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ELERD - HE K - BmAREE - TIET - S/ - I0wE - CHREZ
TV KRR E — PR « BB A5 e 3 >
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RIIRET & 4T 2 720 OIUNKEE —PIRE A B B I R D RRPR 3 WERR 1O HE24 28 1233 4 A GPFX
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L% L, Proteusspp. TIREMHBELNHL - T/, OIiRIBI, BUIEILKSE, BT
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RE5L1-54, IEDEEIASKRENICEAEL, mF
RECFEENE10~ 12650 L R <, MBBITH D BIFT,
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10~12% D HRES N BT E R Vv, LA L, REHRS
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I. #BRBELVHE

L BRSEERRIT T 2 HEHRIE

MK 4 — PR A BE B35 B3k O & FE R IR 5 Bk >
b, FL LTFRE2E1A DS FERIEIA T TOREICH

B & N 72 methicillin-sensitive Staphylococcus  aureus
(MSSA) 278k, methicillin-resistant S. aureus (MRSA) 27
B, Enterococcus faecalis 27 ¥k, Escherichia coli 26 ¥k,
Klebsiella pnewmoniae 278k, Enterobacter cloacae 17 #E,
Enterobacter aerogenes 104k, Proteus vulgaris 18, Pro-

teus mirabilis Okk, Citrobacter freundii 278k, Pseudomo-
nas aeruginosa 27TRRIZD\WT, HERLFREZESIZERE
(ZH#E U CGPFX D R/NEF B ILREE (MIC) 2 L, [
BF 12l € L 72 ofloxacin (OFLX), ciprofloxacin (CPFX),
tosufloxacin (TFLX) DMIC & L EHREF L 72, 2B, HlE
F¥cH & L TMueller-HintonZE X 52 #1 (BBL) & v, £
ERIIRZET 1 3 5 (GRRF) T—REREEEL
b DR BEABREERTL00EICHRL THW 2,

2. ERIRBYA BEOWRET

FRH3ELIOA DL FHKAEIA T TIZAMKFEE—AF
EETZLIARBIVUARBED S BT, ZRB~SM
DEEF/FONIMRIB, SUHREIZIRSF, BHER
BEXRABIOFT 1261 ZGPFX # Z OS5 L, DK
EBLUREHEZRE L7

GPFXD#5&(31[A]1100~300mg% L H1[A ¥ 72i3 20
BERICARSE 72, 5 HRIGEEIE LT3~14HELL
WE L7225, 256HMFEFCERLERMLHo72, 7,
MOMBEEOHFHII L2 L & L,

FRIRZIFR L, BMEEROER, EXHEOBME X O
RRREEOHR LI VHE L, Thbb, BE
FERDYE & & DITERREOHEE, REBREDIEFLAS
HARoNTZbDEIERIE Lz, T/, £ IZ3ALALR
Bz d%[EFR]E Lz, BEEROEESALNT
bREBBOUEIAT5% b DR BEEROKENST
FTRVIDZ[RRAER], SLICBEEROLERKR
ERBEDOIEEV AN R0 b0 F[EH L LT,

MRFHMRIGERBOERELEEL], [HEL,

'T812 FBEHEXEHI-1-1
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TR, THRMRIDABEMTHEL, BERKAHALY SWRE, RIRES & REZRY EWIICEGL,

TR 7SBEEIRBEIE L, &b, RGBT OBRMOMBEHEL .

DUER L O WA S NIFERIT, BGHIZEREDOIE N I. B |

N CRRFEDEMT & = h o 1B A STk & e 1. FRIRSFBERR XS B BB G

L7, Table 1 (2 [REE 53 M #k i 43 9 5 GPFX, OFLX, CPF)

BIFERICBL T, BEDOHLZ L CHME, MEER
OFMLEBELITS L &b, MEFEMmAE, migsat

Table 1. Antimicrobial activity of grepafloxacin, ofloxacin, ciprofloxacin and tosufloxacin

& OTFLX D MICHrAi#iEH, MICso, MICofE% R L 12

Organism D MIC (ug/ml)

(No. of strains) rugs range MICs, MIC,,
Methicillin-sensitive grepafloxacin =0.05~0.20 0.10 0.20
Staphylococcus aureus (27) ofloxacin 0.20~1.56 0.39 1.56

ciprofloxacin 0.10~3.13 0.39 3.13
tosufloxacin =0.05~0.39 0.10 0.39
Methicillin-resistant grepafloxacin 0.39~50 12.5 50
Staphylococcus aureus (27) ofloxacin 1.56 ~ 100 50 100
ciprofloxacin 3.13~>100 50 100
tosufloxacin 0.39~>100 >100 >100
Enterococcus faecalis (27) grepafloxacin 0.20~25 0.78 25
ofloxacin 1.56 ~ >100 3.13 100
ciprofloxacin 0.39~>100 1.56 50
tosufloxacin 0.39~>100 1.56 >100
Escherichia coli (26) grepafloxacin =0.05~0.39 =0.05 0.20
ofloxacin =0.05~0.78 0.10 0.78
ciprofloxacin =0.05~0.20 =0.05 0.20
tosufloxacin =0.05~0.39 =0.05 0.20
Kilebsiella prneumoniae (27) grepafloxacin =0.05~25 =0.05 0.10
ofloxacin =0.05~25 0.10 0.10
ciprofloxacin =0.05~12.5 =0.05 0.10
tosufloxacin =0.05~0.39 =0.05 0.10
Enterobacter cloacae (17) grepafloxacin =0.05~0.78 =0.05 0.78
ofloxacin 0.10~0.78 0.20 0.78
ciprofloxacin =0.05~0.20 =0.05 0.20
tosufloxacin =0.05~0.39 =0.05 0.39
Enterobacter aerogenes (10) grepafloxacin =0.05~6.25 =0.05 0.39
ofloxacin 0.10~12.5 0.20 0.78
ciprofloxacin =0.05~6.25 =0.05 0.20
tosufloxacin =0.05~12.5 =0.05 0.20
Proteus vulgaris (18) grepafloxacin 0.10~0.39 0.20 0.39
ofloxacin =0.05~0.20 0.10 0.20
ciprofloxacin =0.05 =0.05 =0.05
tosufloxacin =0.05~0.20 0.10 0.20
Proteus mirabilis (9) grepafloxacin 0.10~1.56 0.39 1.56
ofloxacin 0.10~1.56 0.10 1.56
ciprofloxacin =0.05~0.39 =0.05 0.39
tosufloxacin 0.10~0.78 0.20 0.78
Citrobacter freundii (27) grepafloxacin =0.05~ >100 0.10 0.78
ofloxacin =0.05~>100 0.10 0.78
ciprofloxacin =0.05~100 =0.05 0.10
tosufloxacin =0.05~ >100 =0.05 0.39
Pseudomonas aeruginosa (27) grepafloxacin 0.20~50 0.78 6.25
ofloxacin 0.39~100 3.13 12.5
ciprofloxacin 0.10~25 0.39 3.13
tosufloxacin 0.10~ >100 0.78 6.25
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1) 77 LABHERE

MSSA 124t A GPFX D MICIE § X T 0.20ug/ ml AT
¢, MICso#%0.10pg/ml & FEFICENTEB Y, HBxHE
F1 01~ 4BRBEER T,

MRSA 43¢ A GPFXDMICS A it B 13 0.39 ~ 50g/ml
T, MICso® & UMICoofEASEN £ 12.5ug/ml, 50ug/
nlEBEERLZY, RBABEOVWTR L) bEL
Tz,

E. faecalis\Z %33 5 GPFX ® MIC 4347 i BH (£ 0.20 ~ 25
pg/mlC, MICs0130.78ug/ml & N T\ /225, 20545
D72 OMICooM 25ug/mIIBIETH o7z LA L, H
BRI L ) 1~ 3RMEN TV,

2) 77 LBERE

E. colil>#t$ AGPFXOMICIE X T0.39ug/mlLL T 12
445 L, MICso3 & UMICoofEId £ N E N <0.054¢/ml,
0.20pg/mlC, CPFX, TFLX & [E% T, OFLX & h 2BtR¥
Eh-HENTH o7,

K. prewmoniael 2533 5 GPFXDMICs038 & UMICqofi 13
FNEN<0.05ug/ml, 0.10pug/mlT, HEBXTIRIEL T
BREOENT-HENZR LA, L2 L, GPFX%%25
pg/mOPEERMET, o HBSTEIEIC D REMMET
HHIKPRD LN,

Enterobacter spp. 13+ 9 % GPFX ® MIC 4} 1 # [ (&
<0.05~6.25ug/mlC, MICso, MICgoid =0.05, 0.39&
0.78ug/mlC, E. aerogenes? 1 #7%6.25ug/ml DI th#E T
o720 THUETFLX, CPFX & 1) 1~25 45 - T 729,
OFLX & 0 1[N T W/,

Proteus spp. \Zx3 4 AGPFXDOMICIE § X T1.56.g/ml
LAUTFIZ9 A L, MICs03 & UMICyoid £ 1L#410.20ug/ ml,
0.39ug/ml & EHTW/z2%, CPFX & 0 3B, OFLX,
TFLX & 0 1BR% > T 7z,

C. freundii\Z ¥+ 3 5 GPFX D MICs0 3 & U'MICyo 13,
0.108 & 1°0.78ug/mI T, CPFX& b 3BtHE, TFLXIZ1E
Mg > TW/zh%, OFLXEIZFA%Th -7z,

P. aeruginosalZ3$4 5 GPFXMDMICs03 & UMICqofii 11,
FNFN0.78ug/ml, 6.25,g/mlT, CPFX& ) 1EMES
2 TWwizhs, TFLXELE% T, OFLX&L D 1~ 2BPEEN
Twiz,

2. BRZFLBIEA

GPFX % #5- L 72 12/EBI D BRIRE 8] 7% 6 KI5
#E# Table 212/R L 72, fERRIE, 40N 5775, FHE
75609 TH Y, BH8A, THABTH-7, T2,
8B O DEFERBLALTBY, WAMERLE 2
2TWbLNDLH o7, GPFXD1[EHKZ 5 &EIL100~

Table 2. Clinical results of cases treated with grepafloxacin

Dose of
Age . . Underlying Causative grepafloxacin | Clinical | Bacteriological | «.
No. (yr) Sex Diagnosis disease organism (mg x times | effect effect Side effects
x days)
1|4 (M pneumonia — S. pneumoniae | 150 x2 x10 | good eradicated —
. DM, . .
2 |71 | M pneumonia hepatic cirrhosis E. coli 200x2x25 | good eradicated -
3|65 | F pneumonia auﬁoimxpgne not done 100x2x15 | poor unknown —
epatitis
4 | 40 | M | acute bronchitis | Behget disease not done 300x2x8 good unknown —
. pulmonary M. catarrhalis | 150x2x2 . nausea
5 | 77 | M | acute bronchitis emphysema, S. pneumoniae | 150 x2 x 8 good eradicated anorexia
cor pulmonale
. K. pneumoniae | 150x2 x5 .
6 —
75 | M | acute bronchitis DM H. influenzae 150 x 1 x 4 good eradicated
7 | 48 | F | acute bronchitis — normal flora 200x1x5 ood unknown dizziness
200x1x1 | 8
8 | 43 | M | acute bronchitis — normal flora 150%x2 x4 good unknown —
9 | 71 | M |chronic bronchitis gout normal flora 150x2x 7 fair unknown —
10 . . 200x1x8 _
71 | M [chronic bronchitis gout normal flora 100x 2 x 11 good unknown
. . dizziness,
11 | 72 | F |chronic bronchitis Hash1m<I)It_;)Ddlsease, normal flora 200x1x7 poor unknown nausea,
anorexia
12 1 54 | F |chronic bronchitis — H. influenzae | 100x2x14 | good eradicated —

DM: diabetes mellitus IHD: ischemic heart disease
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300mg T, 9BIA LA 2ME#xS (1Bid&H T1H 1E I
B)THh Mo3plizl AIEERS 1BdEHR LD 1H2
B4 5- ISR E) Th oz, 1HKGEIZ200~600mgTDH
o 727%, 200mg, 300mgfk5-AS 126 10Bl % (572, &
5HIMI34~25 M TH o 7275, 126149611314 A ML
ATHo72,

GPFXDERRHR ZHRENICASL &, MEBITIIH
2pl, EHH1F, SHRELRSBITIILBH»EL, 18
HREIRABITIIER2H, RRERLB, ERH1FIT,
EROFREIZTS% TH 72,

MEFBRNRIT, 5B L DREREE LTIRESI N
Streptococcus prewmoniae 28k, Haemophilus influenzae 28K,
E. coli, K. pnewmoniae, Movaxella catarrhalis® 1REDEFTHE
HETHRE I N,

BIER & LTI, B - ERRRIRLBI, 55 5 516,
SL5ELRK - RS - ERAIRIF OFH3GIAFED L1,
RBBEEII25% TH o 72,

GPFX#ZERI & DERIRHRZEE % Table 312/ L 7275,
GOT - GPT® LA H16), iFERIRDWEIMNA16I, 16.7%
2RO LN,

o # %®

GPFXi%, 77 LMW, 77 LABEEB & Ulan
W LT, IBLEVIIEANRY PVYEEL, Z0OHERE
Hid, BERIAERT S BIHR=2—F /0 Fx
DFFH & SNTE 7S, pneumonice, VR EFEEIEIZ S
H. influenzae®$ 123 U CBEFDOERER L D bEL-H
WHEAL TS, £, REIOMAPBRELBRYI, &
HFOIREF L HR10~ 1200 & E <, 1B 1EHES AT
THh, MEBITHED BITT, 45ICMAEMEICIE, migs
REDIMEL L OFIRE THITT 5 Z LB ERIC L
NHERESN TS, 72, F7:5HEMBEBIEIBT %+
HHDT, RICIFIO~12%HMENDIZTELVEL
IEMAH B, TNODIFMOTRRBMIED L I ILR
MENLPBEKRDOHDEZHATH b,

bbb N DGR BERRIZ3H S 5 GPFXDIME B DR
HroHd, I LABHEREIIBTIIHEBITEEL D
~ABHENTMENER L, 77 ABRBEEEIC B
TIICPFXH L UTFLX L ) 45 DD, OFLXLY
ENME N %R L7 GPFXDMICoold, P. aeruginsa
2BRE, WFNH0.1~0.78ug/mDEEFEAIZH Y, KH

Table 3. Laboratory findings of cases treated with grepafloxacin

Hemanalysis Liver function Renal function Urinalysis

N CRP ESR CA-T MpHA|
O/ RBC Hb Ht WBC Neu.Eos. Plats |mg/ql) (mm/h){GOT GPT ALP |BUN Cr  Na K Cl \Uiml) (U/m) PO ocar

(x10%uD) @/d) (%) () (%) (%) (x10%pl) (U/L) (U/L) (U/L) |(mg/d)) (mg/d]) (mEq/L) (mEq/L) (mEq/L) tein

1 489 163 46.6 6500 44 1 443 15 12| 26 17195 |12 08 144 5.2 105 8 <20(- -
436 15.0 42.3 7300 54 0 36.0 |<0.2 6 | 25 14 204 |11 1.0 144 4.3 100 2 <2W0(- -
9 261 7525 9800 8 0 26.0 98 177 | 49 28 18.0* 18.0 1.0 138 4.3 107 | 128 <40 |+
279 8126 6500 79 0 81 159 | 77 60 39.8*/ 183 0.9 140 4.7 107 16 <40 |# +
3 470 16.3 46.7 12100 14.6 0.6 6 | 35 40 239 9 06 147 3.9 109 16 <40|— -
441 15.1 43.710900 15.4 04 12 | 29 3422 (11 06 145 34 107 <40 |- -
4 53¢ 16.1 46.316300 90 0  26.9 03 12 | 26 2719 |13 09 14 3.9 102 16 <20(—- -
552 16.1 47.615600 92 0 312 |<0.2 5137 33104 |15 09 145 4.7 109 | <4 <20(- -
5 463 14.542.0 7500 71 5 33.8 07 14 | 32 14202 |22 12 131 5.3 87 2 20— «
475 145434 6100 65 11 241 |<0.2 71 40 22218 |23 12 136 5.4 93 4 <20|- -
6 408 13.537.6 6200 63 5 274 33 49 | 43 32381 |13 1.0 14 4.2 105 16 <20 |— +
453 144 41.1 6400 53 5 209 |<0.2 7115 1625 |10 09 143 39 103 16 <10|— +
7 472 14.542.0 3600 45 3 18.0 09 18 | 21 15157 |10 0.7 144 42 104 | <4 <20|— -
472 146418 3900 58 4 254 |<0.2 5125 16 150 | 10 0.8 146 4.2 106 4 <20|—- -
8 536 17.0 57.415800 66 0 18.6 1.8 1|36 46 7.7 128 12 143 3.9 105 4 + -
510 16.7 50.1 6200 46 3  30.0 0.4 4 |121 115 134 11 - -
9 529 16.9 48.4 8200 60 3  29.7 0.2 6 | 25 16179 | 16 1.1 142 4.6 106 64 <20|— -
493 159455 7600 53 1 263 07 10 | 26 14 198 |18 12 143 5.0 105 R <20|- -
10 484 155441 9200 57 4 263 |<0.2 3|33 21157 |19 1.1 14 44 107 RN <2W0|- -
485 15.144.0 6700 53 4 29.0 |<0.2 28 22 145 | 22 1.1 142 4.2 103 2 <20|- -
1 445 139 40.3 9400 87 1 22.7 0.6 8 32 16 148 |22 08 143 4.2 100 16 <20|— -
428 13.138.5 9700 78 4 21.0 72 46 | 27 19169 | 17 08 145 3.8 97 2 <20+ -
12 356 12.3 352 4100 60 1 199 02 11 | 36 25152 |20 0.9 146 4.3 106 4 - -
369 12.0 36.0 4500 64 2  20.6 02 16 | 28 14162 |19 09 145 4.3 105 64 <d40|— -

*KAU CA-T: cold hemagglutination test

MpHA: mycoplasma indirect hemaggulutination test
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DEFNFHEEEERTLE, TNOOEMIC X 5%
pE i LA R BRRR AL 2b0LeELLN
72o %72, P. aeruginosa®MICgooldCPFXIZR &, TFLX

rE%END6.25ug/mlIT, RREVMICHE% R L 7225,
MICsoTid, 0.78ug/mITH Y, & 5BEOMHE IR
Tx%, X513, bUbNORETE &b o 721K 25
PIENDFEFBOMICook A THB LS. pneumoniae 0.39
pg/ ml, Streptococcus pyogenes 0.78 ug/ml, H. influenzae
<0.0125pg/ml EXTRRIE L ) S HEBRBENBKE 2o T
naY,

4, GPFX 1[E150mgl B 2[E#% 5 % rhoLo 1 R0 25
Yesp 1200123 AERERRIRE R Lok 2 5, 8BIMAH
T, FOAEMKIT5.0%THo7, FDH LD 8FlIF
EREBREYALTHEY, BMENEREZ-oTWEH0DD
Hot MEFEMNFREIIOVTIE, 5HALVEERE L
THRESNITRIZEHRISTTRE S, GPFXOHMEENY
ERBENLdDLEZ bNE, EEELENCBIT2AE
ERTOBRDREEZ A -RKTIIIFRBBRIELET
871%, & IZhi%k86.1%, BURELKSS7%LbN
DhOBEL D bRREFREL 2o TWVD, T2, M
BE¥WMHETIX, S. preumoniceD H5FK1:84.4%, H
influenzae 979% EMBHEZRBL/2dD Lo T
%Y,

BfER & LTI, 3PIICIER - BEAIR, $50506,
SL5LE - IBR - ERTIROF AV D o720 BRRE
ERHEIX, GOT - GPTO LR 1%, GFEEEROHEMAL
Bl oNizAs, WTFhbEELRLOTIEIR L, BK
LB 2wdboLEZ LN, BIEAORBEEN
5% LRP/ETHo7/2%5, EEELEITIE31%T, ¥

{LBEIR, MIRERME o TV D, T/, HRIRE
EREHBRIT48%T, bhbhn167% &) bk
<, 1FBREkiAN, GOT, GPTLANEDELRONTH A",
IhE CHE SNRIER, BRRREERYE ORIAKE
LLBT AL, RRHEENL)THAHY, SHIERL
TRELTWLE®HA ),

PlEofnd, ZpEn, FRRARFBMIC LD, GPFX
(IR B RAIE (T A HARDOBVEFITH L LEL
bha,

X 19
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Basic and clinical studies on the efficacy of grepafloxacin

Yoshiro Sawae, Kaoru Okada, Koji Takaki, Nobuyuki Shimono, Hiroyasu Misumi,
Katsuhiko Eguchi and Yoshiyuki Niho
First Department of Internal Medicine, Faculty of Medicine and School of Health Sciences, Kyushu University
3.1-1, Maidashi, Higashi-ku, Fukuoka 812, Japan

A newly developed pyridone carboxylic acid antimicrobial drug, grepafloxacin (GPFX), was studied
basically and clinically.

1) The minimum inhibitory concentrations (MICs) of GPFX against 242 strains of 10 clinically
isolated species were determined, and the MICs of ofloxacin (OFLX), ciprofloxacin (CPFX) and
tosufloxacin (TFLX) were determined as controls. The antibacterial activity of GPFX was better by 1~4
grades than the control drugs against gram-positive cocci. The antibacterial activity against gram-
negative bacilli was superior to that of OFLX, although it was slightly inferior to those of CPFX and
TFLX. Against Proteus spp., however, GPFX was inferior to the control drugs.

2) GPFX was orally administered to 12 patients consisting of 3 with pneumonia, 5 with acute
bronchitis, and 4 with chronic bronchitis at a dose of 100~ 300 mg once or twice a day for 4~ 25 days.
GPFX was effective in 9 patients, slightly effective in 1, and ineffective in 2, the rate of efficacy being
75.0%. All of 7 strains isolated from 5 patients were eradicated. Adverse reactions were observed in
three patients; one had nausea and anorexia, one had dizziness, and the other had dizziness, nausea and
anorexia. Elevations of GOT and GPT were observed in one patient, and eosinophilia was observed in
another on clinical laboratory tests.



