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WIEBAEB ARG X UKL, B RRBES AR, ©ERXER AR,
DARRKEE AR L UM, 0 B AR KA B AR

O ERRES RS L UBENRRY, © JENGK M R GRAT IR 23 & UOBR ML,
VRABEMREE AR S L UNERR, OERKER PR, ©RBENKERALEE,
YRFARASRERE L ¥ —HIRR

YRXMEE, vaybo-2—,
RARELHRRRE, EFIRHERR X v /—

(PRR84 10 A 14 ARt - PR 9% 3 A 27 HRA)

Za—%/) 0 RERPME grepafloxacin (GPFX, OPC-17116) Dligkicxid 2 A%tE, B2k
BIUHRAEZEBNICHNMET 5 BT ofloxacin (OFLX) A HEL LAZEEREBAREERL
o FY: - IR, GPFX1H 300mg1 H1H, OFLX1H200mg1 H3@m& L, KAl LT 148
MgOfks L.

1) RIER 256 FIRERIRZD RMHT AR 225 FIOMIKR)RIZ, GPFX # 96.4% (108/112), OFLX ¥
92.9% (105/113) OEMETH -2, MBHMICARZRALNT, AHEOED 90% EHEMIL
-14%~84% ThhH, FERIRIES N,

2) MIEENZRIE, GPFX ¥ 96.4% (27/28), OFLX ¥ 97.0% (32/33) OWHAETHY, M
MicHEBEZRA LN d o7,

3) ReHORBEIZ, GPFX ¥ 2.4% (8/125), OFLX ¥ 5.0% (6/120), BiKREMREEHDOR
BEi, +heh 15.8% (19/120), 11.4% (13/114) THH, WTFRICBVWTHHBEMICHEERA
bhiled ot 7, RLHI2, GPFX ¥ 81.8% (99/121), OFLX # 83.5% (96/115) NRKLETH
D, MBEGICHBEZRAOR RN,

4) AHA#Z, GPFX B 94.5% (104/110), OFLX # 91.0% (101/111) OFHETH -7z, WEHH
CEBZRAONT, FHEOED 90% BHEXMIX-2.2%~9.3% TH Y, AEREIKIEShI,

DEDOR#ES Y, MRICHLTGPFX1H 300 mg 1 H 1 Bl#¢5-i%, OFLX 1 B 200 mg 1 H 3 Bl

5 LA¥OBKRNARAEIHRZ S hz,

Key words: grepafloxacin, OPC-17116, ofloxacin, Ati#%, — EEMRLERARK

Grepafloxacin (GPFX, OPC-17116) %, KEREHKRX
SHICLI VRSN 2 —F /O Y ROGRIEETH
5. TOFMER Fig. 1 ISRLAXHE, F/U Y58
DEMIAF LV ELBALLALEWTHY, 1707
ok, 6 MIC7yEBLULTHIC 3-AFNERFT V=
VEEHELTWS, AAIZ, 75 2BHE, 77 2RBRHERES
SUMEAHEICH LTHRIEVWREARZ PV ERVWHED %
AL, BREMICIERT 59, 8IZ, Streptococcus pneumoni-
ae BEL /7 ARBRICEEED =2 —-F /0 BL DA
WHEHZRT?. 7, FHOGEE X CHBBITHIZR
HT, v F2ACERYRETIIRERCIRPRED
B5EERBRESHTHENRRBIN TS,

| - HCI - 1%H:0

F CO:H
CH, o
Fig. 1. Chemical structure of grepafloxacin.
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&L 87.1% (432/496) Thb, RHMHE, v 2375 X
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E3 %,
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1. MNRESVICKEME*

AR, ERA4ETA»SFH6E2 AETOH
Mic£E 66 BROEZRREXFAIOKEL B TEK
L7

1. NREBEHRBE

MRITER, BOW, MEEOEH, ANREMS,
MRiLMEITHE, CRP Kk, WE X M2 EH LW L2
RBUSERD B D 5 5 BAE 2\ U S E O MR RIEH &
L7 RREBE LTI, MEEHNE /275X
CRiRBLILZFIVTHMAT, EFMIFAE LT 16
BULE 80 BAWRE L, HHRARME Lz, ARBES
FFLVA, MELEEBBLTRLBERINARTD
ML, TROWTFRICHYTHEMINRY OB
H¥arokilih

1) TTICHAICHMEETH ) BRIWRETE 2V
iE B

2) EMKBILIAMENEEDLVITETHETR
BEROAEDYE -  REBOHEHEELERN (2L X
TENEE, PEMERER, HEHEICERL B
MR R B LK)

3) HERNVEDDTERTTFRLARLEXLONDEN
(7= & R IIPEBRALIZ & B PaCO: LR 2 )

4) EELF, URBRELATHEN

5 BEROF/) o FRRERIIHLTTUIX—DK
HEEAT HIEH

6) YFBPIUV—-FIIHLTH/ 0rREEHFEN
B E Sh7-fEH

7) REBRBEH SR OPEIEREIC & ) ERNYK
#LDoDdHLEN

8) HRFIAREERLTVWANEEDODZEMB LY
BALPOEH

9) 80 BAKRDEMTH o> THRMD DR
CHEBTALEIONIBELXETIN, HHVIEE
THIENTFHSNDEHN

10) Zoft, RBRELSEMHIFRE L TRELLH
Wi L2 EH

2. BEOREKE

ERBROERICH-->TiE, BEIT-REERAEA
CRBOABEBLIU GCP TED OGN -HEHIZOWT+
FHEL, HHEZCI AT 2 XEDH S VWIIOHET
B7.

3. WERENVBEL L UHRERDOZERN

OFLX ZxREL LTEELA-HHIZ, HRERT
bOMEEECHRBBREIES L TAREOTETLERE
T ABEAERAENRTED, /0 RERAE
EOPTHHEOBRIILSAHASHh, AH%BLU
REWIZOVTHEAIHLL TS 25 TH S, OFLX
ORY: - AR, FHEBRLLTHEASH, fiflt ok
BRABRICHHREL LTHVYORTWS 1 [ 200 mg 1

H 3 @5 L. GPFX 0 - Az, —BEKRK
BROBME L UCHREBAROEKE D, 18 300 mg
1H1EKS5E L%,

4. RIREH

BREFIEITROEY & L,

HREH: 1 P GPFX 150 mg (i) ¥ _FT S
TANDI—=F 4 VIR

A 1 $2 OFLX 100 mg (H1iK) #®FT 5
TZANDA—=F 4 VIR
WEAIBERBL 1 BRSE¥RIRE2LH 2D, £
NENRORHICHIETHSNMLEMINTELT 7 KR
FHERL, ¥ZV¥I—BEILLVBREERNORITE
HERFEL (Fig. 2)o

1EAZL LT 14 B AR LRI L AMICI
¥ [OPC-OF #& (Btig) OMO®E] LR KL 1B,
ARBRICHEA L GPFX RBIXUR Y I L KRITKE
BEREIY, OFLX REBL VBT 7t KRB —RE
W hRBEERIT

5. EFOEHHITE L URARR

RREMI 4 EATE 1LMEL, 3 Pa—F—Hf
ML GPFX Bt OFLX BMXRME %5 X ) IC%4E
BlcEoHT, EBFENLTERRICRALZ. 285,
EXE IR, 3 bo—F—PEEHICHBMLL
RBREAMIIOVTHE, BH, SRARL XORFRA
BEREEHKFEEFNEZHSE (RIERIHR) CHKEAL
oo TORKE, MEZOLHABICEALTVEI LN
gahis,

ayru—-5-—i, ABREFANOSHBROLEHNE W
EXOBRT Y, BELHYMHFT, F—a-FOR
FOoCCHY, ¥—a-FREBOF—-SOFREH
BLUBK ORI D=5 70

6. 5, KEHFELLTIRSYA

RBREHMIZ 1 H 3 BERgBICKSL, PRBEOA 4
£, BLAiZ1H2&ESLLE, 2L, OERS
BIZBWTRIAZI»OMATHESIE, AEICH
RBOSD 4 BEMATHOLL L 1 BIERE
GPFX # 300 mg, OFLX # 600 mg T, BHOZMM
CEAMTEMCERL-EAFTOEVHICRSL,

after after after
breakfast lunch dinner
e ©o
GFFXgowr \ A A A A A A
OFLX A A A A A A
group
o O

GPFX: grepafloxacin, OFLX: ofloxacin

@: GPFX 150 mg tablet, O: GPFX placebo tablet
A: OFLX 100 mg tablet, /\: OFLX placebo tablet

Fig. 2. Package of test drugs.
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BEMBEFRICERNTRBEBEI =V, BE
MEBEHETeCLE L

BEMMIEANE LT 14 HEE LA, BEDLL
REBOLDENULOBRENRRELE G I HE,
REERTIAREERERORTEMNREIHL, R
BEMFELLZnEHAN SRS, BEBIUE
OREPOPIEDOBH LMD - LHE, HBREROH
BENRBRTETERDLHACLANE, dovizEOM
RBREYEMABRESFILOLBEZREDHEICIRR
HYEMOHM THREZPLELT I L E L,
RL, ABEHZEDEHUBLTHETZ2HAII,
RE3 HFULEESLABRITISLELA,

7. PEAERB L UALE

RBREHNESRHUPRBOBEES L UARER R
Fu4 F, ebREIOT) YNEAOFRHIZMEIELR,
7L, streptomycin, kanamycin, rifampicin,
enviomycin, lividomycin, capreomycin B X U
viomycin AN DHRBABALTH I WS EE L,

T, AT FRIEER, HRBEH, MMHRA
A, BRI EEAROHBRDRICHEEBLELI2TER
Motz ITAZ L L L. £8A, HBH, A
THRA, HRBDBREZAHSZVERBBRA 2 DR
BEDLZIEEL, £oft, RAIE L THREHH
RGRO - DO ZABII#ET, PLEBIREL
EECIRERICERTAILE L,

8. HIKEROBIRDS L UBKRE

1) BREROBIE

TRHEBOBEBIUTHMEZRME LTEHITH C
L, At dARERZSHEMN, &5H
W3 HM, 7THHRBIU 14 Hit (F135RTH)
BUBEE L. 8, MEOHICEBVATELES
i, AIEF-RRBCEBTLELEL, MHE2D
BHT 14 HRRTHREZPIL LGS, H50idfuH
WEBLAHAICE, PERCLTERELITHER
fiackElis

BRRERDBE U T OIS > TRRHFL

(a) fAiR: WHEIE LT 1H4MEME (EHE L7
L, BEITNI 1B 2EHETO I DEVEL,
AERICREAROARZBRTHLE LT,

(b) ®ok: + (ERIEESIhIEE), +, -0 3
Bp

(c) Weskik: w (=100 mVH), # (<100~=50
ml/H), # (<50~=210 mI/A), + (<10 mV
H), — (BWEEL) O 5&FE

(d) meEtEk: B (P), BB (PM), i (M)
D 3 B

(e) FREEE: + (BEMRORE), +, -0 3K
3

(f) M. +, -0 2Bk

() WEBIH: +, +, ~DIBH

(h) F7/—¥:+, - D 2B

(i) BIAKEEIR: +, - 2 BRF

(£)~3i) NEREZRBMALEMOHMICEIZONE
L7
EFOMOERIZOWTIE#, +, -D 3 BB THE
ThILEL

2) BREEME

BERENE/EE B L UKKEH 2R LA (Table 1),
WFhOBBFHEBIURERHOMENDHICKET
BILlLiH, EBATRLBESICIREOMNHIA
BRBBICERTAC L LA, £/, HE5MBHRICE
REAEBLZREEH L VOB, TREZ2RYER
BEARBRESNMEICHTSETIAFRAELITY, R
BREFLORBRMBRLIOVWTRFTASEE L
B, REEHIIOVWTIE, BRILEREER [HE
KICLI2BBRIEMCHE TR, BEAREHEARKO
Lipd 3 DA At 2P A

RBREH & ORBBRIZKD 5 BERCTHEL, (OH
SENICHEHY] 26 [ONEHLL LN W] F
TEHRRREEREERD L L.

OH S IcBED H

@%7MED Y

@MAESBHH L

@MELZVH LW

®OmMEL L

3) WS X BRE

S X ROBELRARRICA Yy v FTHLLEDBI,
BELABE (LEXShIMATI-BZHBEED)
REFARFBASCRHT I E L L

4) MEFMNBRE
ABREFZEHB, 59 (3 BEBI 7 BH)
BIUBSHRTRICERROFEICLY, BEPOM
BOSM - FIE - ARBEZITV, TOHELRIL
Pzo PMLBLRERAES X UHEZREBIIHER
AERREY V7 RS REH: HOB—) IKF3
IL—- PEREBICTENL, —HBLTHREB LT
GPFX & OFLX @ MIC 1% £H#iL7=c MIC iZH &
b REF R (EEER 10° CFU/m], £X¥F
WAERE) L2 THEL X,

5) BEPEER

BeE5 Mk, BENBICHMEEROFELHRZT 2
ZrE L, BENERIRBELLEEICIE, FOER,
HE, B3, ABREFORS., HEERICHT 28
#, EROBAB IURREAN L ORRBBKRLLER
ERICEBTAILLLA:, B, FRIL LTERS
HRTAHEITEBRET AL E L. EROBE R
(BE] [PEE], (EE] 0 3BRRETHEL..
ABRER L OREBERIIRD 5 BRETHEL, [OH
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Table 1. Clinical study items and schedule

Item Day of treatment Before | Day8 | Day7 | Day 14
Chest X-ray ] o { ] .
Sputum culture ([  J o [ J
PaOs o} 0o O o
Arterial blood gas PaCOs o] @} (@] o]
pH ©) @) ©) ®)
erythrocytes o [ [
reticulocytes o o [ J
hemoglobin [ ) o {
Blood analysis hematocrit [ o o
leucocytes o [ ] ([ J ®
differential leucocytes ® o [ ) o
platelets [ ] ] (
ESR (1h) [ ) [ ] [ [
CRP [ [ [ ] ®
Mycoplasmal antibody | IHA or CF [ ] [ )
Chlamydia antibody O ©)
Cold hemagglutination o o
8-GOT ] ® [
Liver function test s-GPT hd hd b
ALP ® o [
total bilirubin ° { | ]
BUN L) { [
Renal function test
s-creatinine [ ] o o
Blood sugar @ o o
Serum electrolytes (Na, K, Cl) [ ) o [ J
protein L J o (
glucose o o (
Urinalysis
urobilinogen [ ] o o
sedimentation O O O
@: essential, O: as often as possible
CHICHEDHD | »o [ONEDZIDLILZV] % 0“1, 3F: 3

BfEE L L7

OB LHIITHED Y

@%5MED Y

COMEH L, D L e

@BEZ VS LW

®BELR L

9. FHlEHEBIUEDORYE

1) ABRHEYEKMICE2H%E

AR LB A (3 AR 5 BMhET, &5 14 A#kd
BVRHERAICTREOEBICOVWTHELS:, &0
BE, TERZR)EABRERHRACRABREREILE
MzatHBEMCE ) +2RFDS ZAEL,
ORBRIEH e 5 B MRy ) EAE BE

1. B4, 2. P%IE, 3. i

BRIRFER, WS X BB L UCE0MOREFROES
EHELRDABRBLIUHESETHEL .

1. &%, 2. 5%, 3. RLAH%, 4. %%, 5 HEFE
OB £M%h R
BEBOHEEEZDLIKD 4 BRB I UHELSRT
HEL, .

LiHK, 2. 84BN E, 3. A%, 4. BXR,
5. HIEARE

@%eh

FEMERS X CBRERREEOEBLE D LITRD 4 B
BB IUHERETHE L.

1. R2TH2 FINERPEKEREHEREEDI L
VWEA)

2. 2I2RETHS FHEERPCHBEAREERAEED
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PROOLNTHRICARELZVTREERETEAL
Be)

3. CPrHENHD (LEELTHELRRTE N
)

4, MEXEHD BEEOPRILICESARE)

5. HETRR®

GOFHM%

MR RBIURESHED L ICKRD 5 BB XU
ERRETHEL .

1. 2bDTHHAE, 2.5, 3. °LHH,

4 HRBZL, 5. 8D, 6. HERRE

2) ERRBNBARICL M
ENRNERSE (BR: MRET, X 3B, XY
—, BE % =ZAXE, RNBAKE K ¥ BFE
B) 3, ARRTHR, AREERRE B L URRE
YERMZE7I74 Y FELAMERB L UMW X W2
b, EFIRHZAROMVROBHEICK L TTR
OHBDHEERTT -
OBMBOHE L BT READORE
BERHMRTOBKEIR - ArR, B X 8B L UK
BRESRY>OCBNBEREL . T2, BREMKE
BCL2doT, BEMABCHEEDR, &% Bk
B, BRREBEREER) L UAHECOWTHME
OHRICHT ZRBIZOVTRIT L.

QW X RigDOHEY
ERZ»ORUSNALEFHORE X BiZOWTH
s, BESL, BREEHBZLET, 1 HTLICHEEL
T, BREOLS) LBREOHREBELT 0 A (EW)
7510 K (RERE) T 11 BBCHEALL. 50,
5w, R5#F-EEPERICERER 11 BEO
FRxfTo7
ORRIEBMERE, BWKDES L UMBEENIROY
E
BERBATOMKER - BT R, Wi X 85 X UK
REBRE, ORPEOREEL (B, [HHE]
[EfE] D 3 BBEICHEL. 72, BWKER - R,
B X BB L UBKRERROEBLEBRL T, WK
WRE [ER], [HH], [RRHEY] LU (&%)
D4 ERECHEL, MBEFNPHREIERBOWHKRELE
BLBERICOWT, [HER]), RAP T8 HEL

[RE] BIU THER] D4 BBCHREL.
@RER B X UERREMREE RO E
BV, RBREYEMARERL M EERONE

(R, BE, RN, 0K, #8%) biInT

RBEN OB L UKEREHEL . BER

EMREERL, REAMEERBOERMENMKL,

BEEBLIURBREN L OREEICOVWTHEL %,

FORNEWIZ, BRILERELE (HHERICEIH

BIEFICBITARER, BEREMREDOHEEE]Y

g 2R A
OHFARNHE
RN, BEMRLIAGEHBIUVERREBRYE

EMOEEEELMRL, JRED-HHENE XK

(Table 2) ¥ LT, [EbDTHAL [HH], 2%

AR THEZL) BEU [MEHH] © 5 BRIC

gL 7.

UEDERHFFEHICOWVWT, EFRFBZRLDAE
ERBRHEYEMONE L OHEICH L TRIRE YK
CHEREKEL, HEOK—LEITo

10. R, RBLUVEKREMEORER

AREYEMAIAERICERL B4 OBKRER -
FIRBIUBRKRER ML —ENEHE (Table 3) ICX
DEREMELT, B5MB3 HE, THRBL 14 H
BDRAIT7T—DHEBE D LITHEFELRET L

11. ¥—a—-FoRH

EARFTERARICL 2504, EAOMYHFVBE
CHEANABFICODWTARBYEM L IBRD I 2, HE
DHE—LZITVWREADF— 7 ZEEL =%, a2~}
B—F—2& ) F—a—-FHREPFINL,

12. ¥—% Ons

F—a—-FRAHKOT— I, a2 bo—5—
DEBODH LICKENEARISH FHERRBHR Wit
BT NERL 22

1) HRETF

BRZ R R RAICOVT, FOREERLLY
RS ABROBIENT R 2 YOFRAFICHLTH
BHROKBET o720 A7) —CHERERENELET
ZERFICHLTIE UKREE, £ THVEAFIIHLT
By REZHVA, B, RECBI2HEAKEIR
15% OWBBRE L L7z,

Table 2. Criteria for rating usefulness

Adverse reactions and/or abnormal laboratory findings

Clinical efficacy

excellent | good | fair | poor | unevaluable

No + + + - ?
mild + + + - ?
Yes moderate + + - - -

severe

- - X x x

+: very useful, +: useful, *: slightly useful,

—: not useful, X: undesirable, ?:unevaluable
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Table 3. Criteria for evaluation of clinical manifestations and laboratory findings
Grade
Manifestations - * * * w
Body temperature (C) <87 237~<38 238~<39 =39
Cough - + +
Volume of sputum - <10 mVday (+) | 10~<50mlVday (+) | 50~<100 mlday (#) | 2100 mlday (#+)
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +
Cyanosis - +
Dehydration - +
WBC (/mm?*) <8,000 | =8,000~<12,000 212,000~ <20,000 220,000
ESR (1h) <20 220~<40 240~<60 <60
CRP - T~ + 2+~3+ 4+~5+ <6+
(mg/d1) (0~<0.1) (0.1~1.5) (1.6~1.0) (7.1~14.0) (14.1~)

M: mucous, PM: mucopurulent, P: purulent

2) FEFMHEE

FEFERE BRI R, MEENYR, Rehs
JUFRHELL, ThZhAHXE (H%]) DEo%k),
WHEAE ((HE]+[HZR] 0X), RLX ([£LT
5] OX) BIUHFHE ([FH] LLoX) oL
Tx* BE (HRAERN 5%) 2HCTHBEMOLE
EiTolzo 612, BMERBRBIUAHAKICOWVT,
MBOAYEBIVCEEEOED 90% EHRXML#E
L, BRMICHFRINLZER 10% L LTHEMHOKRE
257572

3) BIRMIFMEEE

BIRMFFMEE & LT, BRMHBIIERY, HEE
B, XKL - AEOHFENB I UEEBEOREET

ORNMFTEIT o7, MEENHRB LURHOW R,
EREOMEN CRYMKEIT - 72 RAMITIE,
e (HEAEEE 5%) 2HOWTHEMOLKRET -
2o BRRER - TRBIUBEKRERMOYEELHE
HL, ##5 3 H#, 7THHBIU 14 HBICBIIA2%#E
KIIH LTy RE (ARKERN 5%) £HTHE
MORBEIT- 7. 7, BEABIUVERRERAR
HERORBEIZH LT Fisher DEEHEIHHNYE (F
BAKETN 5%) 2HCTHRREBAOLEYIT- 7,
IL & B & &

1. EFMRS X UMD kv

RAEPI% 256 B! (GPFX ¥ 130 1, OFLX ¥ 126 #4)
Z2oWT, EARFBZARITREBIUEMOR D

Number of patients Number of patients Statistical
evaluated excluded test
(Fisher’s exact test)
Clinical efficacy GPFX 112 GPFX 18
OFLX 113 |*° | OFLX 13 |**| p=0.446
Total 225 Total 31
Adverse reactions GPFX 125 GPFX 5
OFLX 120 |** | OFLX 6 |**| p=0.766
Total 245 Total 11
Total no.
of patients
Laboratory findings | GPFX 120 GPFX 10
GPFX 130 OFLX 114 |** | OFLX 12 p=0.660
OFLX 126 Total 234 Total 22
Total 256
Safety GPFX 121 GPFX 9
OFLX 115 |** | OFLX 11 p=0.646
Total 236 Total 20
Usefulness GPFX 110 GPFX 20
OFLX 111 [** | OFLX 15 |**| p=0.469
Total 221 Total 35

GPFX: grepafloxacin, OFLX: ofloxacin

Fig. 3. Case distribution.
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WERBLAKREENORBE L LTRLA (Fig. 3).
M REZHUEHEANICAD L, BEKZR 225 Al
(GPFX # 112 #i, OFLX # 113 #1), EfkME 245 #l
(GPFX ¥ 125 #l, OFLX # 120 #l), KGEMREMRAN
234 # (GPFX # 120 #, OFLX # 114 #1), &4
236 #1 (GPFX # 121 #I, OFLX 2 115 #1), &A%
221 % (GPFX # 110 #, OFLX# 111 #l) T& -7,
E, EFEHBICBVT, WROMITHRY SBRH
LEFABICRY RAbhid o,

ARAPORREENEHBNIC—HELTRLA
(Table 4), BREERIRBNAROANRIE, BEHICLIR
MBEPIEBLIUHREMETR 4 81, WBURERE
28, SRNER 12 5, FEBEE 160, FRFEM
i 3 pl, EREBEN 2 4, HAlLEMEER 3
B, WG LERERICE KB 1 5, ERER 1
#l, BFE¥ERK 2 B, D&F 31 # (GPFX # 18 #,
OFLX # 13 #1) THo7

2. HERZ)EMATHREAOH RE T

1) BEER

B R 2 RARHT A &R 225 IO BEFR AR L7 (Table
5 BRIMEEEEOFHICHBEMTRY (p=0.071)
AZH oM, TOMOEE TIRIWEMICHED ZH
Shd ol

2) ABEAZESRBEROBKER - TR, BERE
HBLIUMEXBDOR2T —

FEREFELT, B5HBROBKER - rR, B
KREEB LUK X MOZX 27 —%/RL7 (Tables

8, 7)o MM LU CRP O CHBAICMY (Wi
p=0.089, CRP: p=0.021) A% bz, fhill, ¥
W, PR, PRMLIR, MPRIEKE, WEO®E, FT/
—¥, BIAIER, FMRY, Rits L WE X BROA
A7-OVFhORHICBWT, HHRMICEYIZADL
hixdhote, '

3) REMNBIUBRZUEIN

ER R RAFHT AR 225 PlicBLWTRABEHELR
7-fEHIIX 62 B (GPFX # 29 #, OFLX ®# 33 #1) T
»Hh, HMERY2 55 % (GPFX # 25 M, OFLX #
30 #1), MMARGE 7 # (GPFX ¥ 4 i, OFLX ¥
3#) Tho (Table8)o T, ThOHLEEEDTA
ik, MBEMICRED RALRED o, BBBEHIC
BiFrERE L LTIL, S. pneumoniae (24 H) %
>t b% <, KWT Haemophilus influenzae (17 #4)
Tholo

BEBLBEINLAE 69 KD D, GPFX BX U
OFLX » MIC flg%x £ L1387 36 ¥ (GPFX ¥ 16
#, OFLX # 20 #%) I22WT®» GPFX XU OFLX
DREMESFHICIX, WEHIEY XA ENIo
(Table 9)

3. EBRRZIER

GPFX BB R, [EX] 2561, [£%] 83 M,
[RREH] 168, &%) 3 HATHYEIL 96.4%
(108/112) THo7o —F, OFLX Bz [E%H] 26 M,
(A% 79 8, TRREHR] 18, &R 7 ATHHE
13 92.9% (105/113) T#H - 7> (Table 10), HEMIC

Table 4. Reasons for exclusion from evaluation

No. of patients

Clinical Adverse Laboratory

Reasons . i Safety Usefulness
GPFX OFLX total efficacy reactions findings
Treatment period insufficient due to slight adverse reaction 1 0 1 x O O O x
Treatment period insufficient due to adverse reaction 1 1 x O O @) 'e)
Treatment period insufficient due to adverse reaction and con- 1 1 x O x O @)
comitant medication with antibiotics
Treatment period insufficient due to adverse events 1 0 1 x @) O O x
Failure to return after the first visit 0 2 2 x x x x x
Disease excluded from inclusion criteria 5 4 9 x @) O O x
Disease excluded from inclusion criteria and insufficient labora- 1 1 2 x @) x x x
tory data
Disease excluded from inclusion criteria, insufficient laboratory 0 1 1 x O x @) @)
data, and adverse reaction
Severe symptoms (pneumonia) 1 0 1 x x x x x
Inappropriate for efficacy evaluation 3 0 3 x O O @) x
Severe underlying disease 1 1 2 x x x x x
Use of quinolone prior to study 2 1 3 x x x x x
Chemotherapy prior to study 1 0 1 x (@) @) @) x
Age deviated from criteria (<16 years old) 0 1 1 x x x x x
Use of prohibited concomitant drugs 1 1 2 x x x x x
Insufficient laboratory data 3 4 7 @) @) X x x

O: evaluated, : excluded
GPFX: grepafloxacin, OFLX: ofloxacin
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Table 5. Background of the patients (1)
I Treatment group GPFX | OFLX Statistical
tem
No. of patients 112 113 test
male 57 61
=0.741"
Sex female 56 s2 | PO
16~19 8 1
20~29 13 11
30~39 25 19
40~49 12 18
- b)
Age () 50~59 16 13 | P03t
60~69 19 26
70~179 21 22
80~86 3 3
39 6 8
40~49 23 27
. 50~69 24 30 p=0.340"
Body weight (kg) 60~69 23 17
70s 12 12
_______ t;r;known 24 19
bacterial pneumonia 98 97
Diagnosis mycoplasmal pneumonia 13 14 p=0.831¢
chlamydial pneumonia 1 2
mild 66 52
S ity of ill =0.071°
everity of illness moderate 46 61 p=0.071
Underlying disease without 71 67
. . p=0.6210
and/or complication with 41 46
out 57 49
In/out patients in 45 57 p=0.281"
out+—in 10 7
. no 91 88 0737
Pretreatment with yoa 14 15 p=0.
antimicrobial agents ------------------do-- b
unknown 7 10
without 59 54
C itant dru =(.548"
oncomi gs with 53 59 p=0.548
History of aller no 110 113
. -~ & p=0.474"
in the past yes 2

v x*test, ® U test
GPFX: grepafloxacin, OFLX: ofloxacin

EFREZRZZDOLNT, FHEDZE (GPFX ¥ - OFLX
) 0 90% BHEXMIZ-1.4%~8.4% TH Y, KKK
WKHBEShEER 10% L LIBEORSEIRIESh
7=

1) HBBIERRE)R

KEBRICER L7-BRFREZ~R LA (Table 11),
P Do L DE D> - MBAEMEDOELREIZ, GPFX
H 96.9% (95/98), OFLX # 91.8% (89/97) T&hbh,
ROTEABDE o4 2375 A<M RDOERFE
¥, GPFX #T 92.3% (12/13), OFLX # 100%
(14/14) TH oo WTFhOKBIZBVWTHHEMIC
ARERALNED o7 T, 25IVTHIR 3 A
(GPFX ¥ 141, OFLX ® 2 ) 1, £PAMULTH

o720

2) HEAEEJIERKRLYR

BREEOEERENICEHNL-BRYREZRLL
(Table 12). BEMIZHB T 2 5%¥ik, GPFX ®
98.5% (65/66), OFLX # 96.2% (50/52) T ->7%.
F7:, PEETOAREIL, GPFX ¥ 93.5% (43/46),
OFLX ¥ 90.2% (55/61) TdhH, wWFhilBWTHWH
BMICHERERAOK D o7,

3) EMKE - AUHREOH EIEKER

EREE - EHEOHEINICER L -BKRH R LR
L7: (Table 12), £BKE - 40k (] TOADE
X, GPFX ¥ 95.8% (68/71), OFLX ¥ 98.5%
(66/67) Thotzo 72, [H] TOEREIX, GPFX
B 97.6% (40/41), OFLX # 84.8% (39/46) T& Y,
WTFRICBWTOMBRICERZRALRE> o7



VOL. 45 NO. 6

Bligeic 3t B grepafloxacin @~ KEMILBAAR

451

Table 8. Background of the patients (2) (Primary symptoms and signs)

- Treatment group | GPFX | OFLX | BStatistical test
m
No. of patients 112 118 (U test)
<387 26 16
87~<38 53 56
p=0.186
Body temperature (C) 38~<39 26 28
<39 8 10
unknown 1 3
- 7 5
+ 53 63 p=0.702
Cough + 52 54
unknown 1
- 19 11
+ 51 66
Volume of sputum +* 36 30 p=0.993
+H 6 6
- 1
- 19 11
M 16 13 0.476
Property of sputum PM 39 53 L
P 38 35
unknown 1 I
- 91 89
Dyspnea + 19 24 p=0.695
+ 2
- 73 86 0,089
Chest pain 38 27 p=o
unknown 1
- 48 40
. + 54 60 p=0.316
Rales " s 9
T T TyTp RN REpEI Ry s gy S
unknown 2 4
- 109 108 0.321
Cyanosis + 1 3 p=o
unknown 2 2
- 101 98 =0.626
Dehydration + 9 11 p=b
unknown 2 4

GPFX: grepafloxacin, OFLX: ofloxacin

4) RREPIEEKZR

RREIHH L 62 FIORREPIEKRSREZRL
(Table 13), WHEERICH T2 H%%Z, GPFX #
100% (25/25), OFLX # 96.7% (29/30) T&h, ¥
BERREZEDL-LBEOEFHEIX, GPFX # 100%
(29/29), OFLX ¥ 93.9% (31/33) T, w»ihitbw
TORBMICABZERALOR Lo

4. KRRER - R, BRREMS X WH X #o
NEE

BRIER - TR, BEREMS X UHE X RO E
BERL (Fig. 4)o WHEEIILSFAMBATICHES 1 B
B EX#EE L-BA2RELL, FFEAICBNT

BERGERH»SOERN [ER—~E#] $7212 R
B THHoLDbDRPIBIOBRVTHEELEH
L, %568 3,7, 14 HEBIUCRSRTHOREE %
MEMTEERE L. $XTOFBICBVWT, Wl
MICAERZRAON o7,

5. MEEMZHHE

1) EREHMEENZR

REEFHBL: 62 ERADH b, BREABOHELR
HO 1 FAZBRW 61 HORKEFMBELNHREERL
7 (Table 14), BEERLE S LEOMBE L%
i3, GPFX ¥ 96.4% (27/28), OFLX # 97.0%
(32/33) THYH, MBEMICAHBZRZIAOhLE D o1,
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Table 7. Background of the patients (3) (Primary laboratory parameters)

Treatment group GPFX | OFLX | Statistical test
ftom (U tost)
No. of patients 112 113 test
< 8,000 53 44
~ 38 49
8,000~<12,000 p=0.204
WBC (/mm?) 12,000~<20,000 17 16
220,000 1 4
unknown 3
=19 14 8
-~ 19 29
20~39 p=0.545
ESR (1h) 40~569 19 26
=60 48 41
"""" unknown | 12 9
- 1
x, 1+ 16 7
2+, 3+ 47 37 p=0.021
CRP 4+, 5+ 31 47
=26+ 16 20
"""" unknown | 3 1
0
1,2 15 13
3,4 78 77
' p=0.253
Chest X-ray 5,6 15 20
7,8 2
9,10
unknown 4 1

GPFX: grepafloxacin, OFLX: ofloxacin

Table 8. Distribution of causative organisms

. . Statistical test
Causative organisms GPFX | OFLX
. (x* test)
Monomicrobial infection 25 30 0.856
Polymicrobial infection 4 p=
S. aureus 2 4
GPC S. pneumoniae 10 14
E. faecalis 1
E. coli 1
. . K. pneumoniae 2
Monomicrobial .
K i H. influenzae 8
infection GNB i
P. aeruginosa 1
X. maltophilia 1
S. marcescens 1
Anaerobic X .
K B. melaninogenicus 1
bacteria
S. aureus +S. pneumoniae 1
S. aureus+M. (B.) catarrhalis 1
. +K. i 1
Polymicrobial S. aureus pneumoniae
. . S. pneumoniae + H. influenzae 1
infection ] )
S. pneumoniae+M. (B.) catarrhalis 1
S. sanguis+M. (B.) catarrhalis 1
H. influenzae+M. (B.) catarrhalis 1
Total 29 33

GPC: gram-positive cocci, GNB: gram-negative bacteria
GPFX: grepafloxacin, OFLX: ofloxacin
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Table 9. Sensitivity distribution of causative organisms

MIC (ug/ml) Statistical
Tested Treatment l test
total
drug group 50025 005 01 02 039 078 166 313 625 1256 26 60 1005 . .  (Utest)
GPFx =~ OTFX 5 2 1 5 3 16 N8
OFLX 6 1 4 8 8 2 1 20 p=0.660
OFLX GPFX 4 3 3 3 18 NS
OFLX 3 3 6 2 3 3 1 20 p=0.796

NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

Table 10. Clinical efficacy

Treatment Clinical efficacy No. of Efficacy Test of clinical equivalence (A 10%) Statistical test
. rate* Efficacy rate difference (GPFX-OFLX)
ETOUP  excellent good fair poor PRCeNts (%) (90% CI of the difference) xttest U test
GPFX 25 83 1 3 112 108/112 (96.4) 3.6% NS NS
OFLX 26 9 1 7 113 105/113 (92.9) (-1.4%~8.4%) p=0.382 p=0.730

NS: not significant, *(excellent+good)/No. of patients, CI: confidence interval
GPFX: grepafloxacin, OFLX: ofloxacin

Table 11. Clinical efficacy by diagnosis

ini Statistical
. X Treatment Clinical efficacy No. of Efficacy 1o
Diagnosis i . %) test
group excellent good fair poor Patients rate* (% (x* test)
] ] GPFX 21 74 1 2 98 95/98 (96.9) NS
Bacterial pneumonia
OFLX 21 68 1 7 97 89/97 (91.8) p=0.208
Mveonlasmal , GPFX 4 8 1 13 12/13 (92.3) NS
coplasmal pneumonia
yeop P OFLX 4 10 14 14/14 (1000  p=0970
Chl dial i GPFX 1 1 V1
am; neumonia —
yaap OFLX 1 1 2 22

NS: not significant, * (excellent +good)/No. of patients
GPFX: grepafloxacin, OFLX: ofloxacin

Table 12. Analysis of clinical efficacy according to severity and underlying disease and/or complications

ini Statistical
Treatment Clinical efficacy No. of Efficacy ahs
Item . . (%) test
group excellent good fair poor Patients rate® (% (x?test)
2d GPFX 11 54 1 66 65/66 (98.5) NS
mi
OFLX 7 43 1 1 52 50/52 (96.2) p=0.834
Severity
GPFX 14 29 3 46 43/46 (93.5) NS
moderate
OFLX 19 36 6 61 55/61 (90.2) p=0.795
h GPFX 19 49 1 2 71 68/71 (95.8) NS
: without
Underlying OFLX 21 45 1 67 66/67 (98.5)  P=0.654
disease and/or
L. GPFX 6 34 1 41 40/41 (97.6) +
complications with
OFLX 5 34 1 6 46 39/46 (84.8) p=0.092

+:p<0.1 NS: not significant, * (excellent+good)/No. of patients
GPFX: grepafloxacin, OFLX: ofloxacin

75 LABHEOELEIX, GPFX B 100% (12/12), 2) BEHENOWE

OFLX # 100% (18/18) TH o7z 77 ABRUE DM BREDHRIHZ SN 68 KOBABNNELZ R
%:¥x, GPFX # 100% (12/12), OFLX # 90.9% L7: (Table 15), 2#D{H%*EiZ, GPFX # 93.8%
(10/11) ThHbH, MBREICEEERAOhEd o7 (30/32), OFLX # 97.2% (35/36) T, MBI
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Table 13. Clinical efficacy according to causative organisms
- Effic Statistical
Causative Treatment Clinical efficacy No. of il
) i rate* test
organisms group excellent good fair poor patients (%) (x*test)
S GPFX 2 2 2/2 _
. aureus OFLX 4 4 4,4
s . GPFX 2 8 10 10/10 (100) NS
 preumontag OFLX 3 10 1 14 1314 (829) p=1.000
GPC
E i GPFX 1 1 11 _
. faecalis OFLX
GPFX 3 10 0 0 13 13/13 (100) NS
Subtotal
OFLX 3 14 0 1 18 17/18 (94.4) p=1.000
E. coli GPFX 1 1 1 _
. COLL OFLX
X , GPFX 2 2 22 .
. pneumoniae OFLX
Monomicrobial s GPFX _
infection - marcescens OFLX 1 1 n
GNB o GPFX 3 5 8 &8 _
- influenzae OFLX 9 9 9
X maltophili GPFX 1 1 1 .
. maltophilia OFLX
P X GPFX _
. aeruginosa OFLX 1 1 v
Subtotal GPFX 3 9 0 0 12 12/12 (100) .
" OFLX 0 110 1 1111 (100)
Anaerobic B. melani . GPFX _
bacteria . melaninogenicus OFLX 1 1 1
Subtotal GPFX 6 19 0 0 25 25/25 (100) _
u OFLX 3 26 0 1 30 29/30 (96.7)
Polymicrobial 2 species GPFX 1 3 4 4/4 NS
infection pect OFLX 2 1 3 23 p=0.876
Total GPFX 7 22 0 (] 29 29/29 (100) NS
o OFLX 3 28 1 1 33 3133 (939) p=0.530

NS: not significant, * (excellent +good)/No. of patients, GPC: gram-positive cocci, GNB: gram-negative bacteria

GPFX: grepafloxacin, OFLX: ofloxacin

EBERAONEP o7 77 2BHFEOH LG,
GPFX # 100% (16/16), OFLX # 100% (21/21) T
oo ¥72, Y7 2EHEIZ GPFX ¥ 87.5%
(14/16), OFLX ¥ 92.9% (13/14) THbh, WEHMIC
EREZAOLNL o7

6. ®eh

1) BIfEH

BT R 245 IS L, BIER [H] L LTHRES
N7=-FEFDOHRZR L7 (Table 16), BIEADRBREK
&, GPFX # 2.4% (3/125), OFLX # 5.0% (6/120)
ThHh, MBHORBARKIIEFEZIALN LD o7,
BIEHONEIL, GPFX #TRRRES 1 4, EBX - Eit
18, B%AFE 1 AxEHO6NE, —F, OFLX BT
X, DIV 1H, IV -HROA 1 H, BX  EH
18, TR 1H, 8816, EEBRR- EH 16
FH o, BIEADREEIX, GPFX # TIXEE 1 #,

FAEE 2 FITHY, OFLX BETIXEE 3 #1, P%K 3
AThot, 72, ChHOREAIR, WFhbAR
E5RT (hik) FTICEROWEEIFERZ SN,

2) BRREEREEY

B NR 234 0 H, BEKREERFEDHEHE
SN7-FEMORNRERL (Table 17). REEBHREB
*iX, GPFX # 15.8% (19/120), OFLX # 11.4%
(13/114) TH Yy, MBHCHEFEZERAONE» o7,
F2BEIX, WHE LFMRRNE, GOT - GPT O LH
T, WFhLBEETH-7

3) #“eh

BEABLUVRAREMREEHZHRLTHEL
TeReH%#R L7 (Table 18), B4 *iX, GPFX B
81.8% (99/121), OFLX # 83.5% (96/115) T& b,
MERICERZRAON R, o,

7. HH%
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Clinical Days Impmved{ Improvement rate (%) BStatistical
parameter | after | o CfPatients | 0 10 20 30 40 50 60 70 80 90 100 test
GPFXJOFIX| T T 1 1T 1T 1 1 T 1T 11 _(. X test)
8 | 74/87 | 74/98 o.q INS p=0.443
Body
temperature | 7| T4/81 | 83/88 X NS p=0.854
14 | 47/60 | 52/53 O NS p=0.569
59/103 | 54/108 O. & NS p=0.357
Cough 7| 82/100 | 80101 ‘\D\ NS p=0.747
14 | 58663 | 62/66 0 [NSp=0.942
3 37/94 | 43/101 el NS p=0.7587
Volume e O
of sputum || 6292 | 70/9 ‘o\‘\ NS p=0.604
14 | 49/58 | 54/65 NS p=1.000
Pro 3 64/94 | 64/100 o NS p=0.854
of ot | 1| 79092 | 8/os \-}o\ NS p=0.208
14 | 56/68 | 59/64 NS p=0.519
3 11722 | 16/24 NS p=0.397
Dyspnea 7 16/19 | 17/24 NS p=0.504
14 | 1414 | 13116 NS p=0.272
3 27/39 | 13/26 [NS p=0.193
Chest pain 7 36/38 | 23/26 NS p=0.657
14 | 24/26 | 17117 NS p=1.000
3 33/51 | 34/62 NS p=0.384
Rales 7 50/68 | 53/62 NS p=1.000
14 33/34 | 38/42 NS p=0.493
3 0/1 3/3 NS p=0.505
Cyanosis 7 1 3/3 —
14 1 2/2 —
79 | 1 NS p=0.844
Dehydration 7 9/9 10/10 —
14 3/3 6/6 —
3 34/38 | 43/55 Q NS p=0.255
WBC 7 43/54 | 46/56 { NS p=0.926
14 | 30/34 | 33/38 NS p=1.000
3 18/57 | 22/70 NS p=1.000
ESR (1h) 7 4179 | 49/75 NS p=0.127
14 | 45/52 | 42/53 NS p=0.464
3 56/74 | 62/87 NS p=0.651
CRP 7 81/98 | 82/89 NS p=0.086
14 | 5162 | 53/59 NS p=0.349
3 28/75 | 46/86 NS p=0.058
Chest X-ray 7 72/95 | 70/87 NS p=0.561
14 [ 50/57 | 55/61 NS p=0.897

®—@: grepafloxacin, OO: ofloxacin
NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

Fig. 4.

GPFX oA T&bOTHEAI21 &, [HH]
83 #l, [RRHM] 28, [HHELXL] 4 AT, AH
X (FHULEDOE) X 94.5% (104/110) THholo —
Ji, OFLX B3 &b THH] 218, [HH] 80 #,
[RRHM] 2 M, THHA%ELL] 8 BIT, AHXR
91.0% (101/111) T# -7 (Table 19), FBMICH
BEuAaohd, §HENE (GPFX ¥ -OFLX #)
D 90% EHX M2 -2.2%~9.3% TdhHh, BRKMIZEF
BENhLER 10% L L7-BE, AEESREES i,

. * %=

Jv7uxdy vURHARESR 2 —F /0 Rk
ERNEER, 772 2RBREROALRLTY, VT AKHT
BICHEARY KL LX), HERERE
RiEX I LD ETHEBMHERBRIE LS EHSINSD

Improvement of symptoms, signs and laboratory findings.

Lo, I, ARZLEL LARYEL2 MK
THBRTREL L LRBESFHSA TS, RES
BYJE T, Staphylococcus aureus, S. pneumoniae,
Moraxella (Branhamella) catarrhalis, H. influen-
zae, Pseudomonas aeruginosa s ¥ DHEMBEHEELE
REAELTREEICOMSNDD, kD=2 —F)
O RERPEE TIE, S. aureus, S. pneumoniae %
D77 0BEREBICHNTIREHR S ERELT,
HREEEDE - EBREL LTRA+STHE LW
bhTEk, COXIREROD LI, KENERT
B75 2REBICHNTIHRVHBEDE#F LoD, S.
pneumoniae REDY 7 ABGHEHICHWHBENEZRL,
S 51T, MRFRIECHBINRLED 2 BN THiM
BEBTHOEN-EHORREBKL, BELEDT
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Table 14. Bacteriological efficacy according to causative organisms
' Bacteriological efficacy Fradication  Statistical
Causa.twe Treatment decreased N<'>. of rate* tost
organisms group eradicated or partially unchanged replacement Patients (%) (x* test)
eradicated
S GPFX 2 2 22 —
. aureus OFLX 4 4 "
. GPFX 9 9 9/9 _
S. pneumoniae OFLX 14 14 14/14 (100)
GPC
E. faecali GPFX 1 1 11 _
. faecalis OFLX
Subtotal GPFX 12 0 0 0 12 12/12 (100) _
ubtota OFLX 18 0 0 0 18 1818 (100)
E. coli GPFX 1 1 1 _
. COLL OFLX
K . GPFX 2 2 2/2 _
. pneumoniae OFLX
Monomicrobial S. marcescens GPFX _
infection ) OFLX 1 1 71
U GPFX 8 8 8/8 B
- influenzae OFLX 9 9 99
P X GPFX _
. aeruginosa OFLX 1 1 on
x Jtophili GPFX 1 1 1 .
. maltophilia OFLX
Subtotal GPFX 12 0 0 0 12 12/12 (100) NS
unke OFLX 10 0 0 11 1011 (909) p=0.965
Anaerobic | B. melaninogeni- GPFX _
bacteria cus OFLX 1 1 ”
GPFX 24 0 0 24 24/24 (100) NS
Subtotal
OFLX 29 0 1 0 30 29/30 (96.7) p=1.000
Polymicrobial 2 species GPFX 3 1 4 3/4 _
infection pect OFLX 3 3 a3
Total GPFX 27 0 1 0 28 27/28 (96.4) NS
o
OFLX 32 0 1 0 33 32/33 (97.0) p=1.000

NS: not significant, *(eradicated + replacement)/No. of patients, GPC: gram-positive cocci, GNB: gram-negative bacteria

GPFX: grepafloxacin, OFLX: ofloxacin

GPFX "I s h iz,

AFX, Y7 2BNHERH, 77 rBRHEREB X UEAY
BicH LIBLEWHEAXRZ PVvEFLY, 94375
X=2w, 753IV72 N LTCHOHEVRBENERT L
BREEhTWS, &5, FAARBEOBRR I EN,
POMBBIELRIFTHY, HICHEMCHBES
HThZehgERINw, Chonmsy, AR
LROBHELLERE THLHHFEBFEYIEICHT S
BMEL LTE BRIV B TRENSRESH
720

4, R4 GPFX ORI 2584, €%
BIXUABABELZEHNICFET2HMT, OFLX 23
MEL LT_EEREBAREERL 2. GPFX O H
- ARICOVTIE, AFOmpHEEREAE 12
MEBFRAEAICHEBELTRCE, BERMESD

HMARTHESBIGEICH LT 1 B 1 @AkS5STHI%
BRHRVBONALZENS, H5EHM%E 1 H 1 EIC
RE Lo RIS, WHRFEEFEICHT S GPFX OF#
REERHETH7:0, BESERRELSRE LA
BRUBABREERLZ. TORE, THAHRKI1H
300 mg &5V HEYTHS L AN L, GPFX 1 H 300
mgl B 1 B¥S5Z28EL", HR¥EIZX, OFLX 23K
ARBRONRKETHIMECHEEAL, TOEER
KW TH5S S. aureus, S. pneumoniae, H. influenzae
RECHHEPERBINTWERREHATHAZ L,
BEAEZHRCABINTEY, TOFAKICHTS
FEDGHELL TWH L b2 ERLTERLL, %
e, TORY - AR, @XO_EHREBAB®
THARN RZESh, 2OoRHRLLTE(ZDON
Tw% 1 200mg 1 H 3 E#E5 & L,
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Table 15. Eradication of causative organisms
, . dicati Statistical
Causative Treatment Bacteriological efficacy No. of Eradication
) , rate® test
organisme group eradicated  persisted strains (%) (x*test)
S. aureus GPFX 8 3 3/3 _
' OFLX 5 5 8/5
. GPFX 11 11 1111 (100)
S. pneumoniae -
OFLX 16 16 16/168 (100)
1
GPC S. sanguis GPFX ! ! v -
OFLX
E. fuecalis GPFX 1 1 71 _
OFLX
GPFX 16 0 16 16/16 (100)
Subtotal -
" OFLX 21 0 21 2121 (100)
E coli GPFX 1 1 n _
OFLX
. GPFX 2 2 2/2
K. pneumoniae -
OFLX 1 /1
GPFX
S. marcescens —
OFLX 1 1 Vi
. GPFX 9 1 10 9/10 (90.0) NS
H. influenzae
OFLX 10 10 10/10 (100) p=1.000
GNB
P. aeruginosa GPFX
- aerug OFLX 1 1 o
GPFX
X. maltophilia ! ! mn —
OFLX
M. (B.) catarrhali GPFX ! ! 2 2
. . catarri LS OFLX 1 1 1
GPFX 14 2
Subtotal 16 14/16 (87.5) NS
OFLX 13 1 14 13/14 (92.9) p=1.000
Anaerobic B. melani X GPFX
. meian —_
bacteria tnogenicus OFLX 1 1 v
GPFX 30 2 32 30/32 (93.8) NS
Total
OFLX 35 1 36 35/36 (97.2) p=0.917

NS: not significant, *Eradicated/No. of strains, GPC: gram-positive cocci, GNB: gram-negative bacteria
GPFX: grepafloxacin, OFLX: ofloxacin

Table 16. Adverse reactions

Item Severity GPFX OFLX
Dizziness mild 1
Dizziness-Tinnitus moderate 1
Rash moderate 1
Nausea-Vomiting moderate 1 1
Diarrhea mild 1
Anorexia mild 1
Stomachache moderate 1
Abdomen feels enlarged-Constipation mild 1
No. of patients with adverse reactions (%) 3 (24%) 6 (5.0%)
No. of patients evaluated for adverse reactions 125 120

Statistical test (Fisher’s exact test)

NS (p=0.492)

NS: not significant

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

Item GPFX OFLX
WBC | 2
Eosinophils t 2 4
GPTt - Eosinophils ! 1
GOTt 2 1
GOT! - GPT!? 6 1
GPTt 7 3
GOTt -GPTt - ALPt 1
ALPt 1
Kt 1
BUN't 1
No. of patients with abnormal 19 13
laboratory findings (%) (16.8%) (11.4%)
No. of patients evaluated for

) 120 114
laboratory findings
Statistical test (Fisher'’s exact test) NS (p=0.347)

NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

ARBROBIEFABUL 256 FITH D, 31 FIAFERREY
FRZCI Y EYHFEEEE LTRASH, 225 #
(GPFX % 112 #1, OFLX ¥ 113 #l) % ERKRZROM
FaRe Lz MINKROFREAFDOI b, BREE
fERE, 5 FBEEOMWEE XU CRP O M) A3
HohizA, FOMOHEBIIBWTI, WFhimH
MicEY AR E» o, BERRIEIX, GPFX #
96.4%, OFLX B 92.9% &, WL bIcEh-ARE
Thol. MBRICAEZRALLTY, FHEOED
90% fEHKXMiZ -1.4~84% THhH, GPFX i OFLX
N LFASTHE I EMFRIES NI, B, OFLX O
ABR#®, BEoBAROKE (NEHIAE:
93.2% [fleroxacin LERE™®], 90.9% [sparfloxacin
HERBE], 93.1% [levofloxacin HERE®]) X3
ZRBROER»ER LN,

HRAFTRY OBD SN BYEKER, H5H
R DB 3 X U CRP D2 1220V T RN RIEIC
BLZTERERN L. BYERER, &5 WAk
D22V T, Mantel-Haenszel DH I & 5 XM
BREONEEIT - 7R, HAHEDOED 90% BBRXM
X, Th¥Nh-2.1%~1.1%, -2.0%~179% ThHY,
MIEN (-2.3%~7.5%) LRMICASEIRIEES NI
¥ 7:, H5MBAKD CRP 22V T, BIEBLUSHE
BWAERICOWTRAE LA HENED 90% ERIXH
1% 0.4~9.5% THY, FMMICASHEAIRIESNL, L
72HoT, ChOoMBBORREFOMY A, F%¥H
ORIEICBXIZTHERIZVWbDLEX LN,

SEETAATFIATME2TH, 7 T7ITVTHL3
FINEENTVAA, Cho—BRMAELIEIRZS %
gzt LTh, v4 275 XvMKT GPFX ¥ 92.3%
(12/13), OFLX # 100% (14/14) BXU2 533 Y7
MERTIZLDIZLAFHTHYEAZERHRERL
7o GPFX i Mycoplasma pneumoniae X U°
Chlamydia pneumoniae, Chlamydia psittaci,
Chlamydia trachomatis {3 L THHRVWHANEAL
THH, £ MICw & M. pneumoniae E&IK 5 M#K 15
BT 0.39 ug/ml", C. pneumoniae BEHEHk TW-183
@ MIC % 0.06 ug/ml, C. psittaci DK 3 KD
MIC 23T 0.06 ug/ml, C. trachomatis DEEHk 3
# D MIC i 0.031~0.125 ug/ml TH H =2, ThHKENA
BICXBMPRBEIIEICH T HERPR S KIS
T& X9,

RICEERBANOBEELRIZ, EHAREEADI D
75 LR T GPFX ¥ 100%, OFLX ¥ 94.4%, 7
SLRMEETREHEL LIC 100% LB -ARHETH
o720 e, BKRER - TR, BEKRE#ES I UTWB
X MOFMHBEOREETIX, TXTOHHIZBWT

Table 18. Safety

Safety isti
Treatment No. of Safety Statistical
almost safety not . rate* test
group safe patients
safe questioned  safe (%) (x?test)
GPFX 99 19 0 3 121 99/121 (81.8) NS
OFLX 96 14 2 3 115 96/115 (83.5) p=0.869

NS: not significant, *Safe/No. of patients
GPFX: grepafloxacin, OFLX: ofloxacin

Table 19. Usefulness

Usefulness Usefulness Test of clinical equivalence (A10%) Statistical test
Treatment No. of
group very slightly  not patients rate* Usefulness rate difference (GPFX-OFLX)
ul 2
useful useful  useful %) (90% CI of the difference) Xitest  Utest
GPFX 21 83 2 4 110 104/110 (94.5) 3.6% NS NS
OFLX 21 80 2 8 111 101/111 (91.0) (-2.2%~9.3%) p=0.447 p=0.605

NS: not significant, * (very useful + useful)/No. of patients, CI: confidence interval

GPFX: grepafloxacin, OFLX: ofloxacin
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MEMCAEZERALGR RIS

HELHMFICOVTIE, MREFHCBITEIERN
DHIRIZEAWTHY, SEAOERTHLEIRHOE)
ZLAKCL22boY, BREVCHESNALOIREK
HMEMFTHRD U3 UTD 62 FITHhoNt, BREMEL
T, S. aureus, S. pneumoniae, H. influenzae D4
WEELRS, MBEOISTNTHEELA, MBS
READOLLSEOMBEENRIE, FhEh GPFX #
96.4%, OFLX ¥ 97.0% T» ), MEMICHREZRZA
bhlrdhol. BREDHRIMB LI GPFX # 32
BB LU OFLX # 36 BRiCBWT, I AR
BLicernlil, yo,REWTIX, GPFX ¥
{2 H. influenzae 3 & ' M. (B.) catarrhalis ® 2 ¥t
F# L, OFLX #iX, P. aeruginosa 1 BRASHER L 7.
240H%®Eiz GPFX # 93.8%, OFLX # 97.2% T
by, MBMCHEZRALGRED o

BEHRBI®EIE, GPFX ¥ 2.4%, OFLX ¥ 5.0% T
by, ABRMORAXIIHREEZIAOh LGN W
Fi3, GPFX #CRESLLOT ULV F—ER 1 #,
WR, BERAJELEEOHLBER 2 fIXALNT,
OFLX ¥ T, T lrodhiRiER 2 AT, HEE,
THRZEOMHILFER 4 ATH o7 WTHIBEMN
SHEEOERTHVBFICERLbDORALN L,
pALS

BRAREERFEDHORIAEIL, GPFX # 15.8%,
OFLX BT 114% Tdh, MEMICEEREZIALOIhE
Mo, ExEHBR, WMELLIFIVATIF—ED
AL EHEL, ROTHBRME THo7s L
L, WFhd —BREOBEDLDTH- . KEH
X, GPFX # 81.8%, OFLX # 83.5% ODRZETHY,
MERCARZRAOKT, REROED O ZTEH
LhicHERZwWbDLEZ LN,

MEMR L LB ERRLTHEL-FAKR,
GPFX % 94.5%, OFLX # 91.0% T Y, MEMICH
BERALNT, BRRZIR & FRIC GPFX i OFLX I
HLCTHETHSZ EMNRIES Tz,

PrtoZ:Xbh, GPFX1H300mg1 H 1 Hx5 I,
OFLX 16 200 mg 1 B 3 B 5 & A%k, FAKICS
WTHERNRSHEIRIESh, BRNICHFRAEOR
EHTHHZ LRI N,
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Double-blind study on grepafloxacin in pneumonia
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The clinical efficacy, safety, and usefulness of a new quinolone synthetic antibacterial agent,
grepafloxacin (GPFX), in the treatment of pneumonia were evaluated in a double-blind study
using ofloxacin (OFLX) as the control drug. GPFX and OFLX were administered by the oral route
at a daily dose of 300 mg q.d. and 200 mg t.i.d., respectively, for 14 successive days, in princi-
ple.

1. The clinical efficacy rate of GPFX and OFLX in the 225 efficacy-evaluable patients among
the 256 patients enrolled in the study was 96.4% (108/112) and 92.9% (105/113), respectively.
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The difference between the two groups was not statistically significant, and the 90% confidence
interval of —1.4% to 8.4% demonstrated the clinical equivalency of the two drugs.

2. The bacterial eradication rate was 96.4% (27/28) in the GPFX group and 97.0% (32/33) in
the OFLX group. The rates were not significantly different.

3. Adverse reactions were observed in 2.4% (3/125) of the patients in the GPFX group and
5.0% (6/120) of the patients in the OFLX group. Abnormal clinical laboratory values were
observed in 15.8% (19/120) of the patients in the GPFX group and 11.4% (13/114) of the patients
in the OFLX group. The differences between the two groups were not statistically significant. The
safety rates were 81.8% (98/121) in the GPFX group and 83.6% (96/115) in the OFLX group. The
rates were not significantly different.

4. The usefulness rates were 94.5% (104/110) in the GPFX group and 91.0% (101/111) in the
OFLX group. The difference between the two groups was not statistically significant, and the
90% confidence interval of —2.2% to 9.8% demonstrated clinical equivalency of the two drugs.

The above findings demonstrate that GPFX at 300 mg q.d. is equivalent to OFLX at
200 mg t.i.d. in clinical usefulness in the treatment of pneumonia.



