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Za—%) 0 REMIIEE grepafloxacin (GPFX, OPC-17116) Dl il M8 (=04 ¥ 5 AR,
REMEBIVUERAELERNICHMT 5 HRNT ofloxacin (OFLX) 2K L LAZKERILKRARE
ERiL7. Fi - ki, GPFX1[E 300mg1 H 1|, OFLX1[E 200mg1 H3Bl&L, HAlEL
T 14 BM&EO®RE L.

1) RIES 203 BIFERIRZRMITH R 190 FIORKRRIE, GPFX ¥ 90.3% (84/93), OFLX #
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ARERAOGNT, FHEOED 90% EHEIXMIZ—9.0%~76% ThY, RSEHEIRIESHh,

DEopg#L b, BYAERREICHL GPFX1 H 300 mg 1 A 1 B{5i3, OFLX 1 B 200 mg 1
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Grepafloxacin (GPFX, OPC-17116) ¥, KIEBEHKR
SHCIVRAREA 2 —F ) U REBRHREETH S,
ZO{LFEHEIRX Fig. 1 [SRLZZXHIC, FIVYEBD 5
PISAFNEZBEALALEWTHY, 1 it s7usul
WE, 6 NIZ7vEBLU T I 3-AFNEXRSFI YoV E
ZHELTWS, AL, 7y 2BHHE, ryS2BHEEB IV
mEAMEEICH LTHRLAVCHREAR PV EBRCTREDZE
L, BEMICHERT 5. WIZ, Streptococcus pneumoniae
2ECZARBHBICREFEN 2 —F /0 L hHEWH
BHERT?. £, FHOEESL X CARBITHIIRFT,
Ty MRV BWRR TR EDIRED 13.5 £
LRBEAHTHIENHEESH TS,

K I HARORR, MRPBREIHREKENICERL,
mepEEHIE# 12 BREERL, 1 H 1 @RS TORBN+
FUETHELHFRENLY, 7, EFORDHHE
X 10~12% THhh, FIEHEA L TREPAPH XIS

HICJ\/N N
| - HCI - 1%H,0
F CO.H

CHs 0]

Fig. 1. Chemical structure of grepafloxacin.
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—REERARIC BT 2 RBMTIE, WPRESBEEICHNTIE
=ik 87.1% (432/496) THhH, BHEREXE, [EI
RIE (BRE) ZoBHEAEREEICHTLHAGER
85.1% (217/255) t REFLEBHAB oo, T, HR
BRIEICBT A ERABREREAT 2 HH T - -BHAE
RUYEICH T 2 AIRKBAROKE, GPFX 1 [ 300 mg 1
H1EHRSHRYTHHLER LN,
DEroR#ers z, BUHESERREICN T2 GPFX O
AR, ReBEBIUCHARZEBMNICEET 2HBT,
ofloxacin (OFLX) %#MMBEL L-—EEHREBARICED
ERLADT, TORMEBET S,
B, FFRIL, EXEROBRAROERKICHT 58
(GCP)| %MFLTERL .
I XNRESTICHRA

XARIE, FRAETH»CFERS5E9 AT TOMN
HIC2E 56 B OZEREEZAKORZ LB TER
L7z

1. NRKBLNREE

HRIEFEK, B, BEROBEH, AmMRBME,
MILMEITHE, CRP KRtE, W&k X MigL X Hh OB oI
EYFER DD &N 2 BAE v U 2 5E O Ry H &
L7z HREBE LTI, BHEAEXER ATXHER
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DZRBE (BRZHAHAEIWE, HAR2Y)
T, EMIIFAIE LT 16 RULL 80 BKilk& L, %N
BAME L7 ARBENIZT LA, BMELEEMR
BEATRZESINRTHTEL, TROVTADI
BT IEMINRIORATE L E L

1) TTIMAICHREETH Y HRINFTERZY
fiE 51

2) XPRBILRAMEVERD IV IIETH TR
BENOENYE  REVBONEVEMLER (FE R
EEERE, PEMERER, LRERAICHERL %%
MR E LR &)

3) ERVEDLOTEMTTFRARLEFRONDEN
(2 ZITRBALICE D PaCO: LR Y)

4) ERLH, URBRELAETIEN

5 #RO*/orREAECHLTTLAFX—D
HELET DIEH

6) YFMRIUVY—FIIHLTH) o rRidE)
BEicHS shiciEm

7) RABREFRBEWICMOIUE ML & Y R
HELODOHBHIEH

8) HEIIERLTVWAITVREDHZEMB LT
BIAHBDOERA

9) 80 EARRDIEMTdH o TH RO /- IERFM
BT LEALNOBELAETA), DHVIEE
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10) Zof, ARBYEMHIHRE LTHAEL LN
WL 7-5EH
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SRAL, BHERICI2RAEEXEDH S VIZOHAT
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3. HERENORES L UHKSRORERE

OFLX #xHEL L TREL-HEHIZ, HREBT
MBS EREYE L SRS BEIED L UAIED
FhRRBIIHTIERVEKELINRTED), F/0r
REABRNEROTTHOHEOBRICLELHASH, &
2B L UREHICOVTHENELL TSI HT
b5, OFLX D - BRI, FHRLLTHEASH,
o DRBRRICONEEL LTHWLATWS 1
Bl 200 mg 1 H 3 El#k5 & L7z, GPFX OHE - Al
X, —BERRABRORSS X CHRLBARO R L
D, 1B 300mgl H 1EHESE LA,

4. RBRIEH

RBREAITROEY L L7

BEREX): 1 §2h GPFX 150 mg (hffi) 2&8FT 5
TANKI—F 4 VT EE

HR¥EH: 1§ OFLX 100 mg (hffi) 2&8FT 5

vERPN-T3 PY L

TRFIHRBEU 1 ARG ERPREDD, €
NEROEH N IET S ERATEZ 7D £ HR
RERL, Y7V ¥ I—BICE ) RE5EENORIITRE
HERRLA (Fig. 2)
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% [OPC-OF $¢ (%) O#MO#&,| L ®RRL1o 23,
ARBICMA LS GPFX RBIUM 7 7 HRITKE
BEKELD, OFLX RBLIUMA T I tHRIGE—HE
W& hRBERIT

5. EFOE DT B X UHH AR

RBRXEHIZ 4 EWS>E 1 MEL, oY bO—F—32F

ZTLIiC GPFX ML OFLX MM RIME 25 & ICH{E
BIHHAT, EBFEMNLTEBRICERA L. 238,
EXIFOMHITH, abo—F—NRAEHICHBLL
RBREHICOVTHE, BH, SEARZXORMR
BEEEMKEXRNEHE (KHERER) ICEKEL
Too TOKR, MELOLEBICEELTVAZ EAH
#BpEhi,

arvire—-5—-ik, RBREFNOSEROLERE, W
K ORI, KEZNIVHFT, ¥—a-FoOR
BhoUICHE, ¥F—a—-FRANBEDOFT—DFEHR
BIUMWOREICIH o720

6. BH5&, BE5HERLTICHSHM

ABREHMIZ 1 H 3 HEABICKRSL, PIREOA 4
8 BLAIZ1E2RHEEHLE L 221, DEEKS
HIZBWTRTARIHD>LMAT 255413, EICH
RBOSD 4 BEMATHLLEL. 1 BEERI
GPFX # 300 mg, OFLX # 600 mg C, BHENZHME
CEATEMCERLZ-EAFFOECHICES L,
BE5RHE FRFICENTIEBIBEI =y, S
AMmBEBRETLI L E LT

BeE5MMERIE LT 14 BRE L7225, #HEd LY
BRUBODENULOBENFEL AN SN BE,
REPEERE - RERREMDOBREEHXREL, #&
BENIFF LW EHNShLES, BEBIUE
DREPSPILOB LMD - BE, RBREMOR
EPHRTETEHLUELALES, drvizEom

after after after
breakfast lunch dinner

o o
A A A A A A

GPFX group

A A A A A A
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.

OFLX group
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L, RBREAEEDEHWELTHLETHIHEICG,
BRE3 HSUERGLABRIIT IS EE L.
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RBEER RSP IMoNEES & UVRIWER A
Fa4 F, ebREZFOT) Y REAOHAIIEIEL .
72 L, streptomycin, kanamycin, rifampicin,
enviomycin, lividomycin, capreomycin 3 & U
viomycin WA OTRBEFIIBH LT I wI L E L,

T, FEATFOAL FRIERA, WHAREKHA, KM
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REDDHZEE L, £, KAl LTRSS MM
BREROLDORHN2NBE TR, LPUERTARL
AR ERCERTALEE L

8. ERKERDBIRS L UHKKRE

1) BRRIEROBRE

TREABOHES I CHAZIRAE LTEAITS S
L L7ed, il dbRABREANRERSGH, &E5H
%% 3 H#t, 7 BB XU 14 B (X3 BERTH)
BUAE L7 B, MEDBICEBAARTRLZES
i, BB RBCER/RTLACEEL, LHID
HHT 14 HERRTESEPLELLES, H50IMHEHA
WEBLZEEICE, PERCLTEREBIVHNER
frockeli,

BRRIERDOBEIZLU T ORKIZL 725> TR L.

(a) fhiR: FRIE LT 1 H4HHE (LHE) L,
L, #BERThE1H 2 HEAETCO hEDbRVEL,
AERICBEREROAGLRTLI L E L

(b) Wk + (BRIEESIhLIEE), +, -D 3
23]

(c) Weskdt: w (=100 mVH), # (<100~=50
ml/B), #+ (<50~=10 ml/H), + (<10 ml/
H), - (B%E%EL) O 5 &R,

(d) Ee%fER: B (P), W% (PM), ¥t (M)
D 3 R

(e) MPRHEE: + (EEFROEE), +,
74

(f) M. +, -0 25K

(g) WESEH: +, +, -0 3K

(h) F7/)—¥: +, -0 25K

(i) BAAFER: +, -0 2 B

(f) ~ (i) ORERIABRHEYEMOHMICEIEHD
L7

FOMDIERIZOVTIE+, +, —D 3 BT
TAHZLELL

2) BRRE

-D 3B

BEMEOKAER B L UERE %R L (Table1)o
WFhOBBHAEBIUREREbFAEDOBICEET
BoLiLH, EELTHRLBSICIZEOMBIL
RHAICERTA IS LE L, 7, REMABHRICHE
KEABLREEG RO/ BE1X, THREZROER
MERRENMECET I TISEEMEETY, K
BRENEOERMBLLIZOVWTRFTAHC L E LT,
B, RBHEYHIIOWTIE, HERLEREES (M
i 2HBREMNCBTAINEL BMEREARED
Y o (2 LA o7,

RBREF L ORREMFRIERD 5 BETHEL, [OH
SENCHEDD ] 2o [OREBEIMbLALRV] %
TERHEREMRBER L L

OL: Y NN, b Y

@MDY

@PMldbsrhd Ll

@MEL S LW

®OME% L

3) MEXRRE

W X ROBEERERICA vy FTHELEDSIC,
BELLBHE (LEXDhIMAI-EHEERD)
PEARGBAKCERBTAEE L

4) MFHENHRE

RBREN G- MMbE, k5% (3 HEBXU 7 HE)
BIUBRSRTHRICERROFEIZEY, BEBROM
HOSMK - FE - #RMELTV, TOHRERIL
Feo LB ERRAL IUREZRBITHAR
BEKRREY Y —HER (FEH: HOB—) CF 3
AL - PERERICTERL, BLTBREBIL
GPFX & OFLX » MIC g% ¥R L 7. MIC ixH%X
L@k migiso (RMEER 10° CFU/ml, E£X¥
WAERE) Sl TRELA.

5) BEFEEIR

G HMMk%k, HEHBICHEEROARLEZTS
StE L7, BFERERALLBEICR, ToER,
BE, R3H, ARENORSE, MEERCHT#
#, EROBBLIUVABREN L OHRBEKESELRE
RICEFRTAZ L L LA &b, RAE L TERLY
255 ITHBAETAILEL:, EROBER
(BEE| (%K) [EE] O3BRETHEL..

ABEH & ORRBIRITRD 5 BRRETHEL, [OH
OMCHEHY] 25 [OMEDLZAD L] %
BfER L L7,

OH L ICHEDH Y

@%5MED Y
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Table 1. Clinical study items and schedule
Item Day of treatment Before | Day3 | Day7 | Day 14
Chest X-ray (] @] ([
Sputum culture [ ] (6] ® L
PaOs O o O (@)
Arterial blood gas PaCOs o) o) ©) o
pH o (@] (©] o)
erythrocytes (] [ [ ]
reticulocyte ) ( { ]
hemoglobin ) [ o
Blood analysis hematocrit ) [ ([
leucocytes [ ] (@) o [
differential leucocytes (] (@) [ ] o
platelets [ ) ® [ ]
ESR (1h) o O (] [ ]
CRP () 0] ® [
Mycoplasmal antibodyJ IHA or CF o) O
Chlamydia antibody O @]
Cold hemagglutination o ([ J
s-GOT [ [ ] [ ]
Liver function test s-GPT hd b hd
ALP [ [ J e
total bilirubin ® o o
BUN ( { L J
Renal function test
s-creatinine ([ J ]  J
Blood sugar o [ J [
Serum electrolytes (Na, K, Cl) o o o
protein ® [ [
glucose ® ® (
Urinalysis
urobilinogen [ ] o o
sedimentation (@) O (@)
@: essential, O: as often as possible
1) RBELEMC L 30 5. ¥R
HBRIE Y A SRR A B 5B sG AT, X5 14 HED (OF &y 3
BVIIHIERRICTREOEHBICOVWTHEL. CD FEEERE L UBRREBORBEZ L LICKD 4 B
BE, TRZRIZEABEBHRATARERAEE KBBIUHUERBTHEL .

MExELHBEMIICE ) +oRFD ) AHEL .
ORBRIEH B 5- A 10 D FAE BE

1. B9E, 2. h%9E, 3. B

O 1,3 S

HMEER, WK X B I UEooRERROE
BELLICKRD 4 BB X HERRTHEL

1. %, 2. 5%, 3. A%, 4. &%, 5 HWESRE
©) ] R p B S
BEBOBEEZDEIZRD 4 BB I UHELRET
HEL,

1. %, 2. BR8N E 3. T, 4. BER,

1. RETH5 FEEERCEKREMEREEH S
VWiEE)

2. BI2RELTHS FNERPLERREEREEH
BREOOLNTHRICLEL2 LW THSLHRTE
BE)

3. RXMEXDHL (MEZLTHSZHETE-H
&)

4. HBHRH5 B50HIICES7-BE)

5. HETHE

O:p::]

BRZIRB L UOREHE2D LITKD 5 BB Loy
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EARTHEL

1L &bDTHA, 2. FH, 3. °°HA,
4. HABRZL, 5. MEHY, 6 HESRE

2) JEBIRBHERKIC L 2R
ERRHERS (RA: MRET, KR B, BEE
—, BH ¥ =AXHE, RBKE K HF #BF
W) 2, RERTH, ABREZRERSS SRR
YEMEZET T4 v FMELAMERB I URE X Mt
bz, EARHZAKOMYROBFCHELTTR

B LB ERICDOWT, (&), TRYE7RBIHE],
[R%] BLU [HRR] 0 4 BBICHAEL.

QR B L UBRREMREEROHE
BERIR, RBRESEMSERLREEROASE
(R, BE, RARNY, LR, B8%) CHLIVT
RREFLORMERBLIUEKEERENE L. BER
EMBREERIZ, RERMEERBROERMENKL,
EERBLIURREREORBBEIZOVTHREL .
ZORRERIZ, HE{LEREER [HNRICEDHH

DEEDAREEAT o BUERIC B AR, BRREMREOAZEEK )Y
OB & DRE & BT HRIERDRE Sl 7

B 5 PR OMKRER - TR, WH X #b X URK @FRENNE

RERMHS O BWEEHE L. AN, BRMHREEERSL L CHEREERT

T/, BBEKHE®FCLAN-T, SEHMAEICHE
KR, 28 (BEH, BEREERNEY) B8
CHRABECOVWTHMEONRICHTEIRBICOVTR
#HL.

QRIEEERE, BMRHES L UCMBEENROH
i

BE BB OBKER - FTR, MW X b L UEK
REBRB»ORBREORERE L [BE], [PHE]
[EfE] @ 3 BRICHEL. 7, BKRER - TR,
MR X BB I VBEREREOEBLBRL T, BK
BBELY [ER), THZ], [RREY] BXU [EF]
D4 BERECHEL, MEZFNHRIBRBOHRZE

EMOBRERLRMRL, JRED-HHAREHZ XK
(Table 2) ICH LT, T3bDTHAL [HAL [£*
HAL THEEZL] BXU [MEbHY] o 5 BREIZ
L7

PEOKABRBEBIZOWVWT, EARFEZIRZOAE
LRBEMEMONE L OHBICHML TRREYEN
CEELKEL, HEOHK—LEITo 7

10. R, FTRB L UCHKREMOKFE
RBRHAMEMIAERICERL 2B L DERIKELR -
FRBIUVERRERRE —ENXEHE (Table 3) IC&
DERESELT, 5 WA 3 Hik, 7T HkBXU14 H
BORIAT—DHBED LICHEEEZRHL .

Table 2. Criteria for rating usefulness

Clinical efficacy
Adverse reactions and/or abnormal laboratory findings
excellent | good | fair | poor | unevaluable

No + + + - ?

mild + + + - ?

Yes moderate E3 E3 - - -

severe - - x x x

+: very useful, +: useful, :slightly useful, —: not useful, X:undesirable, ?:unevaluable

Table 3. Criteria for evaluation of clinical manifestations and laboratory findings

Grade
Manifestations - * * " w
Body temperature (TC) <37 237~<38 =38~<39 239
Cough - + #
Volume of sputum - <10 mlVday (+) | 10~<50 mlVday (#) | 50~<100 mVday (#) | =100 mV/day ()
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +
Cyanosis - +
Dehydration - +
WBC (/mm?) <8,000 | =8,000~<12,000 212,000~ <20,000 =20,000
ESR (1h) <20 220~<40 240~<60 =60
CRP - t~+ 2+~3+ 4+~5+ 26+
(mgy/dl) (0~<0.1) (0.1~1.5) (1.6~17.0) (7.1~14.0) (14.1~)

M: mucous, PM: mucopurulent, P: purulent
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11. $¥—a—-Fom
EFAIRHZRAXICLI2BNE, EAORYFHEVEBE
UCHERATCODLWTRAREYEME BROI R, HE
DH—LETVLEAOF—FEEELL®R, IV}
D—-5—il& ) F—a—FAMBEhA,

12. F— 5 ORFE

F—a— FHEMNBROF—IMITIZ, o bo—35—
DRBOD EICTKENEKRARH FEMRE it
AT ENERL .

1) WREAET

B EMITHRAICOVT, TOREWFRLE LU
CEREHBROBRERRZLOFWREBFICHLTH
BHOREXITTo7. 77T —ICHEMRAEET
DAFICHLTIR UREER, £HITRVWHETFIEIHLT
R REZHVR, 2B, RECBITIAEEARI
15% OMPMRE L Lo

2) FEFMEHEE

FRFMEHE IBRDR, MEENPR, Rehs
SUHRAMEEL, ThThEYHE (A% ULox),
AHEE (HER]+EZR] 0X), LXK ([RLT
5] OX) BIUHAE ((FH] PlLoX) oL
Ty RE (BEAREMN 5%) 2HWTHBEGOLE
Efrofc, 612, BRMRBIUTHFAKIIOVT,
RROEDEBIUAHEDED 90% EHEEHLETE
L, BRERMICHFBE SN 2ZE% 10% & LTHEHORKRIE
2fiof.

3) BIRMFFMEEE
BIRMRFMEE & LT, BKRZRIHEBR, EEE

Number of patients

B, EWHEM - FPHEOH W B & Uk %M oMK
ORI £ 175 720 RIWEMZRBLUBMOHRI,
RENOMSI TRIMIT LT o RMAMKIZ, x°
BE (HBAREN 5%) 2RHVTRBEMOLRELT >
Fro BRRIER - IRBEUVHERERMOUBEELN
WML, 53 Ht, 7T H#BLU 14 BRICBIFAEH
WiZH LTy RE (HBAKHH 5%) &FHWTRE
MOKBES 7= T/, BEABIUEKREMNR
HEYORBIX(CH LT Fisher DHEMER N (F
AT 6%) £HVTHBEMOLKEIT- 72,
ILE B R R

1. FERORRB LU H

A8 203 ) (GPFX # 100 #1, OFLX # 103 1)
ZowT, EFRRNBZAXTREB L EAOREN
ERHFLEMREEMOBERE LTRLA (Fig. 8)o
MENREHYEHERANICASZ L, BEDHRE 190 A
(GPFX # 93 #1, OFLX % 97 %), BI{EH 194 ¥4
(GPFX # 96 #1, OFLX # 98 #1), HiRREMRAE
179 # (GPFX # 90 #, OFLX % 89 #1), %&4£#% 181
# (GPFX # 92 #1, OFLX # 89 #1), #H#% 179 M1
(GPFX B 91 #i, OFLX # 88 #l) Th o7 % B,
ZFMHEBICBVT, MBOBIAHNRISBRALE
PBICRY RSN Eho T
ARAMONREZFMHEENIC-HBLTRLE
(Table 4), BRRZHEBRAFONRIZ, BIEHICLLE
BixEdk 2 5, HRNER 1B, BREERFTHRE 1
B, ERWEBEE 2 M, ¥ oL ENES 20, 6H
¥ER (R57o4 FEH) 5 ADE 13 #1 (GPFX 8 7

Number of patients Statistical

evaluated excluded test
(Fisher’s exact test)

Clinical efficacy GPFX 93 GPFX 7

OFLX 97 |** | OFLX 6 |**| p=0.781
Total 190 Total 13
Adverse reactions GPFX 9 GPFX 4

OFLX 98 |*° | OFLX 5 |**| p=1.000
Total 194 Total 9

Total no.
of patients

Laboratory findings GPFX 90 GPFX 10

GPFX 100 OFLX 89 |** | OFLX 14 [+ | p=0.516
OFLX 103 [ Total 179 Total 24

Total 203

Safety GPFX 92 GPFX 8

OFLX 89 |°°* | OFLX 14 [** | p=0.260
Total 181 Total 22
Usefulness GPFX 91 GPFX 9

OFLX 88 [** | OFLX 15 |[**| p=0.278
Total 179 Total 24

GPFX: grepafloxacin, OFLX: ofloxacin

Fig. 3. Case distribution.
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Table 4. Reasons for exclusion from evaluation

No. of patients

Reasons

Clinical Adverse Laboratory Safety Usefulness

GPFX OFLX total °©fficacy reactions findings
Treatment period insufficient due to adverse reaction 2 0 2 x () x O @)
Disease excluded from inclusion criteria 1 0 1 = @] @] (@) x
Infectious symptom not clearly identified 0 1 1 x O o) @) x
Severe underlying disease 1 1 2 X x x x x
Use of quinolone prior to study 1 0 1 x x x x x
Use of quinolone prior to study, and aggravation of underlying 1 0 1 x x x x x
disease
Concomitant drugs, medication with steroids 1 6 x x x
Insufficient laboratory data 4 9 13 (@) O x x

O: evaluated, X: excluded
GPFX: grepafloxacin, OFLX: ofloxacin

$l, OFLX #¥ 6 #1) TdhH o7,

2. BRERZYREENT O RIER OTRAF

1) BEER

BRER XD BT R 190 FIOBEHRE/R L7 (Table
5)c GPFX BICU'F ARAMAE XKDER I D >
R ENHEBLT, KBOAMICEY (p=0.029) 2*
Boohlod, CPEFARAMABEXRERVLKED
FHICRBYBAONE o7 TOMOEE TIEH
EHIEY AN LN o7

2) REBREHZSFBFREOBRKER - TRB X UK
Bl

HERAFELT, BERBROBKER - TR X
UBERRAEZ 7R L7 (Tables 6, 7). HIMERIK D54
ZRD (p=0.048) »RDHI7=A, HEREROEK
i, Bk, kR, BERMIR, FRREE, WA, W
5%, F7/—¥, BAER, KLBIV CRP DY
hoFEBIZBWT, MBEMICEY AL LD ST,

3) BEESLURBRZHSA

BaR %D BT R 190 HiCBWTREBZHELE
7-9EMIZ 91 #) (GPFX # 51 #, OFLX & 40 #1) T,
ZOWNRITEMA RS 81 #1 (GPFX # 42 #1, OFLX
B 39B1), BIBERY 104 (GPFX# 9#), OFLX #
1#) Tho7: (Table 8)0 CHOHERBOAMIZE W
T, WY (p=0.051) BB LI, HHBERLRHIZH
\FHEEEE LTIX, Haemophilus influenzae (25 )
Hbokdb% L, S. pneumoniae (16 #), Pseudo-
monas aeruginosa (13 ) THh o7z, BEBEHEE S
h7: 104 %D H, GPFX XU OFLX ® MIC #llE
ZEM LR 46 #k (GPFX B 31 #, OFLX ¥ 15 )
IZ2WT?D GPFX B X U OFLX D&M ICIZ, W
BREICREY ZASNRH» o7 (Table 9),

3. KRR

GPFX BOMBKZI R, [EZ) 136, [H%] 71 4,
[RRAE%] 6 B, EX] 3 BIT, A%EIX 90.3%
(84/93) TH-72o —7F, OFLX B, [E%h] 12 4,
[H%h] 76 B, [RLAHZ] 7 8, [E%] 2 BT, &%

*i: 90.7% (88/97) TdH -7z (Table 10), MEHMHIC
HRZRALGKTY, HYENE (GPFX ¥ —OFLX #)
D 90% BHERXMIZ—7.3%~6.5% ThhH, KEKMIZHF
BENhBE¥ 10% L LIS EORSEMIRIES NI,

1) #HBHUERKZYR

HBIICE LBRRZ R EZR L (Table 11), fE
PR BUEABXROAHEN,
GPFX # 95.7% (45/47), OFLX & 90.7% (39/43)
Thy, BEZE-LABIHREOHDEIX, GPFX
B 80.0% (24/30), OFLX ¥ 95.7% (22/23) Th-
Teo T2, BUMBRBEEO —XEEOFHEL,
GPFX ¥ 93.8% (15/16), OFLX # 88.0% (22/25)
Tholte WFHOKBIZBWTHMBRICHFEZR
Abohlhols,

2) HEAEEJERRR

BRAEOBFEENICEN L -BKRHRERLL
(Table 12). BEMICB T2 HH*EE, GPFX ¥
90.9% (50/55), OFLX B 87.2% (41/47) Th oo
T/, PEETOAEEIL, GPFX ¥ 89.5% (34/38),
OFLX # 94.0% (47/50) TdH, wTFhilBWTHH
REICHERZIALRE N7,

3) EBRE - AHEOH BIKEKRZR

EREKE - OEOHENICHEI L BKRHRER
L7z (Table 12), ERKE - S8 %] TOAHE
&, GPFX # 89.3% (25/28), OFLX # 100% (25/25)
Thoto 7, [H]) COHEEIL, GPFX ¥ 90.8%
(59/65), OFLX # 87.5% (63/72) THY, »wihic
BOTHMHMICARZRALON o7

4) REEIEEKIR

REAEHIHBE L 91 EROREEINBMKFEZRL
7= (Table 13), HEiIE &I BT 2 H%%E X, GPFX
B 85.7% (36/42), OFLX ¥ 89.7% (35/39) TV,
BRERYEZ DO EEIZ, GPFX & 86.3%
(44/51), OFLX # 90.0% (36/40) T, w{ThitBw
THWBHICARZRAONE o7,
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Table 5. Background of the patienta (1)
Ttor Treatment group GPFX | OFLX | Statistical
m
No. of patients 03 97 test
male 49 60
Sex =(0.258*
female 44 37 P
24~29 3 2
80~39 3 3
40~49 8
Age (yr) 50~59 16 10 | p=0.161*
60~69 37 31
70~179 21 39
80~86 7 4
=39 6 7
40~49 26 34
X 650~59 22 23 p=0.157"
Body weight (kg) 60~69 18 10
70s 2 3
unknown 20 20
chronic bronchitis 47 43
bronchiectasis with infection 30 23
Diagnosis diffuse panbronchiolitis 8 p=0.029"
secondary infections with chronic 16 25
respiratory disease®
mild 55 47
Severity of ill =(.183"
everity of illness moderate 38 50 p=0.183
Underlying disease without 28 25
I . p=0.614"
and/or complication with 65 72
out 66 69
In/out patients in 24 25 p=0.999%
out+—in 3 3
no 81 88
Pretreatment with p=0.201"
yes 9 9
antimicrobial agents |-------------------- oo
unknown 3
c itant d without 31 34 0,928
oncomi rugs =0.923"
€ with 62 63 | P
History of aller| no 91 94
. "~ & p=1.000*
in the past yes 2 3

© x?test, ® U test

*Pulmonary emphysema with infection (GPFX: 8 patients, OFLX: 13 patients)

Pulmonary fibrosis with infection (GPFX: 3 patients, OFLX: 2 patients)
Bronchial asthma with infection (GPFX: 4 patients, OFLX: 4 patients)

0ld pulmonary tuberculosis with infection (GPFX: 1 patient, OFLX: 6 patients)

GPFX: grepafloxacin, OFLX: ofloxacin

4. BRI - TRE X UBRREMEOWLHE

BRER - TRE X CERREMEORERZRLL
(Fig. 4)o W&EBEXB 5 PMATICILN 1 BRFELL L& L
L&k L, &3FliH B TREHGH»
LOEBHPEREH] T3 [BE-BHE] ThHo
ZHORFBIOBRTHERLZHML, &5 3,
7, 14 BROUEFE L MAM THBERE L. $XTO
HBICBWT, MBEMCABRZRALGh R,

5. MIEFHFR

1) EREEDMEFNZHR

EREFHBELZ 91 ERDS b, BEBOHEENAR
B 5 Bl & BR7- 86 Bl S ) il 51 M B 9%
RERL: (Table 14), HEBEBRRL SO -24&0OWN
%%®i3, GPFX # 72.9% (35/48), OFLX # 84.2%
(32/38) THhhH, MBEMICARERALON LD o7,
75 AGRHROWHEEIZ, GPFX # 91.7% (11/12),
OFLX # 75.0% (9/12), 75 L BBHEDIHLE L,
GPFX # 66.7% (18/27), OFLX # 88.0% (22/25)
ThHY, WTFhCBVWTHMBRBICARZIAOAL
ol
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Table 6. Background of the patients (2) (Primary symptoms and signs)
Treatment group | GPFX | OFLX | Statistical test
ftem (U tent)
No. of patients 93 97 "
<37 36 38
~ 36 87
37~<38 p=0.865
Body temperature (C) 38~<39 12 16
=39 3 2
unknown 8 4
- 1 3
+ 49 57 p=0.244
Cough + 42 37
" unknown | 1
- 1 1
+ 23 23
" 44 52 p=0.566
Volume of sputum - 20 18
i b 2
o unknown 1
- 1 1
Property of sput: M 8 3 =0.254
perty of sputum PM 31 41 p=
P 58 52
- 50 54
Dyspnea + 39 37 p=0.898
4 6
Chest pai - 82 91 0.175
est pain 1 6 p=0.
- 32 34
+ 46 49 p=0.562
Rales + 12 8
) unknown 3 6
- 86 91 0.661
Cyanosis + 4 3 L
unknown 3 3
- 87 88 -0.228
Dehydration % + 3 7 p=o
unknown 3 2

GPFX: grepafloxacin, OFLX: ofloxacin

2) BEENEOHE

REBOMEIHR I N 99 thkOREEOEMGIC
HEZRLY (Table 15), 240k *E, GPFX &
75.9% (44/58), OFLX # 87.8% (36/41) Th b, M
BUCAHBRERAOR RN o Y 2BHEOWNE
*(¥, GPFX # 90.0% (18/20), OFLX % 76.9%
(10/13) THY, 7 2BHEHEOHEEIZ, GPFX ¥
67.6% (25/37), OFLX ¥ 92.9% (26/28) T, 79I A
BRHEEICBWT OFLX #2EE (p=0.031) ZE» -
7=

6. &ek

1) Bl¥EH

BT NR 194 FIDS>H, BER TH] L LTHES
NI EPDOAREZR L7 (Table 16). BIfEH ORBIE

i, GPFX ¥ 8.3% (8/96), OFLX # 4.1% (4/98) T
by, MIFHORARICHEREZRAON o7, B
EROHNEIR, GPFX BTk 1 #, 5 1M,
B 16, TERICRS 1M, BA 1M, E - 0%
A L8, KBTH 18, O0ERE 1 #AxZDbh
7o —7, OFLX BT, Bl 1#, Hobh - &
JAR 1A, R RISV 1A, B&% 1 HA8E
Hohi, BERORER, GPFX BTREE 4 #,
FEE 4 HITH), OFLX BT 4 L LD EETH
ol ¥, ThomMERR, RBRERERT (hib)
T CIERDHEI BRI N,

2) BREREMERELD

BHANR 179 AN S5, BRREEREEDH LA
ENHERAOHREZR LA (Table 17). REEBOR
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Table 7. Background of the patients (3) (Primary laboratory parameters)

Ite Treatment group GPFX | OFLX | Btatistical test
m
No. of patients 93 97 (U test)
< 8,000 50 42
8,000~<12,000 32 37
0 p=0.048
WBC (/mm?) 12,000~ < 20,000 6 14
20,000 1
------------------------ R T
unknown 5 3
=19 16 18
20~39 26 23 0.500
ESR (1h) 40~59 17 17 p=o
<60 18 26
unknown o "17" . 13
- 1 3
x, 1+ 29 27
CRP 2+, 3+ 46 41 p=0.308
4+, 6+ 7 16
26+ 4 6
unknown 6 4
GPFX: grepafloxacin, OFLX: ofloxacin
Table 8. Distribution of causative organisms
tistical test
Causative organisms GPFX | OFLx | Statistical tes
(x* test)
Monomicrobial infection 42 39 0.0
Polymicrobial infection 9 1 p=0051
S. aureus 4 3
GPC S. pneumoniae 8 8
E. faecalis 1
K. pneumoniae 3
Klebsiella sp. 1
E. aerogenes 1
Monomicrobial S. marcescens 1 1
infection H. influenzae 12 13
GNB H. parainfluenzae 1
H. parahaemolyticus 1
Hemophilus sp. 1 2
P. aeruginosa 8 5
M. (B.) catarrhalis 1 3
GNR 2 1
S. aureus + P. aeruginosa 1
S. pneumoniae + K. pneumoniae 1
Polymicrobial S. pneumoniae + H. influenzae 4
infection H. influenzae + B. melaninogenicus 1
S. aureus +S. pneumoniae +H. influenzae 1
S. pneumoniae + H. influenzae +M. (B.) catarrhalis 1 1
Total 51 40

GPC: gram-positive cocci, GNB: gram-negative bacteria
GPFX: grepafloxacin, OFLX: ofloxacin

¥, GPFX # 12.2% (11/90), OFLX ¥ 6.7%
(6/89) THhhH, MBHMICAEBEZRIAONED o/ £

'l‘fh—{) g&?b 2 f:o

3) &ek
BIEABLUVBRAREMREZHLHRLCHEL
REB X, WHLE bFMRES, GOT - GPT D LAT, ZeREeH%E/RL7: (Table 18), ®E¥it, GPFX &

79.3% (73/92), OFLX # 88.8% (79/89) T&h, W

BHICARZERALh T,
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Table 9. Sensitivity distribution of causative organisms
MIC ( ) Statistical
Tested  Treatment u/ml tost
drug group <0025 005 01 02 039 078 156 313 626 1256 26 50 1008 . .. (U test)
GPFX 8 5 6 4 5 2 1 1 31 N8
GPFX
OFLX 7 1 1 3 3 15 p=0.701
GPFX 7 4 1 3 2 3 4 6 1 31 NS
OFLX
OFLX 6 2 1 1 4 2 16 p=0.886
NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin
Table 10. Clinical efficacy
Clinical efficacy Efficacy Test of clinical equivalence (A 10%) Statistical test
Treatment No. of
atmen ? ° rate* Efficacy rate difference (GPFX-OFLX)
BT excellent good fair poor Petients %) (90% CI of the difference) x*test  Utest
GPFX 13 71 6 3 93 84/93 (90.3) -04% NS N8
OFLX 12 % 7 2 97 88/97 (90.7) (-17.3%~6.5%) p=1.000 p=0.871

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

GPFX: grepafloxacin, OFLX: ofloxacin

Table 11. Clinical efficacy according to diagnosis
ini Statistical
. . Treatment Clinical efficacy No. of Efficacy
Diagnosis . . (%) test

group excellent good fair poor Patients rate® (% (x* test)

GPFX 3 42 2 47 A NS
Chronic bronchitis 45/47 (95.7)

OFLX 6 33 4 43 39/43 (90.7) p=0.592
Bronchiectasis with GPFX 6 18 4 2 30 24/30 (80.0) NS
infection OFLX 4 18 1 23 22/23 (95.7) p=0.208
Diffu b: hioliti GPFX

se panbronchiolitis —
P OFLX 5 1 6 5/6

Secondary infections with GPFX 4 11 1 16 15/16 (93.8) NS
chronic respiratory disease OFLX 2 20 2 1 25 22/25 (88.0) p=0.948

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

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

Ite Treatment Clinical efficacy No. of Efficacy Sta:shml
m A . st
group excellent good fair poor patients rate* (%) (x* test)
” GPFX 4 46 4 1 55 50/55 (90.9) NS
mil
Soverit OFLX 3 38 6 47 4147 (87.2) p=0.782
everity
GPFX 9 25 2 2 38 34/38 (89.5) NS
moderate
OFLX 9 38 1 2 50 47/50 (94.0) Pp=0.704
_ without GPFX 6 19 3 28 25/28 (89.3) NS
Underlying OFLX 6 19 25 25/25 (100) P=0.276
di and/or
complications ik GPFX ’ 522 3 3 65 59/65 (90.8) NS
OFLX 6 57 7 2 72 63/72 (87.5) p=0.735

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

7. HA%
GPFX BOARAMR, [2bDTHA] 104, THH]
69 B, TRXHM]7TH, FHELL] 5 HT, AH

E (FHULEDOXEK) 1286.8% (7991) Thoizo —FH,
OFLX #iX, [3bDTHM] 104, [HH] 67 ¥,
[RRHME] 8 H, (HENKLZL] 3 AT, HFHEZ,
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Table 18. Clinical efficacy according to causative organisms

Efficacy Statistical

Causative Treatment Clinical efficacy No. of rate® test
organisms group excellent good fair poor patients (%) (x* test)
S GPFX 1 1 2 4 24 _
. aureus
OFLX 2 1 3 2/3
s _ GPFX 2 8 8 8/8 N8
. pneumoniae OFLX 7 1 8 78 p=1.000
GrC GPFX
E. faecali -
faccalis OFLX 1 1 11
Subtotal GPFX 3 7 2 0 12 1012 (83.3) NS
" OFLX 0 0 1 1 12 1012 (83.3) p=1.000
X _ GPFX 3 3 3/3
. umonit -
pneumontae OFLX
GPFX 1 1 1
Klebsiella sp. -
OFLX
c GPFX _
- aerogenes OFLX 1 1 1
s GPFX 1 1 1
. marcescens OFLX 1 1 11
Monomicrobial H, influenza GPFX 3 8 1 12 1112 (91.7) NS
infection OFLX 4 9 13 1313 (100)  p=0.967
GPFX 1 1 7
H. parai -
parainfluenzae OFLX
one H. parahaemolyti GPFX
. parai moLyticus OFI‘X l 1 1/1
Haemonhil GPFX 1 1 1
GemopRitus 8p. OFLX 1 1 2 21
R , GPFX 6 8 6/8 NS
- aeruginosa OFLX 4 1 5 45 p=1.000
M. (B) catarrhalis =~ 0% ! 1
-\ catarrhals OFLX 1 11 3 23
ONR GPFX 1 1 2 2
OFLX 1 1 11
Subtoral GPFX 3 23 3 1 30  26/30 (86.7) NS
ubtor OFLX 6 9 2 0 27 25/27 (92.6) p=0.768
Subtotal GPFX 6 30 5 1 42 36/42 (85.7) NS
u OFLX 6 29 3 1 39 3539 (89.7) p=0.832
oo GPFX 6 1 7 617
species -
Polymicrobial OFLX
infection 3 oo GPFX 1 1 2 212
species OFLX 1 1 " -
Subfotal GPFX 1 7 1 0 9 8/9
. OFLX 0 1 0 o 1 m -
Total GPFX 7 37 6 1 51  44/51 (86.3) NS
o OFLX 6 30 3 1 40 36/40 (90.0) p=0.828

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

87.5% (77/88) T&h -7 (Table 19), MEHMICHEE L ¥ &=

Bkashd, FHENE (GPFX #—-OFLX #) © Jv7uxdy YPUBRRAREN a2 —-F )0V K
90% EEXMIZ—9.0%~7.6% ThHY, BKRKIZHFE ARNERL, Y9 2BRBRRAOALRLT, Y7 AB%
Eh22% 10% L LIBEORFEEFRIES BICHEAR PUVHEF oIy, FRRBR

REZIILDOLT2EBBRBIEICLLBEHENS
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. Improved/ Improvement rate (%) Statistical
Clinical | Days | No of patient | o 10 20 ;;) 40 50 60 70 80 90 100 |  test
parameter | after T T (2" test)
GPFX | OFLX X tes
Body 3 | 40/54 | 44/58 S NS p=1.000
temperature 7| 46/60 | 45/86 IN8 p=0.213
14 | 29/31 | 31/36 o0 NS p=0.785
3 | 34/89 | 38/89 N8 p=0.647
Cough 7 | 61/88 | 66/88 “h\“" NS p=0.523
14 | 39/656 | 44/56 ‘° N8 p=0.477
3 | 46/90 | 42/91 NS p=0.604
on::):a:n 7 | 61/88 | 60/89 NS p=0.912
14 | 44/56 | 45/67 NS p=1.000
3 | 56/90 | 54/92 NS p=0.738
o‘;:‘;‘::‘t’:fn 7 | 69/88 | 76/91 NS p=0.496
14 | 47/66 | 52/68 NS p~0.695
3 | 26/42 | 19/42 O NS p=0.275
Dyspnea 7| 83/42 | 3139 ‘\\ NS p=1.000
14 | 29/34 | 12/29 o NS p=0.771
3 | 610 | 3 NS p=1.000
Chest pain 7 8/11 3/6 NS p=1.000
14 6/8 | 4/4 NS p=0.784
3 | 16/36 | 12/36 NS p=0.464
Rales 7 | 2050 | 24/47 NS p=0.630
14 | 25/34 | 19/29 NS p=0.678
3 3/3 0/1 NS p=0.505
Cyanosis 7 4/4 11 —
14 44 | 33 —
3 2/3 5/6 o.. NS p=1.000
Dehydration 7 3/3 71 ‘\E —
14 2/2 5/5 —
3 | 1419 | 13/20 Q NS p=0.810
WBC 7 | 22/33 | 25/38 a<‘ NS p=1.000
14 | 1216 | 17/25 o NS p=0.898
3 | 424 | 1027 o NS p=0.189
ESR (1h) 7 | 18/49 | 22/43 ‘\-\‘0 NS p=0.237
14 | 17/34 | 18/26 -0 NS p=0.218
3 | 19/34 | 16/36 o NS p=0.473
CRP 7 | 4268 | 3861 \\ NS p=1.000
14 | 30/43 | 25/42 o NS p=0.447

©—9: grepafloxacin, O--O: ofloxacin
NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

Fig. 4. Improvement in symptoms, signs and laboratory findings.

E) kol WIS, AREZLEL L-BRRELNE
THERTRE LS LEIBFMSh TV, RS
RBYSE Tid, S. aureus, S. pneumoniae, Moraxella
(Branhamella) catarrhalis, H. influenzae, P. aerugi-
nosa ZEDREFEELZERRBL LTHEAEICHMS
hah, Eko=—2—-F/0/RERAEETIE, S.
aureus, S. pneumoniae ¥ DY 5 ABHREIIH T A4
BHRTTERERT, WRERREDOE —BINEKL
LTRATFTHIE bR TEL, COBLEERD
bEis, KERERTIRYZ S 2BHBICHT 28V
WhHEMHRLDOD, S. pneumoniae R ¥D Y 5 LABH
BICHCHEDERL, 612, MRS ERYE DGR
HREEDOLENTHERBITHOEBN - EHOBR
ZHIEL, BELZEDTGPFX MRIRESh =,

xHENE, o rBHEE, Yo LBRERS X UHEAY
B LIBLAVWHEAXRY PVEFLY, v4a7F
2w, 25IV7DICHLTORVRBENERT L

PREISN TS, 5612, XFIEORR I ED,
POMBBITHLRHTHY, KIHEK-RBRES
HIHIENHBENL, ThOHEDHL Y, AFI
LERDOEDNE-2RRETH SRS REEICHT S
BRELLTHE-BREICLVBLITERENTERSH
72

4B, B41x GPFX OBHLEBEIEICHT 2E8%
#, ReEBIUVAHLELXEBNICFET2HNT,
OFLX # 0 MEL LT _EEREBABREZERL 2,
GPFX ORE - HRIZOWTIX, AH o283 A
¥ 12 R L BEFFRIREFICHBL TRV &, BKY
S5 1 HABRCIRBBYEICH LT 1 B 1 BRS5T
TaZBREIBONLC NS, HE5EEEE 1H
1 BHCRRE Lo RIS, MREBBEIEICHT S GPFX
DEHARERNT 2720, BHEAEBREELHRE
L-HREBRAREER L. TORE, ZHARE,
1 H 300 mg 528 THALHAKL, GPFX 1 [
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Table 14. Bacteriological efficacy according to causative organisms

Bacteriological
. acteriological efficacy Eradication  Statistical
Caumftlve Treatment decroased N(.,' of rate® test
organisms 8rOUP  eradicated or partially unchanged replacement Patients (%) (" test)
eradicated
S. aureus GPFX 8 1 ¢ b -
) OFLX 2 1 3 23
S. pneumoniae GPFX 8 8 b8 NS
P OFLX 5 2 1 8 8/8 p=0.450
Gpe GPFX
E. Ui -
faecalis OFLX 1 1 n
GPFX 11 0 1 0 12 1112 (91.7) NS
Subtotal
OFLX 8 2 1 1 12 9/12 (75.0) p=0.584
. GPFX 2 1 3 2/3
K. pneumoniae -
OFLX
GPFX 1 1 0/1
Klebsiella sp. -
OFLX
E. aerogenes GPFX -
- aerog OFLX 1 1 1
S. marcescens GPFX 1 1 V1
) OFLX 1 1 1
Monomicrobial H. influenzae GPFX 11 11 11/11 (100)
infection ’ OFLX 12 12 12/12 (100)
GPFX 1 1 v
H. parainfluenzae 1 -
OFLX
GNB
H. haemolyti GPFX
- paraliaemoyiels  oFLx 1 1 n
X GPFX 1 1 1
Haemophilus sp. -
OFLX 2 2 2/2
P . GPFX 1 1 4 6 /6
- aeruginosa OFLX 1 1 2 4 V4
M. (B.) catarrhali GPFX ! ! 1
o ./ catarr 8 OFL‘X 3 3 3/3
GNR GPFX 2 2 0/2
OFLX 1 1 V1
GPFX 18 1 8 0 27 A
Subtoral 18/27 (66.7) NS
OFLX 21 1 2 1 25 22/25 (88.0) p=0.135
GPFX 29 1 9 0 39 2! X
Subtotal 9/39 (74.4) NS
OFLX 29 3 3 2 37 31/37 (83.8) p=0.468
5 eveci GPFX 4 2 1 7 47
species -
Polymicrobial OFLX
infection 3 speci GPFX 2 2 22
species OFLX 1 1 1”1 -
Subtotal GPFX 6 2 0 9 6/9
ublota OFLX 1 0 0 0 1 n -
Total GPFX 35 3 10 0 48 35/48 (72.9) NS
o OFLX 30 3 3 2 38 32/38 (842) p=0.321

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

300 mg 1 H 1 Ek5£BRL20, oKL, OFLX TV 2RARFEHNTHLIL, REBFEDIMIIAHSL
PERBRONSEBRCTHIBULAERPEICHEHEEA TBY, TOFABICH T FMARLLTVWSEZ &
L, TOFBERRETH S S. aureus, S. pneumoniae, LLeZBLTERLAE, 4, ZOHE - BRI,
H. influenzae, P. aeruginosa = L\ b B KA I I BEO_HERUBRR S CHAN EEASH, »
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Table 16. Eradication of causative organisms

1o dicati Statistical
Causative Treatment  Dacteriological efficacy  n, of Era :::_ 1on test
: . b {
organisms group eradicated  persisted  “trains (%) (U test)
s GPFX 4 1 5 4/6 _
- aureus OFLX 2 1 8 23
. GPFX 14 1 15 14/15 (93.8) NS
GPC S. pneumoniae OFLX 7 2 9 " p=0.633
E i GPFX _
. faecalis OFLX 1 1 ”n
GPFX 18 2 20 18/20 (90.0) NS
Subtotal =
OFLX 10 13 10/13 (76.9) p=0.598
K . GPFX 2 2 4 2/4 _
. pneumoniae OFLX
Klebsiell GPFX 1 1 o _
ebsiella sp. OFLX
e GPFX _
. aerogenes OFLX 1 1 1/1
S GPFX 1 1 1 _
. marcescens OFLX 1 1 1/1
GNB
Hi GPFX 17 1 18 17/18 (94.4) NS
- influenzae OFLX 14 14 1414 (1000  p=1000
H oarai GPFX 1 1 n B
. parainfluenzae OFLX
H. haemolyti GPFX -
. parahaemolyticus OFLX 1 1 ”n
H il GPFX 1 1 1 B
‘aemophilus sp. OFLX 2 2 o
P , GPFX 1 6 7 w NS
- aeruginosa OFLX 2 2 4 24 p=0.565
M. (B.) catarrhali GPFX 2 2 22 -
. .) catarri i8 OFLX 4 4 4/4
GNR GPFX 2 2 02 _
OFLX 1 1 /1
GPFX 25 12 37 25/37 (617.6) *
Subtotal
OFLX 26 2 28 26/28 (92.9) p=0.031
Anaerobic . X GPFX 1 1 11
. B. melaninogenicus -
bacteria OFLX
Total GPFX 44 14 58 44/58 (75.9) NS
OFLX 36 5 41 36/41 (87.8) p=0.220

*p<0.05, NS: not significant, *Eradicated/No. of strains, GPC: gram-positive cocci, GNB: gram-negative bacteria

GPFX: grepafloxacin, OFLX: ofloxacin

OFEARLLTELZDOLNTWVA 1H200mg1 H 3
mx5- & L7z,
RRBRORIEF RIS 203 AITH Y, 13 FIAYERRE
FHRC L) ERFMAEEE LTRSS H, 190 #
(GPFX # 93 #l, OFLX # 97 #) % EiRZIR DM
HRELZ. BASROERATOI L, KBROSM
BIUBRSHEROBMBRBOSHFICEY XRD LR
2edt, FOMOBERIZBWTIE, WFhbHEEICR
DRAELNLRI DT,

EEPE%h 213, GPFX # 90.3%, OFLX # 90.7% L
BLHIZ90% * LEZEN-EHETH - 2o WREM

CRARZERAONTY, FHEDVED 90% EHEXM
13—17.3%~6.5% T&YH, GPFX i OFLX (23} L%
ThorI MRS N, 2B, GPFX O—KEKA
BRICH T 28858 ESE T 5 300 mg 58 (1
H 1 E#EE) oF%EL 81.8%Y, #ED OFLX Ok
BRABROBE®R (MERSHE) &, 77.3% (fleroxacin
KB AR®), 83.6% (sparfloxacin HERAEKY),
87.5% (levofloxacin LE(FRER™) THY, MBL HIC
S HORBRBRD LESERIB LN,
HRAFTCRYOZDOLAKBOSH B X UHMA
HOAMRBICOVWTHERORIEICE X IZTEREE
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Table 16. Adverse reactions
Item Severity GPFX OFLX

Dizziness moderate 1

Rash moderate 1

Eczema mild 1

Rash on lower lip mild 1

Nausea moderate 1
Nausea (Retching) moderate 1

Nausea (Retching) - Epigastric pain moderate 1

Watery diarrhea mild 1

Heavy stomach * Anorexia moderate 1
Constipation * Dysuria moderate 1
Fever moderate 1
Dry mouth mild 1

No. of patients with adverse reactions (%) 8 (83%) 4 (4.1%)
No. of patients evaluated for adverse reactions 96 98
Statistical test (Fisher’s exact test) NS (p=0.248)

NS: not significant
GPFX: grepafloxacin, OFLX: ofloxacin

Table 17. Abnormal laboratory findings

Bt L7, HEOSHIZOWT, GPFX BIcUFAK

. tem GPFX  OFIX RMAELROERAN LD o Db, FARR
. : : MR LR TRV CRASHERELLRR, AREL,
WBC | - Platelet } 1 GPFX # 90.3% (84/93), OFLX ¥ 91.2% (83/91),
GOTt 1 EDED 90% EHXMIL-6.8%~7.2% THY, FA%
GOT? - GPTY 2 1 AR S hizo T4, WEROAMKKIIOWT,
gert ! FHZBRVT 8,000/mm® ki, 8,000/mm® B\ E
Serum creatinine ! 1
Urinary protein (positive) 1 12,000/mm?® X%, 12,000/mm?® L EDBIZDOWVT
No. of patients with abnormal 11 6 Mantel —Haenszel DJjHRIC & 2 XMBERORAE LT >
laboratory findings (%) (122%)  (6.7%) TR, AHEOED 90% EWEMIZ—6.1%~8.4%
No. of patients evaluated for 90 89 ThHh, lﬁl%ﬁﬂ‘&%ﬂi‘éh, l%hﬁﬁwlﬂmlﬁkﬁﬂ)ﬁ ]
laboratory findings RBLIZTHENZVWEEXI LR,

Statistical test (Fisher’s exact test) NS (p=0.308) HKEMCBNL-ERRCALL, MEBBICEEE
NS: not significant BEVHODBUAEIXRS L UBHERRELKED
(GPFX: grepafioxacin, OFL: ofloxacin KBSV BT GPFX BAEZNER 95.7%, 93.8%
Table 18. Safety
Treatment Safety No. of Safety Statistical
almost safety not . rate* test
group safe safe questioned  safe patients (%) (x*test)
GPFX 73 14 1 4 92 73/92 (79.3) NS
OFLX 79 7 0 3 89 79/89 (88.8) p=0.128

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 . .
very ful slightly not patients rate Usefulness rate difference (GPFX-OFLX) . -
group useful - useful  useful (90% CI of the difference) X test test
GPFX 10 69 7 5 91 79/91 (86.8) -0.7% NS NS
OFLX 10 67 8 3 88 77/88 (817.5) (—9.0%~17.6%) p=1.000 p=0.858

NS: not significant, * (very useful +useful) /No. of patients, CI: confidence interval
GPFX: grepafloxacin, OFLX: ofloxacin
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(OFLX #:90.7%, 88.0%) & W<, R CHIRE
(R%eBf) Tid, OFLX #2f95.7% (GPFX #:80.0%)
LED ok, BEBNBRYRTIE, SUBEBRRES
Di-2EknER*,iE, GPFX ¥ 86.3%, OFLX #
90.0% THY, WMHMICHFEEZRALhED oo &
7z, BRERAERR - PR R B & KRR MR fH 0 34l B 45 D
EETIR, TRTOHEBICBVTHHEMICHABEEIZA
bhidhol

MEENRRONRE %o ERIR, 24D 45.3%
(86/190) THhH, BEMORBICBHLZIZH M2 b
57, RPRBEMTHo. MBEEEREFTDOLL2ED
HMEERHR X, GPFX # 72.9%, OFLX ¥ 84.2% T
Hy, MBHICEBEEZIAONEDI o T4, ER
HOHETAB L, GPFX ¥ 75.9%, OFLX # 87.8%
DHEELETHY, MBHICAHABEZRZRAOR R o7
o ABURICBTAHERIE, WMEMICAEERISR
Wb DD GPFX # 90.0% (OFLX #:76.9%) & ® <,
GPFX O in vitro DRI BERICKBEhA b0 L #E
Abhl, —F, o BHEHOHEEIL, GPFX #
67.6%, OFLX B 92.9% & OFLX BEMXABICENL T
2o GPFX B0 7 5 ABRMRHOHIKEMNE W FEIZ,
GPFX #1Z P. aeruginosa Be$eBIH% {, 7 B 6 B
FwLCLICEBLELZ BN, P. aeruginosa M
BLAEMOBRKSIRIZ, 4 B2 [H%] T, 2 fIs
[RRE%] Tholro COLHICHKERLEEDEE
ER—FHhAbhizZ Lid, P. aeruginosa ORI /¥4
A7 ANLDOHBBENFEDERLEZOND, —HRHIC
B L RBERRETIX, 4471V AEHE
LTWwBZEHEL, in vitro MAHDEDI L2345
RS A2REESHORZELTYH, ZOR
HEEIEVDNT 20~30% BTHY, »h5BRPHEIC
BTk, AR LR RICL BB E X HEH
EihTwae,

BIfEH X, GPFX # 8 #1 (8.3%), OFLX # 4 #l

(4.1%) CRDHLIh, MEMICARERIAONEN o7

FOELEARIE, RBEOTUVF—ER, BX, T
REDHLBERTH Y, EXROF /) 0 RORER
ELTHEShTVWARERTH 2, 72, EELE
ERRZDOIT, TXRTOERE, LEB I CRE
RTERRPILICI ) ZOBEIBERZEN . BEKR
EHEORELEBIE, GPFX # 11 # (12.2%), OFLX
BeH (6.7%) EDHLI, MBHICAEZIALN
Thol. REEBHOELEB X, HMRHEE, GOT,
GPT DLATHY, WFhIBETH- 7o 7, (R
ETHH] oHE (R2¥) & GPFX # 79.3%,
OFLX # 88.8% Thh, MEMICHEZZIALhED
ol ShHNDT L LY, GPFX i3, OFLX #& 4B
BED=ma—*%/)u RLRABREOREEEETHLE
Zbhiz,

HRMICMLTIE, £04E%H GPFX ¥ 86.8%,
OFLX ¥ 87.5%T& Y, MEMIHBZEIALNT,
B R R & F#IC GPFX 12 OFLX IS LTHR%TH %
S EARIAEE N o

PEDEME Y, BMEGERYGSEICH LT, GPFX 1
[ 300 mg 1 H 1 [#%454%, OFLX 1/81200mg 1 H 3
5 & A2, FBEICBWTHENR ST RIE
xh, BENICEREORVWENTHAZ LTRSS
hre,
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Double-blind study on grepafloxacin in chronic respiratory tract infection
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The clinical efficacy, safety, and usefulness of a new quinolone antibacterial agent,
greparfloxacin (GPFX), in the treatment of chronic respiratory tract infections were evaluated in a
double-blind study using ofloxacin (OFLX) as the control drug. GPFX and OFLX were adminis-
tered by the oral route in a daily dose of 300 mg q. d. and 200 mg t. i. d., respectively, for 14
successive days, in principle.
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1. The clinical efficacy rates of GPFX and OFLX in the 190 efficacy-evaluable patients among
the 203 patients enrolled in the study were 90.3% (84/93) and 90.7% (88/97), respectively. The
difference was not statistically significant, between the two groups, and the 90% confidence inter-
val was —7.3% to 6.5%, demonstrating the clinical equivalency of both drugs.

2. The bacterial eradication rate was 72.9% (35/48) in the GPFX group, and 84.2% (32/38) in
the OFLX group. The difference in rates between the two groups was not significant.

3. Adverse reactions were observed in 8.3% (8/96) of the patients in the GPFX group and
4.1% (4/98) of the patients in the OFLX group. Abnormal clinical laboratory values were observed
in 12.2% (11/90) of the patients in the GPFX group and 6.7% (6/89) of the patients in the OFLX
group. There were no significant differences in the occurrence of adverse reactions in the two
groups. The safety rate was 79.3% (73/92) in the GPFX group and 88.8% (79/89) in the OFLX
group. The rates were not significantly different,

4. The usefulness rate was 86.8% (79/91) in the GPFX group and 87.5% (77/88) in the OFLX
group. The difference between the two groups was not statistically significant and the 90% confi-
dence interval of —9.0% to 7.6% demonstrated the clinical equivalency of both drugs.

The above results demonstrated that GPFX 300 mg q. d. is equivalent in clinical usefulness to
OFLX 200 mg t. i. d. in the treatment of chronic respiratory tract infections.



