EIKRR
BOKMAMITICHT DN 4 K54 v 9icwii LT, 1.
ks, 2. ik, 3. BiF - ABEAAE, 4. LERRK,
5. AERFMFDO5 2O MIEKSL, MFICEELTO
BRhEVERER, €F—INEEEh, 2 b u—5
—i2& D) keycode ZHPTHLE L,

11, KERHARAT :

7—y OFMERE. 1 1$HEIL, key code MEHIIC
ayha-F—¢MARNERETRET AL EL
2B, F—IOMKII2 b o—F—DikikD Y &,
HHMNEAR RN RNBEERICTERBTI2oL L L
%o

1) ¥EHEB

(1) EFMEB: BRE, MHEFEODR, BiE
R, HAK

(2) HIRMFMEE: FREFHEEDR, ELH
FIMEENZR, ER - TRO¥ERS (KR, =W, %%
B, BEfiK, Amxk%, ESR, CRP %), BI{EARE
X, BEREBERERBRYS

2) MG

BT R, 2 Y85 2 M)y ZBEICHEWT— 5 O
RSB LT, BRSE, BMERLE, HRETFIIEKRYD
£, ERO¥B, HHME%Z Wilcoxon DNEMLFIKE %
Av, E3E, FRHE, AHENHE (ARMELE, &£
REFHEE), BEARAE, BEREBRERAE,
R2E, FHESL  * REDH 5\ 13 Fisher D EHERHE
RNEEAVAILEL, REDHBKREIIFN 5%
t¥azti L

T, BREAFOMITIX, 1%, F#, AB- 2%, 2
WE, EEE, ERKE - AFEOHE, &M, HK5H
BEIIOWTIT ke L ChHoEREAFICOWVT
FRHEE 15% LT OEHFZO 572341212, Breslow
-Day BE, x*BEH 5\ i3 Fisher DEERERIHE
8 & *Mantel-Haenszel RELZ ¥ HWwAH & & L
to

BirO BMIIRAISHORIETH Y, TOHERX [EBK
RAROMEH BT BT AH 1 K54 728y, BR
BRICHLTIF IS E LT

I & ®

1. fEGIHERK

RGO B F 0 R 4EHI iz GFLX # 115 #1, LVFX
Fl112608t 227 HITH o 720 HIFEHE T & IEH
M % Table4 2, ¥ 7-FRAEH % Table5IZ/R L
pAlS :

FEBRAET (6 AL ItbpBBRICBML:- 6518

SUKMBEED 1Bz, TRTOBBEILBRNL 720

PR %Y e D MR X R B I, 183 #l (GFLX 93 #l, LVFX
# 90 #l) T, TRABIIE 44 B (GFLX # 22 #l, LVFX
W26 THot (R BHE194%). EDHR
26RO BRBRICBIML A 6 #], KMX5ND1
Bl, XMHIVEB 3B, KRG E3 0, KFT LV
F—OBREE26, £HKK6H, BRRERTHES
Bl, AU dBR 160, RERTFRE 3B, EARMBA+
160, BHRXERK 13HITH - 7o

B Ve H o 8% b7 0+ & Bl 12 220 #1 (GFLX B 112 #1,
LVFX# 108 #l) T, 6 »ALRICiniaMicEBmML 7=
6PIBLUEMES D16 (GFLX ¥ 3 4], LVFX# 4
Bl) ETMAL L7

FRER MR M O AT X R B 205 #1 (GFLX B 102 #1,
LVFX# 103 ) T, AR A #1222 % (GFLX # 13
Bl, LVFX ® 9 5l) Thoro BHRREIXG IR
BEMEI AL OHRSMMEE  TIC, HE5RT (B
1) B, &E5RT (FIk) IE»53BHBETICE
Bah, pomi—RRE, FRERES X UBEMRER
EOREHBONEAEFN1HBULXEH S AT
LEF T BRREBEOBITHRAE L, FRAMIIRE
HHOXR#E, REBOTHODoERLZ LY THoT,

BIERSE DRI RHIE 208 I (GFLX 2 105 #1,
LVFX# 103 #1) C, AR A #1941 (GFLX# 10
Bl, LVFX#9l) Thot, BMERLEIBERL
FRIRRREMEAIE IR SN ER % BTN RF L L7,
222L, BEREMEISFARETH o 2ERICBWTEIE
ARBELEALBITERAL L7

AR RHIZ 179 6 (GFLX 8 92 #1, LVFX
B 87 Bl) T, AERAHIX 48 # (GFLX % 23 #l, LVFX
B258l) Tholzo FHEORITHREI, BKRHE
DRI RFITHREREESFHESATVEBEML L
Too 72721, BRFMEVPTRATH o EFICBNT,
BITEA % 72 I3 RE D RBL L 7= fE BT X R
FlE L7

2. BEERHET

BRERZ) R AT X R B 183 PO KM BHOEREF
IZ2WTHRE L7 (Tables 6~9),

1) BIESN S

KB IR (RYBF) A% 59 # (GFLX B 30 #1, LVFX
B29pl) Lok dEL, ROTEEREILOEN
WED47TH (GFLX B 234), LVFX# 24#) Tho
7zo MEFAHMICBHBAMORY XA ONLE D o7,

2) EERE, %5, £#, ARk - ARo5l

EEEICBWTRY XA LN, GFLX B#IChZEs
EL AL TV TRUNDOKS, £, AB - Sk
DBV TRIMEFAMIRY XAShEhot, EE
BICRYBALNI20 (p=0.1149), EfERE, EHH
BIUVEBRDROIAFICHTAXEEAOEELR



742 BHA{LE®RIESYIER NOV. 19899

Table 4. Case distribution

Statistical
analysis®

No. of patients included in the
statistical analysis

GFLX:93 LVFX:90 Total: 183

——  Clinicaleffleacy  |— p=0.9222

No. of patients excluded
from the statistical analysis

GFLX: 22 LVFX:22 Total: 44

No. of patients included in the
statistical analysis

GFLX: 112 LVFX: 108 Total: 220

—| Side effects }— p=0.6749

! No. of patients excluded
from the statistical analysis

GFLX:3 LVFX:4 Total:7

No. of patients included in the
statistical analysis
Total no. of GFLX: 102 LVFX: 103 Total: 205
patients [
Laboratory findings =0.4053
GFLX: 115 l ey I "
LVFX: 112 No. of patients excluded
Total: 227 from the statistical analysis

GFLX:13 LVFX:9 Total: 22

No. of patients included in the
statistical analysis

GFLX: 105 LVFX:103 Total: 208

—{ Overall safety }-— p=0.8575

No. of patient excluded
from the statistical analysis

GFLX:10 LVFX:9 Total: 19

No. of patients included in the
statistical analysis

GFLX:92 LVFX:87 Total: 179

—-{ Usefulness }—— p=0.6685

No. of patients excluded
from the statistical analysis

GFLX: 23 LVFX:25 Total: 48

*y’ test
GFLX: gatifloxacin, LVFX: levofloxacin

L7t A, p=0.456 (Breslow-Day ®RE) &%V, E) THEEZRAOhEHhor:.

ZEERIZED ONEhol. E6ICEREELBRYE 3) EBER - AUE, ERLEmtsE HHEEOH
D2EFREMEHERFLAL A, p=0.269 (2B &, H5HH
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Table 5. Reason for exclusion from evaluation
Reason Clinical | Side Labor.ataory Overall Usefulness No. of cases
efficacy | effects | findings safety GFLX | LVFX
Participation in an other new drug trial in the previous 6
X X X X X 3 3
months
Double administration X X X X X 0 1
Non - targeted X O @) x 1 1
disease : . s R
and insufficient clinical laboratory test items X (@) X X X 1 0
Diseases not suited for evaluation x (@) (@) (o) x 1 2
History of drug allergy x O 0O (@) x 0 2
Age violation x ©) (6] o x 2 4
x o 0] @] x 1 1
and violation of prohibition
against concomitant drugs x o © o X 0 1
_N° d‘_ﬁni"e signs of , violation of prohibition against
Infection concomitant drugs and insufficient x O x X X 0 1
clinical laboratory test items
,insufficient clinical laboratory
test items and side effects X o X o o 1 0
Pretreatment with new quinolones and side effects X @) O (@) (@) 1 0
ASATINE and discontinuation because of side effects x O (@) @] O 2 0
Insufficient
dosing , discontinuation because of side effects and x o N o o 1 0
insufficient clinical laboratory test items
Insufficient observation during treatment, insufficient clinical N x N 1 0
laboratory test items, and mild side effects
Violation of prohibitions x O O x 7 5
dm’““““.‘ concomitant and insufficient clinical laboratory| X 0 x x x 0 1
e test items
Insufficient clinical laboratory test items @] O x x x 6 3

QO: evaluated, x: excluded
GFLX: gatifloxacin, LVFX: levofloxacin

WFROEBIZBWTHOMEAFMICEY 3AONE
oz,

4) BLRABIEOEHMERER - TR, BRKREME

WFhOBEBIZBWTOMEFBRMICREY 3ALGNE
ot

5) BEH

BRHEMITNRFACERRBEIRHUTE DI,
GFLX # 56 1, LVFX® 516 Td o %o GFLX# B
SULVFX #C, BMEREMIthTh 8ABLV
405, BERBREMIZIZhELSAB I 116, BA
HARENEFNITHABLUI9FITHY, ChHDF
BRY ARSI D o7,

6) FEHBZH

AAR{bempEy ol |2 C MIC % HlE LB 7- Bk
i, 130 %+ 67 ¥ (GFLX B 38 #, LVFX #¥ 29 #%)

Thh, EHBEUSHFICBNT, WMEABMEYIX
Aol

3. BRZE

1) BRI

B R X SEARAT 0 R 51 183 I3 % BERAY R % Table
10 IZ7R L7z GFLX % 93 #Ish¥%h 22 41, A% 70 #1,
#5161, LVFX 90 BihER) 1361, X576, *
RERTH, BHI13FTH oo HFRHEIZGFLX B
98.9% (92/93), LVFX ¥ 77.8% (70/90) T& Y, #F
BEZ10% (A=0.10) & LCRISHORIEL T -4
R GFIX¥ELLVFXETRETHI I EIEHEN
7= (p=0.0001), S H I, AFEIZDOWVT, x*RESB
JUUREEFTo-ET A, MEABRBMIAEEENA
Hh7: (p=0.0001, x*HRZE - p=0.0003, UKRE).

2) PMAFIERZIR
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Table 6. Patient background factors
T - ‘I'reatment group Statistical
Characteristics GIYX LVFX analysis’
) chronic bronchitis (exncerbation) 23 24
bronchieetasis with infection 30 29
bronchial asthma with infection 13 9
. . =0.7112
Diagnosis old pulmonary tuberculosis with infection 13 n P
pulmonary cyst with infection 12 11
others 2 6
: mild 2H 34
i P=0.1149
Severity moderate 68 56
B ) B male 56 60
P=0.365
Sex female 37 30 1
20-39 5 3
40-64 35 26
=0.3
Age (years) 66-74 29 38 p=0.3501
76-84 24 23
out 53 49
In/Out patient in 37 32 p=0.1763
in—out 3 9
Underlying disease and/or absent 17 18 p=0.7674
complications present 76 72 :
bsent 75 76
Pretreatment with antibacterials absen p=0.4988
present 18 14
absent 16 18
i =0.6269
Concomitant drugs present 7 72 | p
~7 28 31 l
Duration of test drug administration 8~13 15 18 p=0.5309
(days)
14 50 41 i
“x’ test

GFLX: gatifloxacin, LVFX: levofloxacin

ZHBPERZ R % Table 11 12 /: L7z, £ 8%
BlOEERIL, BHEABEIXROSHHMETII GFLX ¥
100% (23/23), LVFX 8 87.5% (21/24), & & X #i
RIE (R YBf) T GFLX # 100% (30/30), LVFX &
75.9% (22/29), Mi&MED — REJ: T GFLX & 91.7%
(11/12), LVFX ¥ 72.7% (8/11), BEIHMM&EE H =
REFTGFLX#100% (13/13), LVFX#54.5% (6/
11), RE X B D Z KRR ¥ T GFLX # 100% (13/
13), LVFX & 100% (9/9) THhHo7:e TD ) HL18H
REXROZHME, [EVLRE (KR BIUMK
BRSO ZRERICB T, FRENTESIBERIC
AEENAONT: (BEREXROBHEHE: p=0.0348,
URRGE, [EIIRE (ESAF): p=0.0042, y’#RE.
B IE M Bl 45 % D — R B ¥+ p=0.0394, UK E - p=
0.0063, x*HRE)o

3) EERR, ERKR - AHEOHEJEKLE

EAEER, EREKE - AHEOHENEKRDES
Table 12 IZ7R L7z EEERBRKIRICB VT, B
Tid GFLX 8 100% (25/25), LVFX & 73.5% (25/
34), H%4ET GFLX 3 98.5%(67/68), LVFX # 80.4

% (45/56) THH. WIFh{ MERBMICHEENH
L7z (BB4E: p=0.0404, U BRE - p=0.0052, x*H#E.
% % fiE: p=0.0058. U 5 - p=0.0007, x*H%E). ¥
7o, BEBEKB - SBHER Y DIEF DKL ETH GFLX
# 98.7% (75/76) , LVFX ¥ 75.0% (54/72) T&1Y,
MERFEICHEEEINA SN (p=0.0016, UKE ‘p
=0.0001, x*#RE)o

4) %5 3R Bl EE AR % SR

&5 WM BIERR %) R % Table 13 12/R L 720 x5 4
H»THHEMUANOERE L, GFLX 3 96.4% (27/28),
LVFX # 80.6% (25/31), 8~13 HRTix GFLX & 100
% (15/15), LVFX # 55.6% (10/18) 3 L U 14 HH
Tid GFLX ¥ 100% (50/50) ., LVFX & 85.4% (35/41)
THhole HEHMA8~13 HMB L 14 BHIZBY
T, ThENEEEDA LN (8~13 HE: p=0.0131,
URRZE - p=0.003, x*#%E. 14 HFH: p=0.0131, UK
E - p=0.0051, x*#RE),

5) ERERHUBICB T LERDE

EREVPRY SN EROAEREIX, GFLX ¥ 100%
(56/56), LVFX & 82.4% (42/51) Td o7 (Table
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Table 7. Patient background (initial symptoms, signs, and laboratory findings)

Characteristics Treatment group Statistical
GFLX LVFX analysis
<37 18 21 p=0.3433"
&37~<38 49 49 p=0.7758"
Body temperature (C) 238~<39 21 14
=39 2 ]
unknown 3 3
= b 4 p=0.1689"
Cough + 35 45 p=0.2412"
2+ 53 41
+ 27 26 p=0.7876"
Volume of sputum 2+ 47 48 P=0.7982"
3+ 16 16
4+ 3 1
Property of sputum PM 61 64 -
P 32 26 p=0.4224"
- 59 51 p=0.3467"
Dyspnea 30 34 p=0.6395"
2+ 4 5
. - 83 74 :
Chest pain + 10 16 p=0.1736"
- 32 28 p=0.8363"
Rales + 36 40 p=0.8369"
2+ 23 21
unknown 2 1
- 89 84 -
Dehydration + 3 5 p=0.7425"
unknown 1 1
- 92 86 -
Cyanosis + p=0.2066"
unknown 1 1
< 8,000 44 38 p=0.7600"
WBC (/mm?®) = 8,000~<12,000 32 37 p=0.5635"
=12,000~<20, 000 17 14
unknown 0 1
<20 15 21 p=0.6643"
=20~<40 23 12 p=0.1936"
ESR (mm/h) =40~<60 17 12
=60 27 34
unknown 11 11
<0.3 7 4 p=0.7611"
= 0.3~< 5.0 44 46 p=0.8649"
CRP 2 5.0~<12.0 25 21
=12.0 16 18
unknown 1 1

YU-test, ¥x* test
GFLX: gatifloxacin, LVFX: levofloxacin

14),

S. pneumoniae HHRH & 7z EHE B FHi3 GFLX
B8Hl, LVFX # 11 IC, #DA%EILZ GFLX & 100
% (8/8) , LVFX # 63.6% (1/11) Td o 7zc H. influ-
enzae HHR Y & 1 7= B R B B0 12 GFLX #¥ 20 #1,
LVFX % 981 ¢, & @ % % ® X GFLX # 100% (20/
20) , LVFX % 66.7% (6/9) Tdh oo L7z P. aerug-
inosa AFHR H & 7z BLR B R 3 B 13 GFLX 3 7 61,
LVFX B 7HTH Y, £0HERE GFLX B 100% (7/

7), LVFX ¥ 100% (7/7) Th-o7z

4. MEERZR

BEABIRHBEN, TOHEEVHLDLTH o EHFD
MEZ2MHE (HREILE) 1X GFLX # 90.9% (50/
55), LVFX ¥ 85.4% (41/48) T, MEAMRMIAEE
ZiZAS5hih o7 (p=0.5401) (Table 15). %8, &
REOHEFAHD - OMAFZNRRIFHETE 2d o
7-5EpE, GFLX# 16, LVFX# 3HITH o7z,

BERABENOENDIHEZ Table 16 IZ/R L7z, 24D H
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Table 8. Patient background (causative organisms)

. Treatment group Btatistical
Causative organisms GFLX LVFX analysis
Monomicrobial infection 48 40
Polymicrobial infection 8 1 p=0.581°
Unknown 87 39
S.aureus 3 8
GPB S. pneumoniae 8 1
- streptcoccus 0 1
Corynebacterium sp. 0 1
M. (B.) catarrhalis 8 [
Monomicrobial H.influenzae 20 9
infection H.parainfluenzae 1 1
H. parahaemolyticus 1 0
GNB H. haemolyticus 0 1
P. aeruginosa 7 7
K. oxytoca 1 0
GNF-GNR 0 1
Bacteroides sp. 1 0
Polymicrobial two pathogens 4 1
infection three pathogens 4 0
Total 56 51
*Fisher’s exact test
GPB: gram-positive bacteria, GNB: gram-negative bacteria
GFLX: gatifloxacin, LVFX: levofloxacin
Table9.  Susceptibility of clinical isolates
MIC (ug/ml) inti
MIC of Treatment Total Statllhal‘ !
group | <0,025| 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 analysis
GF1LX 17 5 2 3 4 3 1 2 1 38
GFLX p=0.1364
LVFX 5 7 4 4 2 5 1 1 29
GFLX 11 8 3 2 2 5 3 2 2 38
LVFX p=0.3520
LVFX 5 6 2 3 2 5 4 2 29
*Wilcoxon 2-Sample test
GFLX: gatifloxacin, LVFX: levofloxacin
Table 10. Clinical efficacy
Treatment No. of cases Clinical efficacy Efficacy rate Statistical
group excellent good fair poor (%) analysis
GFLX p=0.0001"(A=0. 10)
93 22 70 0 1 98.9 90% confidence interval
0.134~0.289
95% confidence interval
LVFX 90 13 57 7 13 77.8 0.119~0.304
p=0.0001", p=0. 0003"

Efficacy rate: (excellent + good) /no. of cases
DTest for clinical equivalence, *y* test, *U-test
GFLX: gatifloxacin, LVFX: levofloxacin
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Table 11.  Clinical efficacy by diagnosis
Diagnosis Treatment [ No. of Clinical efficacy Efficacy | Statistical
group cases excellent good fair poor rate (%) analysis
chronic bronchitis (exacerbation) | GFLX 23 9 14 0 0 100 p=0.0348"
LVFX 24 4 17 1 2 87.6 p=0.0797"
bronchiectasis with infection GFLX 30 3 27 0 (] 100 p=0.2144"
LVFX 29 5 17 3 4 75.9 p=0.0042"
bronchial asthma with infection GFLX 18 4 9 0 0 100 p=0.0805"
LVFX 9 0 9 0 0 100 -
old pulmonary tuberculosis with| GFLX 13 1 12 0 0 100 p=0.0394"
infection LVFX 1 1 5 2 3 54.5 | p=0.0063"
pulmonary cyst with infection GFLX 12 4 7 0 1 91.7 p=0.4361"
LVFX 11 3 5 0 3 72.7 p=0.2313"
others GFLX 2 1 1 0 0 100 p=0.1814"
LVFX 6 0 4 1 1 66.7 p=0.3458"
Efficacy rate: (excellent + good) /no. of cases
"U-test, ¥y’ test
GFLX: gatifloxacin, LVFX: levofloxacin
Table 12. Clinical efficacy by severity and underlying disease and/or complications
Clinical efficacy iati
Characteristics Treatment No. of Eﬁica:y St.at.mtu‘:al
group cases excellent good fair poor rate (%) | analysis
GFLX 25 2 23 0 0 100 p=0.0404"
mild
LVFX 34 3 22 3 6 73.5 p=0.0052"
Severity
GFLX 68 20 47 0 1 98.5 p=0.0058"
moderate
LVFX 56 10 35 4 7 80.4 p=0.0007"
GFLX 17 2 15 0 0 100 p=0.0522"
absent
Underlying  disease LVFX 18 0 16 1 1 88.9 |p=0.157"
and/or complications GFLX 76 20 55 0 1 98.7 |p=0.0016'
present
LVFX 72 13 41 6 12 75.0 p=0.0001"
Efficacy rate: (excellent + good) /no. of cases
YU-test, “x* test
GFLX: gatifloxacin, LVFX: levofloxacin
Table 13. Clinical efficacy by duration of test drug administration
Duration of test drug Treatment | No.of Clinical efficacy Efficacy | Statistical
administration (days) group cases excellent good fair poor rate (%) analysis
7 GFLX 28 5 22 0 1 96. 4 p=0.2333"
LVFX 31 5 20 1 5 80.6 p=0.0612"
3 GFLX 15 7 8 0 0 100 p=0.0131"
8~1
LVFX 18 4 6 4 4 55.6 p=0.003"
GFLX 50 10 40 0 0 100 p=0.0131"
14
LVFX 41 4 31 2 4 85.4 p=0.0051"

Efficacy rate: (excellent + good) /no. of cases

"U—test, "y’ test

GFLX: gatifloxacin, LVFX: levofloxacin
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Table 14. Clinical efficacy classified by causative oraganisms
Causative organisms Treatment| No.of Clinical eMcacy Efficacy
group cases | gxcollent | good fair poor rate(%)
S.aureus GFLX 8 3 100
LVFX 3 8 100
S.pneumoniae GFLX 8 6 3 100
LVFX 11 1 8 1 3 63.6
B-streptococcus GFLX 0
GPB
LVFX 1 1 100
Corynebacterium sp. GFLX 0
LVFX 1 1 100
Sub-total GFLX 11 5 8 100
LVFX 16 2 10 1 3 75.0
M. (B.) catarrhalis GFLX 8 2 4 100
LVFX 5 4 1 80.0
H.influenzae GFLX 20 5 15 100
LVFX 9 6 1 2 68.7
H.parainfluenzae GFLX 1 1 100
Monomicrobial LVFX 1 1 100
infection H.parahaemolyticus | GFLX 1 1 100
LVFX 0
H . haemolyticus GFLX 0
GNB LVFX 1 1 100
P.aeruginosa GFLX 7 7 100
LVFX 7 7 100
K. oxytoca GFLX 1 1 100
LVFX 0
GNF-GNR GFLX 0
LVFX 1 1 100
Bacteroides sp. GFLX 1 1 100
LVFX 0
Sub-total GFLX 37 7 30 100
LVFX 24 1 19 1 3 83.3
. GFLX 48 12 36 100
LVFX 40 3 29 2 6 80.0
Two pathogens GFLX 4 1 3 100
Polymicrobial LVFX 11 2 8 1 90.9
infection Three pathogens GFLX 4 1 3 100
LVFX 0
Total GFLX 56 14 42 100
LVFX 51 5 37 2 7 82.4
Unknown GFLX 37 8 28 1 97.3
LVFX 39 8 20 5 6 71.8

Efficacy rate: (excellent + good) /no. of cases
GPB: gram-positive bacteria, GNB: gram-negative bacteria
GFLX: gatifloxacin, LVFX: levofloxacin
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Table 15. Bacteriological effectiveness
Bacteriological efficacy
Treatmant group No. of cases decreased Eliminotion Statiltica.l
eliminated or partially unchanged rate (%) analysis
eliminated

GFLX 65 50 1 4 90. 9
p=0.5401

LVFX 48 41 4 3 85. 4

Elimination rate: eliminated/no. of cases
*Fisher’s exact test
GFLX: gatifloxacin, LVFX: levofloxacin

H4%XEIIGFLXH 92.5% (62/67), LVFX# 88.1% (52/
59) Tholo ¥J LARRMEW TIX GFLX ¥ 100% (17/
17), LVFX 2 95.8% (23/24), 7 9 AR Tid GFLX
#90.0% (45/50), LVFX # 83.3% (30/36) T & -
2o RUBEEDE A > = H. influenzae T it GFLX &
100% (26/26), LVFX # 93.3% (14/15), S. pneu-
moniae Ti3 GFLX ¥ 100% (13/13), LVFX # 94.4
% (17/18) DHIHEETH 70 ¥/, P. aeruginosa
T i3, GFLX # 37.5% (3/8), LVFX # 37.56% (3/8)
DHEHEETH o7,

5. H5HMBE

B ROMTHRAD S b, B5MERERGET
(k) BOMELHREIER S h7-EMIZ GFLX #
554, LVFX®48#ITHh, ThEFhoR5HRHUAE
DHEEKF L7- (Table 17),

HBE5HMBEIZ GFLX #Tix 341 (MRSA 2 #, P.
aeruginosa 1 #) i, LVFX #Ti 2 #I (CNS, Stenotro-
phomonas maltophilia & 1¥) A b6h, WTFhbE
ZREAKRTH o7

6. B

BVEHRBMIIGFLX 9%, LVFXH 1061 TH
D, REAXIIENEFN8.0% (9/112), 9.3% (10/108)
THEARMICHEFEZRAONE Do/ (p=0.8131),
FONRIIGFIXJBTIRTH2H, 650K HE
HER, EBRE, BEHRAER - BA - TH, s EBX

CEH, BER - EBH - HFvog 1F0E 9 Fl, LVFX
BTRIHRE2 6, BR - TH, ki), HEIR - HAER
RRET, ORWBFRE, &E - T#H, 285, FROF
1803 10 I TH o7 (Table 18)0 WTFIDERDE
Erboiil, hEEUTTHY, HBEEAOPILZ
RETICE W ERIZTRTHE L

7. BRRREMRY

BRREMREIZD S h7-0ix GFLX ¥ 15 #1,
LVFX® 126ICTH Y, RERREhZh14.7% (15/
102), 11.7% (12/103) THEEHEMICARERIADL
Nk or: (p=0.5425). MFEMBE bELFRIIPT
VAT IF—¥DLRTHo7: (Table19), ZNEE
X LVFX# ©» GOT-GPT-Al-P:- y-GTPL # D1

PINPEETH o LUNITRTRBETH- o T,
HEWMELERLBEMNTRTERLE -3k EL
PASS

8. MERLEK

BEZLEIAERS L UBRKREEREEMELT
HE L7 (Table20)o [RELTHAH] LFMINIIE
%l o %l & 12 GFLX # 77.1% (81/105), LVFX # 79.6
% (82/103) T, MEHHMIEEEZZIAON LD
7= (p=0.6238, URE)o

9. HFH%

GFLX B Ot 92 fICid[ EbDTHHAIL6 H,
(ARl 708, [HRATE] 68l, LVFX &M
Re1HTIE [EbOTHM] 136, [HAJ 558,
[ReHE]l 68, [HEHTRV] 18HITHo7. [&
bOTHB & [HH] 248bE7-FHEIZIGFLX &
93.5% (86/92), LVFX B 78.2% (68/87) T m ¥ #|
BHICAEEZNAL N7 (p=0.0386, UK E - p=
0.0031, x*#%E) (Table 21),

Im. = =

FhAoF /o RREEORBOBM IR K- -
Ba, BROZBL LD ICZOHREN DML, BEF
BT, BIERAOHEENRALNTVS, 7, BIK
B IZPERD Z DHEDEH DFFHTDH o M RIRE % 1%
LoHETa77 ABERICHTIRENOHENEIN
T,

EHEF / O BEROSMICA MV ELEATS
CLIEVHAREZIILDETAFARUBAB LV
WMAMEICH T ARENFHMEN, SH6IZ7F73ITT7
B, VYRI5 R, v1 375X, HIBEEICHBRIFR
HEESEEAL, EO7 VX 0y REEICK
L, SilARY bTFAMILRKLTD, & HICHiRIRA
KEAMEEFNVERLDETZ2EEREETVTHEL
72 in vivo BIEMPB LN THBY, in vitro HEH DR S
LRFLAABREXEMTILATVE™, 7, S
pneumoniae % FiV TDOERHHAEICE VT, GFLX X
DNA gyrase * £—EBMBEL LTWVAZ EHHHL,
ciprofloxacin (CPFX) % EDHERDO T NVA T X/ O Y
% UE %S topoisomeraseV ZEHE L TWA I L LR
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Table 16. Bacteriological elimination of causative organisms
Causative organisms 'I‘reg:;x":x:nt No. of strains | Eliminated Persisted Unknown El::i.l:::)nn s.::ll;ﬁ‘_l
S.aureus GFLX 4 3 1 100
LVFX 5 4 1 100
S.pneumoniae GFLX 13 13 100 p=1
LVFX 19 17 1 1 94.4
GPB
B-streptococcus GFLX 1 1 100
LVFX 1 1 100
Corynebacterium sp. GFLX 0
LVFX 1 1 100
Sub-total GFLX 18 17 1 100
LVFX 26 23 1 2 95.8
M. (B.) catarrhalis GFLX 9 9 100
LVFX 8 8 100
E. coil GFLX 2 2 100
LVFX 0
K. pneumoniae GFLX 0
LVFX 1 1 100
H.influenzae GFLX 26 26 100 p=0.3859
LVFX 15 14 1 93.3
H . parainfluenzae GFLX 2 2 100
LVFX 1 1 100
H . parahaemolyticus GFLX 1 1 100
GNB
LVFX 1 1 100
H. haemolyticus GFLX 0
LVFX 1 1 100
P. aeruginosa GFLX 8 3 5 37.5 p=1
LVFX 8 3 5 37.5
K. oxytoca GFLX 1 1 100
LVFX 0
GNF-GNR GFLX 0
LVFX 1 1
Bacteroides sp. GFLX 1 1 100
LVFX 0
Sub-total GFLX 50 45 5 90.0
LVFX 36 29 6 1 82.9
Total GFLX 68 62 5 1 92.5
LVFX 62 52 7 3 88.1

Elimination rate: eliminated/ (no. of strains—unknown)
*Fishir’s exact test
GPB: gram—positive bacteria, GNB: gram-negative bacteria
GFLX: gatifloxacin, LVFX: levofloxacin
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Table 17. Strains appearing after treatment 2, EREICBVWTORVLHMBICZIDOOH

No. of cases 5™, GFLX (X DNA gyrase FI# iR & (2(2[F] Uik

- Lnolates GFLX LVFX T topoisomeraselV % b fH# L, TOMHEIHEHIE=2—

— ; S * /0 Y RANKOPTERBIHMER, ¥/ 00K
CNS 0 1 HHRISH L TORYBENTRRENT VWS, T/, Wit
P.aeruginosa 1 0 BRRICBWT, GFIX 3Mtn 7 v+ o %/ o v Rkif
§. maltophilia 0 ! WRICHL, HHBEEIE,LERENLY, S5
Total 8 3 REBDETLF /O RBDBRICA P 51K

GFLX: gatifloxacin, LVFX: levofloxacin

Table 18. Side effects

] Treatment group Statistical
Severity e
GFLX LVFX analysis
No. of patients with side effects 8/112 10/108 p=0.8131
Total no. of patients evaluated (8.0%) (9.8%)
rash mild 0 1
sleepiness mild 0 1
wooziness moderate 1 0
somnolence, dull headache mild 0 1
headache mild 1 0
unrest moderate 0 1
abdominal pain upper mild 1 0
abdominal pain mild 1 0
Side anorexia mild 0 1
effect | anorexia, nausea, diarrhea moderate 1 0
discomfort epigastric mild 0 1
diarrhea mild 1 0
diarrhea moderate 1 0
stools loose mild 0 2
stools loose, diarrhea mild 0 1
nausea, vomiting moderate 1 0
nausea, diarrhea mild 0 1
nausea, vomiting, dizziness moderate 1 0

*Fisher’s exact test
GFLX: gatifloxacin, LVFX: levofloxacin

Table 19. Abnormal laboratoty findings

Treatment group Statistical
GFLX LVFX analysis*®
No. of patients with abnormal laboratory findings 15/102 12/103 p=0.5425
Total no. of patients evaluated (14.7%) (11.7%)
WBC | 1 0
WBC | - segmented leukocyte | 1 0
Eos. t 2 1
Platelets { 1 0
S-GOTt - S-GPT? 2 4
S-GOTt - S-GPTt - +GTP1? 1 1
Parameter | S-GOTt - S-GPTt - Al-Pt - +GTP1? 0 1
S-GPT t 4 0
S-GPT? - Al-Pt 1 0
LDH t 0 1
BUN? 1 3
Serum creatinine t 1 0
CKt 0 1
*Fisher’s exact test

GFLX: gatifloxacin, LVFX: levofloxacin
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ALY, fERD7 LA B F 0y REAKTILE
o T AN B LIRTIZLn O ko Ty
5"

— R B R BRI BV T, GFLX (I 25 Ik SR 42 X
LTE (IR S, 49 12k U@ e 12 LT
12 93.5% (144/154) L, LK) /4 B F /vy Rdi
B ]2 B RS BAY Sz, MR A GO 1K
RERICET AEIE KIS pneumoniae (23/23),
H. influenzae (30/30) . M. (B.) catarrhalis (14/14)
TR D 100% LB b DTH - 72 LIS
VT, EIERIRBUK, BB AN EBDR L b e
D7NFaF 0y LEREICIES, WYH LV IENR
DT EHEIN, WISLHEKEOSE 1 8b AR LD
oo 72, GFLXIZHENM L S B MMANIZED L
NTWAny —%, MR HURL BT 2 5 %R H Wt
BEREBRYA, BHAERYEE MR E LT, 100 mgx
2@/H (L&) . 150 mgx2 /11 (M) & & ¥ 200 mg
x2 [/ H (H 8) o = TE R BRI T S 1,
AR IHMICAEERALN Mo LAL, H
BTEDERSL - L5, T, BHURMICBIAR
BXWIRIE (RERF) 3 X URSE EAEBE A FHE DIE
BllcBWTHEOEDRICAEENAON, BB,
BERRRAERBIVERREMERERBLTIHMIC
BEERALNLE oz, TNODORIE, ATERKAR
BIU—BEERARTORBLEBELTOFEI LS,
AREBR TR EREIE K LT 200 mgx2 [H/H DM
BABIRENDIZEDLDHTERUTHLLEZ LN,

REBICBIT A EE I LVFX AGEE S Tz,
LVFX i3 ofloxacin D REITH Y 7 v+ x /o fk
MEEOLNT, §H, WHREBBEDERICHo LD
FHEN, AOBLUCRERDFMAELI>TVB T

IEE RN XX

NOV. 1999

D AR T/A T TAR R 7 M TP AN

LVFX o i): « TH R0 3 & 4 (2 x84 2 KB
THH 1 100mg 1 H 3P EL, R4
PEAUE IR &) BUEPE S I ASHIV Y C & A 6 1l 3R ) B¢
LM A 14 HIE L 720

Ko 1) @ Blid 227 1T, S0 LGRS RO
o 4 )& 183 # (GFLX It 93 1, LVFX k£ 90#1) ¢
b t: (BRY - BLHHK 19.4%) 0 Wi KR TORED
RN (o BTl TR D A8A L7y, Ehbs
O BEUH S PIRTIIMD IZAON 2ol &
WIEDOM Y 12, GFLX B B HE BIE LDV HENS
CHrAiLTEHD, SINFRIEMB L2 M fFZEER
OBRMT, BEKDYIEMrBLIZS 2w A HHES
N7z, WFOEMOM Ik Iibeh T,

B %h 12 GFLX 8 98.9% (92/93), LVFX B 177.8
% (70/90) THjiKMLEMICA B AONT, HHRE
ThHDH LVFX DG TOA R 77.8% L\ g,
LVFX & ofloxacin * @ _HE P REBAKTORK8T5
%(63/72)” 2L, RRLBEVHTH-7:bDD, LVFX
B 5805 > F Rt M B2 K 3 8% T 0 300 mg 4 3/ B DK
1276.0% THh*, 12E2--HTL2EMKTHo7-. £1-,
RGRIBRAT BT A B BNEE D FOAEREL, BHER
BEXROLHNETIE GFLX ¥ 100% 23 23), LVFX
B 87.5% (21/24), ABXW&KAE (EFBF) T GFLX
Bt 100% (30/30), LVFX B 75.9% (22/29) b & U
B |H 4 B 45 4% ) — K M8 % T GFLX # 100% (13/13),
LVFX 8 54.5% (6/11) T, FhZnmERFHICH
BENALONT, 3612, BEENBKHROEHE
B\ T b #E T2 GFLX 8 100% (25/25). LVFX#
73.5% (25/34), %4 Tix GFLX ¥ 98.5% (67/68),
LVFX B 80.4% (45/56) T, #hFNMEREMICAE

Table 20. Overall safety
Treatment i isti
No. of cases Safe Almost A slight A problem Safety rate Statxstl.c:il
group completely safe problem (%) analysis
GFLX 105 81 19 3 2 , 77.1 p=0.6238
LVFX 103 82 18 3 0 79.6
Safety rate: safe/no. of cases
*U-test
GFLX: gatifloxacin, LVFX: levofloxacin
Table 21. Usefulness
Treatment Markedly Useful Statistical
No. of cases Useff i setuiness 8
group usefil seful Slightly useful Useless rate (%) analysis
GFLX 92 16 70 0 6 93.5 p=0.0386"
LVFX 87 13 55 6 13 78.2 p=0.0031"

Usefulness rate: (markedly useful + useful) /no. of cases
' U-test, “x*test
GFLX: gatifloxacin, LVFX: levofloxacin
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gELALNL, T, ENER - ABHED Y DESD
ERWETH GFLX # 98.7% (76/76), LVFX # 75.0%
(54/72) THXEFIFRMICHERENALNL,
MEERZ R MR ETRS L, GFLX#90.9
% (50/65), LVFX B 85.4% (41/48) T W K #) 8 1y
CEBZRALNLR Do, RS K ALMENS B,
RREBMEDREN KB L ERXOND S, pneu-
moniae, H. influenzae, M .(B.) catarrhalis, P. aerug-
inosa DM HEEL, GFLXBTEI¥h 100% (13/
13), 100% (26/26), 100%(9/9), 87.5%(8/8), LVFX
B3 94.4%(17/18), 93.3% (14/15), 100% (8/8),
375% (3/8) THolte ZARLWHHMEL TV B,
LVFX icBWT 74 ux ) u ¥ H. influenzae 1
KRYBR N, REFMIZ7VIOF ) 0 RAEERD
Rl - REEALC 7 = ARORBYRBARZLICH L
SRERLEZ LN, kB, F#D MICs % Table 22
12K L7 X7, P. aeruginosa TIZEERRDA LR
22 h&h GFLX # 100%, LVFX# 100% £ 36 h
e, BMREIZL HIZ375% LEMETHoN SO
BRI ROEE L HHREDITEMIX, P. aeruginosa
R¥DNA4F 74 VAEBEET, LELIZRGhAHR

Table 22. MICs of various antibiotics against fluoroquinolone—

resistant Haemophilus infl
MICs (ug/ml)
Antibiotics
before therapy after therapy
Ofloxacin 1 8
Levofloxacin 0.5 4
Sparfloxacin 0.5 2
Tosufloxacin 2 16
Ciprofloxacin 1 4
Norfloxacin 4 32
Gatifloxacin 0.25 2
Roxithromycin 16 4
Cefditoren 0.5 0.25
Cefaclor 32 16
Ampicillin 1 0.25

*MICs were determined by the microplate broth dilution method.

Table 23.

THH?, FHTHRESh TS,

REMISOWTIX, GFLX B OBIERH B & CHEKER
EMREORIEIL8.0% (9/112) B LU 14.7% (15/
102) , LVFX B0 RHX(: 9.3% (10/108) B X UF11.7
% (12/108) T, MEHBMICHFEZRAONE2Ho
A

BiERLE (RL%) X GFLX ¥ 77.1% (81/105) ,
LVFX # 79.6% (82/103) TR XM HMIcHEEZITA
bhlehor. GFIXDEIEAB L UVEEREMRNY
REXIZ, BEN7VF0x /0 RAERO_EEHR
EBERCP DR (2IZEARETH 5 7. £/, GFLX
D—RERRBRTORBIERARIAEIL3.6% (65/1,583)
T, HILSER 2.1% (34/1,683), HRAEMER 0.6%
(9/1,583), BL#E%DBEIE 0.6% (9/1,683) TH D BE
Fo7rviox/)o s REERLIZZARETH-
ok o gndudr/orREEECHELE LS
ERLBEIE? 2 ELOREROALR TV VS
YGFLX RESHICBVWTHICERKELMEL 2500
BRRrweEZLNS, FICHBBEEIBICOWTI, R
ROBMWERD L L LN LATFRAIESH, ZhhkE
FMRAREED 1DIChoTWEZ b, SEDZ
EEREBRABEROALZ LT, —BEBKRABRERLS
HT, TOEMNEHEIRZbDLEVE LI,

A F %X GFLX # 93.5% (86/92), LVFX ¥ 78.2%
(68/87) THEMHBMICAEENALNT:,

8, 6 PAVAICBOBRIZSML-66B8 L UE
BE50 10 %R 2R EEF 220 DOBRKRH R B
TUHFRAHEICOWT Intent to treat DN 24T o 72
(Tables 23,24), EDRERITBWVTH, GFLX ¥ 87.5
% (98/112) , LVFX # 75.9% (82/108) DAE%HET,
FSHIRIELEH, S5, AHRIIOWT, y*BRE
BIUURERToET A, MERABMICHEEN
Abht: (p=0.0261, x*HKE - p=0.0009, U KE),.

DEDR#IE, GFIX RO 7 VA a®/0r %k
HERICHEL, TOREFEEOZRPIEARFOEN
WCHRTAENHES, BREF2GEABEL EOBRMYE

Clinical efficacy (intent to treat)

Treatment No. of Clinical efficacy Efficacy Statistical
group cases excellent good fair poor unevaluable | rate(%) analysis
p=0.0000" (A=0.10)
GFLX 112 24 74 3 2 9 87.5 90% confidence interval
0.0302~0.2013
95% confidence interval
LVFX 108 15 67 7 16 3 75.9 0.0138~0.2177
p=0.0261", p=0. 0009”

Efficacy rate: (excllent + good) /no. of cases
"Pest for clinical equivalence, "y’ test, *U-test
GFLX: gatifloxacin, LVFX: levofloxacin
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Table 24. Usefulness (intent to treat)
Usefulness

Treatment No. of cases T Usefulness Statistical

group . Markedly Useful Blightly Useless unvaluable | rate (%) analysis
useful useful

GFLX 112 19 77 3 7 6 85.7 p=0.0451"
LVFX 108 14 67 7 17 3 76.0 p=0.0208"

Usefulness rate: (markedly useful + useful) /no. of cases
Vy® test, VU-test
GFLX: gatifloxacin, LVFX: levofloxacin
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The present randomized, double-blind clinical study was conducted to compare the clinical efficacy.
safety, and usefulness of gatifloxacin (GFLX, AM-1155), a new 8-methoxyquinolone, with that of
levofloxacin (LVFX) in chronic respiratory tract infections. GFLX was administered at an oral dose of 200
mg. twice aday, and LVFX at an oral dose of 100 mg, three times a day, for 14 days. The results obtained
are as follows:

1. Ofthe total 227 patients enrolled, 183 were eligible for evaluation of clinical efficacy (GFLX group:
93, LVFX group: 90).

2. The clinical efficacy rate was 98.9% (92/93) in the GFLX group and 77.8% (70/90) in the LVFX
group, and the difference in clinical efficacy between the two groups was significant.

3. The bacteriological elimination rate was 90.9% (50/55) in the GFLX group and 85.4% (41/48) in
the LVFX group, and the difference between the two groups was not significant.

4. Side effects were noted in 8.0% (9/112) in the GFLX group and in 9.3% (10/108) in the LVFX
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group, with no significant difference.

5. Abnormal laboratory findings were observed in 14.7% (15/102) in the GFLX group and in 11.7%
(12/108) in the LVFX group, with no significant difference. The major events were mild elevations of
transaminases.

6. The safety rate (“safe” in the overall safety) was 77.1% (81/105) in the GFLX group and 79.6%
(82/103) in the LVFX group.

7. The usefulness rate (markedly useful + useful) was 93.5% (86/92) in the GFLX group and 78.2%
(68/87) in the LVFX group, and the difference in usefulness rate between the two groups was significant.

Significant differences were observed between the two groups in clinical efficacy and usefulness rates,
but there were no significant differences between the two groups in the incidences of side effects or
abnormal laboratory findings. These results indicate that GFLX is one of the most highly effective drugs for
the treatment of chronic respiratory tract infections.



