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1. MEHHE

TERSE L D) FEREED M IS YMEERREZE I TR
FFRGUE B L 1) 5B S N7z Staphylococcus aurens 104K,
Streptococcus pnewmoniae 17k, Streptococcus sp. 12 £k,
Klebsiella pneumoniae 6%k, Pseudomonas aeruginosa 134K,
Acinetobacter calcoaceticus 4 ¥R, Haemophilus sp. 16k,
Morazxella catarrhalis ARRIZ3T T AARROME H %, BAE
ICFREFDIEREEY IZHE U THIE L, ofloxacin (OFLX),
ciprofloxacin (CPFX), lomefloxacin (LFLX) D¥TE 7 &
B8 L7z, 53 Muller-Hinton agar% IV EEE B3
10°CFU/ml T4T o 720 7% B Haemophilus sp. , M. catar-
rhalisiZi35% Fildes enrichment, S. pneumoniae, Strepto-
coccus sp. 12135 % EMBE % INZ 72,

2. Bk

FHHEHF OMICD 534 #iBH & MICs0, MICoo% Table 12
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RL7z 13Kk TIEMICo0t33.13ug/mlTdh ), CPFX & ) %o f24¢,

S. aureus YORRIZ 3T 5 AH| OMICIE 4 T0.2ug/ml LA OFLX, LFLX X W N T\ 72, A. calcoaceticus 44k |24
TTHY, Mho3F & hEN TV 2o S preumoniae 178 T HMICoold0.78ug/mITdh V), MD3F L Y EHLTWir,
X3 5 EF OMICso, MICoold £ 4 0.1ug/ml, 0.39ug/ Haemophilus sp. 16 ¥k 12553 A MICsg, MICopid & & |2
ml THEHF & D BT 7o, Streptococcus sp. 12BRIZHT L S0.006ug/mPLTF TH Y4FEH R R HEN T, y
TIE, MICoo#%, 0.39ug/mlT4IEHIFRR D P T2, calarrhalis 4R T 1L, 2HR0.012ug/mlLLTF CHIE &R,
K. pneumoniae 6% T IEMICs0, MICgo %4 0.05ug/ ml, PBASEH P b T 2R L 72
0.78ug/mI'CCPFX & [B%DHLH ) & 7R L720 P. aeruginosa

Table 1. In vitro activity of grepafloxacin and other fluoroquinolones against clinical isolates

Organisnp Drug MIC (ug/ml)
(no. of strains) Range 50% 90%
grepafloxacin 0.05~0.20 0.05 0.1
S. aureus ofloxacin 0.20~0.78 0.39 0.78
a0 ciprofloxacin 0.39~3.13 0.39 0.78
lomefloxacin 0.78~3.13 0.78 3.13
grepafloxacin 0.10~0.39 0.10 0.39
S. pneumoniae ofloxacin 0.78~3.13 1.56 3.13
an ciprofloxacin 0.78~3.13 1.56 1.56
lomefloxacin 6.25~12.5 12.5 12.5
grepafloxacin 0.05~0.39 0.39 0.39
Streptococcus sp. ofloxacin 0.78~3.13 3.13 3.13
(12) ciprofloxacin 0.78~3.13 3.13 3.13
lomefloxacin 6.25~12.5 12.5 12.5
grepafloxacin 0.024~0.78 0.05 0.78
K. pneumoniae ofloxacin 0.10~1.56 0.20 1.56
® ciprofloxacin 0.024~0.78 0.05 0.78
lomefloxacin 0.20~6.25 0.20 6.25
grepafloxacin 0.10~6.25 0.39 3.13
P. aeruginosa ofloxacin 0.10~12.5 0.78 6.25
13 ciprofloxacin 0.10~3.13 0.20 1.56
lomefloxacin 0.20~12.5 1.56 12.5
grepafloxacin 0.012~0.78 0.024 0.78
A. calcoaceticus ofloxacin 0.20~6.25 0.20 6.25
@ ciprofloxacin 0.20~6.25 0.20 6.25
lomefloxacin 0.39~12.5 0.39 12.5
grepafloxacin =0.006 ~0.012 =0.006 =0.006
Haemophilus sp. ofloxacin =0.006~0.024 0.024 0.024
16) ciprofloxacin =0.006~0.012 0.012 0.012
lomefloxacin 0.05~0.10 0.10 0.10
grepafloxacin 0.012 0.012 0.012
M. catarrhalis ofloxacin 0.10~0.20 0.1 0.20
@ ciprofloxacin 0.05~0.10 0.05 0.10
lomefloxacin 0.39 0.39 0.39

Inoculum: 10° cells/ml



VOL. 43 S-1 IR 25 B IE (2 3xF 9 5 grepafloxacin @ iR T 5E 201
Table 2. Clinical and bacteriological effects of grepafloxacin
————‘ Y .
- Dose Evaluation Side
Age'SexBW|  Clinical davs Isolated BT | wBC | cRP |ESR | Ch
h . - t X-P - effects
Case () (kg | diagnosis (’I‘o}t] al) organism e bfggg? clinical | Remarks
acute 300 mgx 1 normal flora 37.4]8300 | 1.22 | 18
1| 42:F49 I 0] { ! i i | | improved | unknown | good -
P 2.1g normal flora  [36.3 | 8500 | 0.74 | 7
acute 200 mgx 1 H. influenzae 37.6| 5700 | 7.37 | 55
2 | 29F46 neumonia M ! ! i ! | | improved |eradicated | good WBC |
P l4g =) 36.5| 2300 | 0.62 | 28
acute 200 mgx 1 normal flora 37.2(10200 | 3.40 | 12 no visit
3 | 45M60 neumonia ! ) i ! ! — — - after first
P ND ND | ND | ND |ND consultation
200 mgx 1 normal flora 37.6(14800 | 2.42 | 14
4 | 4-Mb64 n::f;?;':a ) i ! 1) ! | | improved | unknown |excellent —
P l4g ) 36.2 | 5400 | 0.2 8
200 mgx 1 normal flora 37.4110700 | 2.09 | 25
5| 19F47 n:lyec\:)nr:l(z:sir:a G i i 1) ! | | improved | unknown |excellent —
P l4g =) 36.1| 4500 [ 02| 15
300 mgx 1 normal flora 38.0 | 4400 |10.40 | 100
6 | 37F45 mﬂ’;ﬁﬁﬁ?g{:a (11) l ! ! i | | improved | unknown | good -
P 33g =) 36.4| 5100 | =0.2| 70
mycoplasma 300 mgx1 normal flora 39.6| 7100 | 5.99 | 18
7| 3MND |V (14) l V| 4 | L | | |improved | unknown | good | Eosino t
P 42¢ ) 36.4 | 7900 | <0.2| 4
acute 300 mgx1 normal flora 37.2(13100| 3.02 | 40
8 | 16F45.8 bronchitis ) 1) ! { 1 | | no change | unknown | good —
21g =) 36.7| 5500 | 0.45 | 21
chronic 300 mgx 1 M. catarrhalis 37.4(16300) 17.2 | 90
9 | 61-M46 bronchitis )] 1) ) ! 1 | | no change | eradicated | good —
21g normal flora 36.5(13200 | 4.76 | 55
chronic 200 mgx 1 H. influenzae 37.6(9100 | 1.55 | 8
10 58-F+46 bronchiti ) 1) ! i i | | no change | eradicated | good —
ronciutis l4g =) 36.0| 5000 [ =0.2| 5
chronic 200mgx1| S. pneumoniae |37.0| 8600 | 1.12 | 10
11 40-M62 bronchiti ) i) ! 1 ! ! | no change | eradicated | good —
S l4g normal flora 36.0| 7200 | =0.2| 4
chronic 300 mgx 1 normal flora 38.4| 8500 | 1.46 | 7
12 61-M+60 bronchiti N ! 1) 1 ! ! | no change | unknown | good —
s 21g normal flora 36.1| 6300 | 0.27 | 10
chronic 300 mgx1 normal flora 36.3 11700 | 1.67 | 18
13 | 53-M-58.6 bronchiti ) 1) 1) ! ! | | improved | unknown fair —
s 21g normal flora 36.9110000) 1.80 | 27
bronchiectasis 300 mgx1| P. aeruginosa (+) |37.2| 9000 | 3.41 | 80
14 68-M-52 on infection (14) 1) 1) i 1 { | no change | decreased | good —
42¢g P. aeruginosa (+) [36.5| 7800 | 4.73 | 70
f:}ceg't‘gﬂo 200 mg x 1 S. aureus 38.1| 7000 | 0.71 | 8
15 21-F-46 bronchial )] 1) 1) I i ! | no change | eradicated | good —
asthma l4g =) 36.6| ND | ND | ND
secondary
infectionto  [300 mgx1 normal flora 37.0(11600 | 1.34 | 15
16 | 52:-M'41.6 |chronic M 1) ) i) ! | | no change | unknown | good Eosino t
pulmonary 21g normal flora 36.5| 7100 | 0.55 | 1
emphysema
secondary
infection to | 300 mgx 1 normal flora 37.21 9600 | 2.76 | 38
17 | 61:M:52.5 |chronic M ! ! i) i | | no change | unknown | fair —
pulmonary 21g normal flora 36.7|14500| 0.22 | 6
emphysema
ND: not done
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I. BEERMBN

1. %

FRIETANOFERAELA FTICLRNREZD £
TWEABEL, MRESFORIEIR, T2 b bREROEH,
R#h, CRPHEME, AMIREEL, WEXMEETRYEY
DM EBF S R IFREFRIGERE T, MEOHRLN
TR RAERE LT ENR L L, 72720, 1R
BIUBILFORA, EELEMEKBLAETLESE,
cephem, penicillinRILEMPKBL LY FrAH VKR
BRAMERICTUNF—OBRENH LB E, EELFE
ISR EL AT AESICIIRS Lid o, AR
X, SHMEERMLIB, A 37T XR4Bl, B
HREXKL1P], BUEREIRF, MSED ZREY2
Bl, [KEXIRER S FICREXIWHE D RBLE 15]
Thotz, 7272L, BUMRDIBIIMBLUKRIEL %
P ol OBRMRL LEORD SBI L7z H5IES
DEFRTF L LTHIITES106], 76, F#5IT
(229 AT 25451, 30~39mA%25l, 40~49mAH%441,
50~59&A%3Bl, 60~69mAT4BITH o772 EEEFT

Table 3. Clinical efficacy of grepafloxacin treatment

by disease
Daily dose and
Diagnosis efficacy rate Total
200 mgx1 | 300 mgx1
Acute pneumonia 171 171 2/2
Mycoplasma pneumonia 2/2 2/2 4/4
Acute bronchitis 1 11
Chronic bronchitis 2/2 2/3 4/5
Bronchiectasis on infection 11 171
Secondary infection to
bronchial asthma 11 11
Secondary infection to 12 12
chronic pulmonary emphysema
6/6 8/10 14/16
Total (80%) | (87.5%)

Table 4. MICs (ug/ml) of grepafloxacin, norfloxacin,
ofloxacin, enoxacin and ciprofloxacin against
isolated organisms

Cn{:e Oisg‘;ljl‘:rgs GPFX | NFLX | OFLX | ENX | CPFX
2 | H. influenzae 005 | 020 | 0.10 | 0.39 | 0.024
9 | M. catarrhalis | 005 | 020 | 0.20 | 0.39 | 0.10
10 | H. influenzae 005 | 020 | 0.10 | 0.39 | 0.05
11 |S. preumoniaze | 039 | 3.13 | 3.13 | 6.25 | 0.78
14 | P.aeruginosa | 020 | 020 | 0.78 | 0.39 | 0.10

GPFX: grepafloxacin ~ NFLX: norfloxacin
OFLX: ofloxacin ~ ENX: enoxacin
CPFX: ciprofloxacin

ZREEL26], PEESHITH o7z WHREFRDEMES
FREXMESH, MEAE2BIDRSBITH 7,

2. Kk

&5 HEE, 1E200megd 5\ 1d300mg%x 1 H1E &%
BB L7z, %E5MMIZ, 7T~148BMTRIZS5RIIRE
1.4g, W#4.2eTHo7,

3. WRYESE

FRRERIIIR GBI B L URSFIZEHBREL, HEN
FEIL, =K, IBE DGR REFMH RO mHAIZZER,
oK, BE, RELILEMRIZFROME 2L ) EH,
BH, RRER, BH, HEFRERDOSEETHEL:,
HRBIZOWTIZEWERA 2 L2 ME L THEICHE, &
B, £bb &bz, AN, FEEICTM, HERE
DEEREIZTHIE L 72,

BIERIZ 2V TIdZ 5 R BMENERDB L Ulekk
ZiEnZ%EBH L LT, RBC, Hb, Ht, WBC, M/MR%,
B IMEk45r 8, S-GOT, S-GPT, ALP, BUN, &2 L7
FoESE G, B, RIZHIEL,

4. Bk

BIEBNZ DOV T DOBEEIZ Table 2R L7729 D Th
D, EFISOMLLUEREETEBRNAT S L, BEYHE
X, Exh2f, AEh126), RREX2B THELEIILTS%
Thol, KB - X5 EIDERIKR%IR % Table 3II7RL
720 200mg/day¥x 5 D68+ X THZILL L, 300mg/
dayx 5 D10619, BHREXZK, MTEDOZRELRO
B1B R8BI AZULTH o 720

M £ B9 %h R (X Haemophilus influenzae 28k, M. catar-
rhalis, S. pneumoniae, P. aeruginosa, S. aureus?®D & 1%, it
CERAERE L L THEE SN, P aeruginosaD Bl % B
&, TRTHEELZ, 08 S N58II3T 254
ERIREHAEOMICE % 8T 5 &, ciprofloxacin& i
REFHDHVIERRED DD, 5HICxFL, 005~
0.39ug/mlD{BAE% /R L 7z (Table 4),

ARMETIRIEE ICHEI2H, WEHI126, bbbt
bWV VH2E, HERELFITH -7z,

BIERIZ1IBI S RBD SN h oz, BRIRREBERER,
1BICBMERDBRAHRD S A8, BETHY, EL
ETLEMBICEFEIL Lz, T TR M 26
BOOLNTH, WTFhOBETHIMEL 50T
Mo 72 (Table 5),

o = =

IR EFEGE 1L, TORABOMEILL: LOERDH
D, BB, EECOMEEIGR:, 40, Fed, EH
B9 ERIR - BERRS 3RR 122t A GPFX B & Uit BEEHID
HENEREL, TLEROICIZZO L) 2IPRFRE
ELERONDLBEEZNRICTRHL, GPFXIZL Vi
BeRAA, DO, ZOBKME, BWEHICOVWTREE
To72,
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AR TS, aureus\Z3§ 5 GPFXDILHE I & &
HE02ug/mOEMETHEIEL, S preumoniaes & U
Streptococcus sp. 13T LTH, 0.39ug/mITLEMR%E FHIE L
1o Haemophilus sp. (ZxF L Tid, =0.006ug/ml D {EAE
CotEMIEL, M catarrhalisiZxE L TH, 0.0124g/ml
oM%ML L. £72, A calcoaceticusiZxF LTI,
0.78ug/ml TR I L72e T ALidnd FRIEHI P i b

N7BETH o720 K preumoniae|Z 5+ 3 5 MICqoid,

0.78 g/ ml DIEAE TCPFX & [F4F DL T THED 2% & 1
BN T W P aeruginosalZ 33 A GPFXDMICqo i,

3.13ug/miTH H, CPFX & N 1EHH > T/, o2
FEYENLBMTH oo ZOMRIL, CPFXDFFE
Thb, FILBMHE, 7T LBERRS OICBSIER
AT BB ANRY MLidd & LD, $i2T T LR

Table 5. Clinical laboratory test data before and after administration of grepafloxacin

Case 0. Hb R4BC , I:LT. . WB(; Eos. s-GOT | s-GPT | ALP BUN Cr.

(g/d) | (x104mm?) | (10*mm3) | (/mm3) | cell (%) un aumn aquny | (mg/d) | (mg/dl)

) B | 11.7 404 20.4 8300 1.8 21 18 185 9.7 0.48

A | 12.0 377 234 8500 5.3 22 15 185 9.2 0.44

5 B | 11.6 367 31.2 5700 2.6 9 9 224 8.4 0.48

A | 11.6 362 27.0 2300* 5.8 13 41 239 144 0.48

3 B | 13.6 402 24.8 10200 0.7 21 21 155 20.0 0.76

A —_ — I i —_ —_ _— — — J—

4 B | 12.6 416 29.0 14800 1 16 18 191 13.1 0.79

A | 12.0 387 21.3 5400 1.3 17 15 173 12.1 0.76

5 B | 135 439 26.4 10700 34 11 7 168 6.2 0.55

A | 13.0 406 33.7 4500 4.6 14 8 147 12.6 0.57

6 B | 104 331 30.8 4400 0 75 71 177 6.5 0.48

A | 10.8 328 43.3 5100 1.7 28 26 189 10.6 0.6

7 B | 15.2 462 16.0 7100 2.6 10 7 163 14.0 0.89

A | 138 436 32.6 7900 8* 12 12 157 17.6 1.05

8 B | 133 436 22.7 13100 4.5 11 3 148 8.2 0.86

A | 122 402 31.4 5500 114 24 33 129 5.6 0.63

9 B 11.5 340 23.5 16300 4 27 23 378 14.4 1.03

A | 10.6 322 29.6 13200 5 39 30 437 14.9 1.01

10 B | 124 410 30.1 9100 0 14 6 114 10.6 0.64

A | 132 427 30.0 5000 14 14 9 106 15.0 0.68

1 B 15.2 472 314 8600 1.7 19 23 175 14.2 0.65

A | 154 481 30.0 7200 3.2 18 27 161 18.3 0.62

12 | B 15.3 495 27.3 8500 3.8 21 29 207 8.6 0.71

A | 14.6 462 27.0 6300 7.5 23 33 198 11.0 0.71

13 B 16.6 479 27.2 11700 1.1 61 58 613 10.8 0.58

A | 15.9 468 29.7 10000 1.3 54 53 604 9.0 0.67

14 B 10.7 325 49.9 9000 1.6 11 7 132 16.7 1.08

A | 10.1 311 50.1 7800 2 11 9 118 16.2 1.03

15 | B 13.0 425 20.9 7000 3 11 8 153 10.3 0.66

A — _ _ _ _ _ — — — —

16 B 14.5 395 36.2 11600 0 16 19 153 13.8 0.64

A | 127 347 27.9 7100 8.9* 14 12 142 8.5 0.74

17 | B 12.5 378 28.2 9600 5.2 13 7 154 11.4 0.81

A 12.5 368 304 14500 6.9 12 11 138 13.3 0.80
B: before  A: after  *: abnormal value
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7PADEBDbNL, HiIZAHTTORO=2—F /0
(23608 L7259 50T & 2 MEHERT (XS 3 B PR 0 AT R &
N, BHEFCERYAE D A 7% S At DM AFRERYE I
TN EeRBET A2 D LEDbNA,

FRIRBOMRET Tid, IR BRI HE 1750 (B MY i 22
3B, =4 377 X<Migkdpl, BEHEKEILRLE, 184
K[E x50, MAIED k&2, [EILRE 2
L WICRE I mED T REESA160) 124 L, 1H1ME,
200mg ¥ 7:13300meg#% 7~ 14 H M#x 5 L 7z, BRARZIR L,
AT R 166 148 ASH XL L T87.5% L MV ER)
LR L7, EEEFORETONRHBLEMETI42
Bl 386FIAERILL LT, HXIH87.3% &, A DMK
W—HTEHLDTH o 72, MEEBERIETIL66]FH2H]
PEFULETH Y, w4377 X<k Tidasl
LERUETH Y, inviteD B E B LD TH Y,
SEMEEREEDOINRIEEICIB VT, KANIFE 5E
REBBLDEZEZONS, BEHFERFEEICBVTD
106 8BS ERNLL LT, FHRIZILO% LBV HFTH
o7z. MEFEHEIL, 58 SN7H influenzae 25K,
M. catarrhalis, S. pnewmoniae, S. aureusf 1RRDFTSMRIE
H%E L72HS, P. aeruginosa 1BRD A DB TH o 72,

BIERIZ, &flicZEoonhro7d, BERREMER
BEENE LT, 181ICHMERED, 2BICIFERERDOHES
PRD LN, WTFNLIBEMTH ) EBRREIFICRIEE

BLDTI—BEDS T,
DLEDKERN S, GPFXit, 7T ABHEE, 75
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Fundamental and clinical studies of grepafloxacin
in respiratory infection

Mitsuhide Ohmichi and Yohmei Hiraga
Department of Respiratory Disease, Sapporo Hospital of Hokkaido Railway Company
Higashi 1, Kita 3, Chuo-ku, Sapporo 060, Japan

Michiko Hirakawa
Clinical Laboratories, Sapporo Hospital of Hokkaido Railway Company

The antimicrobial effects of a new quinolone antimicrobial drug, grepafloxacin (GPFX), on respiratory
pathogens as well as its clinical effects and utility were assessed as follows:

The measured MICs of GPFX of 82 isolated strains in respiratory infections were: 0.1 xg/ml for 10
strains of Staphylococcus aureus, 0.39 pg/ml for 17 strains of Streptococcus pneumoniae and 12 strains of
Streptococcus sp., 0.78 pg/ml for 6 strains of Klebsiella pneumoniae, 0.78 pg/ml for 4 strains of
Acinetobacter calcoaceticus, =0.006 pg/ml for 16 strains of Haemophilus sp., 0.012 pg/ml for 4 strains of
Moraxella catarrhalis and 3.13 pg/ml for 13 strains of Pseudomonas aeruginosa.

GPFX was administered at a dose of 200 or 300 mg once/day for 7~ 14 days to 17 patients, including
3 cases of acute pneumonia, 4 cases of mycoplasma pneumonia, 1 case of acute bronchitis, 5 cases of
chronic bronchitis, 1 case each of secondary infection to bronchiectasis and bronchial asthma, and 2 cases
of secondary infection to pulmonary emphysema.

The clinical results were excellent in 2 cases, effective in 12 cases, and slightly effective in 2 cases
(excluding 1 patient who did not visit after the first consultation). Regarding the dose distribution, all 6
cases in the 200 mg/day group and 8 of 10 cases in the 300 mg/day group responded effectively.

The bacteriological results were as follows: 2 strains of isolated H. influenzae, 1 strain each of M.
catarrhalis, S. pneumoniae, and S. aureus disappeared, and 1 strain of P. aeruginosa decreased.

No side effects were observed in any of the patients. Abnormal laboratory findings were observed in 3
patients: a decrease in WBC in one and elevation of eosinophils in two.



