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BARALERES QB

R0 25 & HE |2 31T 5 grepafloxacin D EHERY - ERERAIAFFE

BEASIER - HOERME - WAE & - KEME - #l
PELRANGE - AR B - DA
RIS R 2 AT ER SR R R POt

i - KIHHAX -

HAESE - IRt —ER
B HRBE

FLABEAR SN AEOH X 2 0 v ETH 5grepafloxacin (GPFX) DIFREFELIE I BT 5%
BERY - BRIRBIRFR &2 1T 7% o 720

P05 25995 [ 14 0 B 72 B PR 43+ BiE B |4+ 5 GPFX DMICsofiE (ug/ml) (&, Haemophilus influen
zae (75 %) T =<0.003, Streptococcus pneumoniae (62 ¥E) 0.39, Branhamella catarrhalis (37 k)
0.025 L EN-HB 1 %R L 72, Staphylococcus aureus (53#K) 120.39, Pseudomonas aeruginosa(42
) 130.78 THh o 72

2EFC BV TEARE G 1% DOEIE P ~OBATERET L 7. £ EH100, 200mgD EEZ 5T,
BE#OBRBEREDIBREIIZFNENL56, 1.68ug/ml, REHMABEIZ0.85, 1.134g/mlITH
FRBITRII (RBEERTIRE/ BB MEPIRE X100) 13 En €1183.5, 148.7%THho7z,
%% 138 HH400mg432 D E 4% 5 T R s K P IR 122.78ug/mlTE L 72,

13FEG DO WFIR B3REHE DB E ICA K 2 %5 L, 201F%), MIILTHH THERHELIO0% TH
o7z, BIER, BERREMEEFIIROL I o7z, MIEFEICILP. ceruginosa 2D ABRE T X
B 7zh8, MMOHE (S, pneumoniae 28k, H. influenzae 58K, B. catarrhalis 3tF) & TRHE S h,
MREE83.3% (10/12) L ENHMETH - 72,

HHNZ S AR EFEREE IS LEAROBCIEETH ), 1HIEZ W L2EDHFS5 TS

JULY 1995

NBRSEDHFE CEAT X /u vV ETHhAEERINS,
Key words : grepafloxacin, JLE /1, WEEFIRE, WPk EE

Grepafloxacin (GPFX) I3 KIFBEHRASHTH L L
ZENLFROX 70V ZEEMBEET, quinolone®
HOSMLICAFVEZEAL, IMICY7uT7a v,
BILIC T v EBLUPTHIC-AFNVERST Y VR E
THEHLVHREETH S, AFL 77 2BHELXIILD
7T ARHE, AR L CAERRREANRS b
VERLY, RIHEROH X/ 0¥ TIHRIF o7
BEME, ~M375X%, 79IV THEIHLTLHA
WIRENEET 5%, FompEEiEENF/ o
LY EWVIO~128R T1H 1B O GATTEETH 545
BMEAEL TS,

Z 2 TAERAIEIE, LRIPR IR B E Bk O IR
BREME I LT, invinDRENERFTHLE LD
(2, MPREFRGERE AR 25 L, M, BEhiE
BEORHELITR, ZOREBAMERETL, WPRkzEYyE
BEIOTAREE, HREOEKIIOVWTLIEELMR:
DTHRET 5o

I. A &

1. IR ERRRELE \ZXF T B in vitrol LB 7]

FREFERIEDBEOER L ), EEREEETI0 /0l
DA EO o3 B S 710k 2595 R M S I RE 2 4 BHRFF B bR
DL, 1991418 251993448 T ClopsE s hi-E
BE VT, GPFXDin vitrofllH #E L 720

B Bk I Haemophilus influenzae 75 ¥k, Streptococcus
prewmoniae 62¥k, Branhamella catarrhalis 37k, Staphy-
lococcus aureus 538k, Pseudomomas aeruginosa 424k % Fi
W, BARCEREEASEREEY 8 L - ERERARE
2 &) B/NEERRI &R (MIC) 2 Hll5%E L7z, HREHI,
H. influenzae T35 % HBiH LM AN Mueller-Hinton broth
(BBL), S. pneumoniaek B. catarrhalisT i35 % B BiARAEIL
#I0 Mueller-Hinton broth (BBL) 2 L, #DMO®
# T X Mueller-Hinton broth (BBL) % Fi\»T37T, 18#
MR CHE AR, EEEROBEIE, £4F
—® brothiZ TAHMRL, 10°CFU/mi& L7z, MICHIEH

*T852 RIFHRA1-12-4
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EFEHEERERIL, H influenzael 135 % KL ML K
1 Mueller-Hinton agar (BBL), S. prnewmoniae & B. catar-
shalisTHE5 % B BLARME ML Mueller-Hinton agar (BBL)
¥EAL, £DMOETE TidMueller-Hinton agar (BBL)
g LAYAS

2. GPFXODEMIMREEHIE &

GPFXDiBEERIE 212, Escherichia coiZ MRE® & L,
BE 3 # 1< i3 Heart infusion agar (BBL) # A\ T, /@
cupiE|C & Bbioassay X 1T %2 o 72, PRI ML & 1§
#C, —80CIIKHERFLZDL D Z MMM, homoge-
nize L7 D D E AR E L7z, BEHEIZIIN-acetyl cysteinid
BN A B ho 7o BMERDOFHHRFI/ER 121X Monitrol
(DADE) & U"Y) ~ Ep#& i vk (PBS: pH7.0, 1/15M) % A
v, MR L R IRE ORI I IIRTE E A,

3. ERREYEREORE

1) XRIEH

i3, RIFKFSFEENEITHNR B L UHERKRK
(2199049 A 519924 1A I COHMICAREZH L
rBEEDI L, BRER MBERERR, BREHKS I
AREITR LD, B S P2 HE IR REENEDNR,
PORRBREMOFABEOHROLNIEFNTH S, AR
REMREIRIG, ME260, BEREXIR, [E
XHARAESS, UF AMRMSE 4% (DPB) 1BITH 5,

2) H5E, &5HE

B R BE T AGPFX D51, FEOHES,
BHRPBITHSE L ER L THR5E, REEERE L
200mg(%+1), 300mg (%+1), 200mg(5+2), 400mg(53-2)
NEE &I, BRMADEORFE 21T 272,

3) ZRHEEHE

HEERK, MENTR, BRKRREMR, ERAOHE
£ICEOX, BEHRO ICH U TERD (excellent), A% (good),
PRH% (fair), %) (poor) DAEXRE THIE L 72,

4) BIeH, BFEREERE

BRRERDOFEM 2RI 2172\, BEBORADEFE

ICOWTRE L7z % 7:4k580, #5-4, ®&'F%TIMHA,
HEALFRE 2 LG LIFRREERE ORI bIT2 -
7o

I. & |

1. MR 239 AT 1o 3F 3 A GPFX B & UM D HL il %
DMICH ¢ LLig

IR 55975 I 1t Bl 722 24 b BT D IR 85 A1 TR IR SR D
5K KRE Tdh B H influenzae, S. prewmonice, B.
catarrhalis, S. aureus, P. aeruginosallxtd 5 &H| L LD
PR IEDOMICH M % Table 1 ~5IZ/R L7z, HBUICAWL
MOMEIKIX, GPFXEFRMNOEF /0 &, =¥
) v, k7 2 A%REEHK], imipenem (IPM), erythromy-
cin (EM), minocycline (MINO), tobramycin (TOB), arbe-
cacin (HBK), vancomycin (VCM) C& 5,

1) H. influenzae(Table 1)

GPFXD AW 75K I § A HE 13 =0.003~0.013
pg/ ml N i) L, MICso, MICgyo T F N £ =<0.003,
0.006ug/mlC, ciprofloxacin (CPFX) & W 1&E¥ Ch, 1t
H2ZAEPICLOSCHEDERL,

2) S pneumoniae(Table 2)

GPFX DA M 628k 1241 3 % H# 77 130.05 ~0.78g/ml
23 AT B A5, MICy 1E iF, amoxicillin (AMPC),
amoxicillin/clavulanic acid (AMPC/CVA) (Zix1~2%&4
STV b0N, FIRMEEHFEKDENTZ0.39ug/ml%
RL7e T2 #%0.78ug/mF CHOBMETHEIEL 272
DIEAEHK] & AMPC/CVADATH o 72,

3) B. catarrhalis(Table 3)

GPFXDAREATHRIZHT$ 5 HLH J71130.006~0.104g/ml
I24#i L, MICsofiE iZofloxacin (OFLX), CPFX & h 1~2
EENT-0.025ug/mlE 7R L, MICoofi b CPFX & ) 2%
N7:0.05ug/m %R L7, £7:2#%0.10pg/mEL T T
FHIE T & 7-D1, FH|EMINODATH 72,

4) S aureus(Table 4)

T L 72538k, 298 (54.7 %) A¥methicillin (DMPPC)

Table 1. Comparative iz vitro activity of grepafloxacin and other antimicrobial agents against Haemophilus influenzae

Is(t:llated organism Drug MIC (ug/mb MIC;, MIC,, MIC,,

0. of strains) <0.003/0.006/0.013{0.025[0.05(0.10]0.2010.39{0.78(1.56|3.13/6.25]12.5(25/50({100{ > 100
grepafloxacin 46 (24 ] 5 =0.003 0.006 0.006
ofloxacin 6 |61 8 0.025 0.025 0.05
ciprofloxacin 25 (42| 8 0.006 0.006 0.013
amoxicillin 1643 71| 1 2(5 0.78 0.78 6.25

A l?% M amoicilind 13[s0(10| |2 039 039 078
clavulanic acid ) ’ ’
cefaclor 113535 3|1 625 625  6.25
erythromycin 1| 7(47119( 1 313 313 6.25
minocycline 11 2(33]|3]( 4 039 0.39 0.39
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Table 2. Comparative in vitro activity of grepafloxacin and other antimicrobial agents against Streptococcus pneumoniae

Is(olated organism Drug MIC (ug/mi) MIC,, MIC, M

no. of strains) <0.0030.006/0.013/0.025/0.05/0.10]0.20/0.39/0.78|1.56|3.13|6.25(12.5(25/50(100{ > 100 %
grepafloxacin 17| 8|42 4 0.39 0.39 0.39
ofloxacin 1 1 1 36 | 23 1.56 3.13 3.13
ciprofloxacin 4(20(25|12 |1 1.56 1.56 313
amoxicillin 5125 |19 5| 3| 1| 1] 3 0.05 0.05 0.20
S. pneumoniae il

(62) valanic acid 1 [13[30|6|6|2]1]3 0025 0025 010
cefaclor 1 1 31 4129(16)11 3|1 21 11078 1.56 6.25
erythromycin 212 (12(13] 33| 3|9 11 13 | 0.20 1.56 >100
minocycline 1 21 6| 9| 42199127 313 125 25

Table 3. Comparative iz vitro activity of grepafloxacin and other antimicrobial agents against Branhamella catarrhalis

; MIC (ug/ml)

Is(on]gfeglet’fgx:)m Drug <0.003{0.006/0.013[0.025/0.05(0.10{0.200.39{0.78|1.56(3.13|6.25{12.5|25/50|100 > 100 MICs  MIC  MIGy
grepafloxacin 1 (6 |26 3}1 0.025  0.025 0.05
ofloxacin 1|34 2 0.05 0.05  0.05
ciprofloxacin 1(7)124)2 |3 0.10 0.10 0.20
amoxicillin 1 1] 2(1(4)| 1] 2| 8|5]12 313 125 125

B. catarrhalis amoxicilin/

37 clavulanic acid 1 7 7112 8} 2 0.05 005 010
cefaclor 1 113 8|14 513 2 1.56 1.56 6.25
erythromycin 313311 0.20 020 020
minocycline 27191 0.025  0.025 0.05

Table 4. Comparative iz vitro activity of grepafloxacin and other antimicrobial agents against Staphylococcus aureus

Isolated orga.nism Drug MIC (ug/ml) MIC.. MIC MIC,,

(no. of strains) =0.025{0.050.10 { 0.20 | 0.39 {0.78 | 1.56 | 3.13 | 6.25 [ 12.5 | 25 | 50 | 100 | >100 0 "
grepafloxacin 11310 4| 2| 1| 2| 4] 2104 039 125 25
ofloxacin 1 3|15 6| 5| 1] 2{11]6]|1 2 313 25 50
ciprofloxacin 1 171 1 91 4 1]6(10] 4 5 6.25 50 100
tosufloxacin 3 8|1 6| 6 3 1 2 6|11 4 3 0.78 625 125
sparfloxacin 1m115) 3] 1 31 5]10¢{5 0.39 6.25 12.5
temafloxacin 1 71| 4 7)1 1) 4| 86|31 1.56 125 25
amoxicillin 11 9] 1| 510 1| 17|45 9 | 625 50 >100
S. aureus p————

G | avalanic acid 813 ] 6/ 2 3|5/ 705| 4|15 50 100
methicillin 7113 4| 2 61| 20 {50 >100 >100
cefaclor 2| 2| 8|11 (3|22 23 |5 >100 >100
imipenem 6 7)1 2 1] 2| 1| 2 3| 2 43| 10 {039 5 >100
minocycline 4 (16| 6| 2| 1 4191 0.39 1.56 25
erythromycin 1 2115 3] 1] 4 11| 25 |50 >100 >100
vancomycin 1[36|16 078 156 1%
arbecacin 2| 40| B|15] 5| 211 156 313 62
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OMICH12.5ug/mILA EDOMRSAT H o 720 BHIDS. au-
reusto it $ A HLE /1130.05 ~50ug/mliZ 4345 L, MICso
{f iz sparfloxacin (SPFX) & 0 1%, IPM, MINO & [] %,
OFLX, CPFX & D 3~ 4% EN720.3%ug/ml &R L 72,
MICoof i3 temafloxacin (TMFX) 38 & U"MINO & F% 25
pg/mICHETIZRL, tosfloxacin (TFLX), SPFX & 9 1
40, VCM, HBK& 0 2~4F% o Tz, F0OMDI
EEDMICoofE I3 & T50ug/mh EOBEM M %R L7,

5) P aeruginosa(Table 5)

P. aeruginosa 428K\ X A GPFXDHH /1130.10 ~
12.5pg/mliZ5 i L, MICso, MICoofti i & #40.78,
3.13ug/ml & CPFX & TFLXIZ2~3F 4> TldWn b b D
0, MICoof TIXTMFX & H% T, SPFX& ) 1~3% %
N-BETH o 72,

2. MRBRRIGERE BT HIMG, BEHEFREDR
B #% (Table 6)

GPFX%#5 L7 2fEfFI T, BT BELHIEL
7o BUODRAARO LM, K& ZILRE D EH (Case
no. 10) T, 400mg (432) T8HMERIRS L7z, DB
OmFEE (1HB) B L U8HE T TOEETIRE % Fig.
LR L7z, MAREDOY— 7 EIZRA%IEREZD
1.13ug/ml T o 72, 6 H OB EEHRF IR 3£1.68ug/
m CHERHBITRIZ1487% TH o 72, HEHEFIEBEIL
0.34~2.78ug/mliZ AL, £D% {1E1~1.5ug/mlT,

20 BICREED2.78ug/mls % S iz, 26 B (X640
7, U K& LILRE D FER (Case no. 11) T, &
F100mg % HEHR S L 720 rp, %A IEE % Fig. 2
VR L7se MLFPIRFEVEARAE 7% 1RET, 4REMICERZR
0.77, 0.85ug/mIASHRHE & N7z, WEHE R O i ik L (L AR
FRTRTH M2 1.560g/mlCE L7z, MR RATHR (IR IE
R R /R B ML ) 1X183.5% L BHETH o7z,

3. IR B IeE 12 B VT A RERBY A F

GPFX % ¥ 5 L RN % A 72 1 3fEHI D — % % Table
72, ERRMRAE R OMEEE % Table 8178 L7z, 5K,
5K EGOFNIEL B 1ERS, M4aBlid2EIRS & L7,
MERIE3HERIC1[E200mg, 1 H1IEZS, 661iZ1E
300mg, 18 1E¥%S, 161i21E100mg, 1H2E#KE,
1601216 150mg, 1H2E#KS, 260i21E200mg, 1H2
&G & L, 5-BHIZ7TAMA 5158 T, 7HHE
BI85, 14 HEI%DSBHITH 72,

1) ERRZIR O

O BEEZ S CICHBEZE%ER

REAVPAATH - EF LR E, BREEEERE
WX DEREAEE SN12ER, 1280 HEERIME
Z RN E % Table 101277 L 72o P. aeruginosah 2k & b
BRETE L2 o 20 WIREEBN R Lz, 2O/
HAHE TdH b H influenzae 58k, S. pnewmoniae 28R, B.
catarrhalis 3S¥RIT T NTRE &, HIHKX83.3% (10/

Table 5. Comparative iz vitro activity of grepafloxacin and other antimicrobial agents against Psexdomonas aeruginosa

. MIC (ug/m))
Is(onlgFe:f (;{rg;r?ss)m Drog =0.025(0.05(0.10{0.200.39|0.78 | 1.56 | 3.13 |6.25 | 12.5 | 25 {50 | 100 | >100 MG MGy MiCy
grepafloxacin 2 3| 413|121 6| 1] 1 0.78 1.56 3.13
ofloxacin 2 5|11 (12|10 2 3.13 3.13 6.25
ciprofloxacin 1 4 |13 (16|14 2| 2 0.20 0.39 0.39
tosufloxacin 3|6 |15(14] 2] 2 0.20 0.39 0.39
) sparfloxacin 20 1 5111110 2 3.13 3.13 6.25
E Yy | temafioxacin 1] 7] 5 |14]18] 1] 1 156 3.3 313
piperacillin 1 3116 |21 1 12.5 12.5 12.5
cefoperazone 1 16|64 ] 24 [>100 >100 >100
ceftazidime 1 411611 9 1 3.13 6.25 12.5
imipenem 1121 9 2| 3(3]3 1.56 3.13 25
tobramycin 1] 61271 6| 1] 1 0.78 0.78 1.56
Table 6. Summary of pharmacokinetics of grepafloxacin in two patients with respiratory tract infection
Case no. g{‘g Initial dose Seruxag;analll() level Sputua gx;ﬁ?ll)( level Peak Ratio (h&l?S)
10 50 200 mg 1.13 1.68 1.49 6h
11 37 100 mg 0.85 1.56 1.84 —
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12) L BN/ TH o 72,

@ FRERZHF

GPFX|Z TR A 1T 7% - 72 13EB 3t 3 B FRER B R %
Table 9IZ7R L7zo FR26, a3+ _XTHIT, ARK
100% (13/13) L4 TENERRHE LR L,

® BWER, EREMREMOERE) IR T 5 MR

A L7 13ERIC DWW T BIER, EiRRAE
F# (Table 8) # RO FEFIT L 220 720

4) REWEF OMRE

@ S. preumoniae&HYiE (Case no. 1)

Fig 3. \S#&A% R, SEFIITIE, BN KA
T19904E12 8 22 H U & ) 0k, RMERASRIINL, WEIE
DT 5 LY TS, preumoniaehERH L HEE SN2, W
BXMEETHETEICREELRD, MLLBHINT,
EHREREETIIAEALX10/mIA M S iz, FHO
MIC/E{30.39ug/mI T » 72, &K% 200mg 1H 1[E4%5
R M RS, BIERORD, REEOWENALN,
S. preumoniaeDBRE A3 B B DOEHE THR SN, REK
bokE, ExEHE L,

@ B. catarrhalisf&4<SE (Case no. 4)

Fig 4. IS B%RT, EPNI74%, BUHTERKE
CHEIEM AR AT S BMREXROES, 1991494

Case no. 11, 64 y.o., female, bronchiectasis, BW 37 kg

1.6 1 ® 1.56 pg/ml
1.4 4 [ ) O serum
@ sputum
1.2 ~
]
o 1.0
= 0.85 pg/ml
5 o L
E 084 o
2
£ 064 ®
Q
0.4 -
[
0.2
0 T T T T T T 1
0 2 4 6 8 10 12 14
Time after administration (h)
GPFX 100 mg
Fig. 2. Serum and sputum concentrations after an oral single

Case no. 10, 44 y.o., female, bronchiectasis, BW 50 kg

dose of 100 mg of grepafloxacin.

30 Day 1 2 4 5 6 7 8 30
o ' ¢.H I 1 1 |
[ [
2.5 - - 25
—O— serum
R 20 L 50 @ sputum
E
z ® 1.68 pg/ml ¢ .
g 15 ° e 15
I
% g/ml * °
2 1.13 pg/m
S 10- " [\ o o°® o 10
\ .
0.5 - ° - 0.5
]
0 | T T T T T 0
0 2 4 6 8 12 24
GPFX 200mg  Lme® Day

Fig. 1. Serum and sputum concentrations after oral multiple doses (200 mg x 2/day for 8 days) of grepafloxacin.
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19FE & b SRR IR, £ DBREBIHER, BATREN,
pa b ZORA4BERER, BIKS T LI
CB. catarrhalis?HEE SN, FF|D1[E150mg, 1H2[E
D5 % BIEL 72 $E TB. catarrhalish®1 X 10°/ml 4
gz, REOMICHEIXEMARIERL 7272 ORET
& o 12D ERIR T RERR D B. catarrhalis DR J) O BLAk 2 6
ATRIFCH -2 Bbh/z, REIREHREKREIR, 2
HAETROEE, THROBREERE TRIIMAEL
<Bh, REFIIERLHE L

® H. influenzaeEFE (Case no. 7)

Fig 5. B %2R T, EFIR7IRBHOBMULAET X

#C, 199142820 & ) 5 BERAMIHR, #HVTE
Wk, BRMEIRASHIIN, 4HICIZ38CTHDFEMNALN, K
B et L, RO YT AYaBT R X 1) H influenzae
AR BEbh, FHK300mgl B 1ED#HEG &ML 7o
K| OMICHEIZ0.013ug/ml & BAFTH o 720 FABG K
BRI, FREREEAR b ke, W H MK LAERGH
BEHIE L,
m = %

GPFXi3, ftsko@ix /0 v EFMIZT S LBEH
Mo 7T LBEDP. aeruginosa T THREILVILHE A RS b
TLRAFL, FRBEOHF /0 ETIIHEISGE»o

Table 7. Clinical evaluation of treatment with grepafloxacin for respiratory infection

N Age Diagnosis Daily dose | Duration | Total dose | Causative organism | MIC Clinical Side
0- | Sex | Underlying disease | (mg x times) | (days) @ (cfu/ml) (ug/ml) | efficacy | effects
79 pneumonia S. pneumoniael1 x 107 0.39
1 M PE 200x 1 14 2.8 l excellent | none
OPT NF
. H. influenzae 3 x 108 | <0.003
69 pneumonia
2 M hronic bronchitis 300 x 1 14 4.2 ( i ) excellent | none
.. NF
3 39 acute bronc.hl tis 300x1 7 2.1 ! good none
F hypertension
NF
78 acute bronchitis B. catarrhalis 1x108| ND
4 M interstital pneumonia 300 x 1 14 4.2 1! good none
hypertension =)
.. H. influenzae 2x108| 0.39
5 71-? acute rf)(;(l):chltls 150 x 2 7 2.1 ! good none
NF
83 chronic bronchitis B. catarrhalis 1x10%| 0.024
6 M PE 200 x 1 7 1.4 l good none
hypertension NF
. " H. influenzae 1x107| 0.013
7 ﬁ chromcot;)r'?nchltls 300x1 14 4.2 1! good none
NF
. .. B. catarrhalis 8 x 107 | <0.003
75 chronic bronchitis
8 |'M chronic hepatitis 300x1 7 2.1 ( i ) good none
. .. H. influenzae 2x107( ND
g | o | chronic bronchitis |, , 15 2.8 ! good | none
pneumoconiosis NF
. . P. aeruginosa 1x107| 3.13
10 |} |—Lronchiectasis 200 x 2 8 3.2 ! good | none
none P. aeruginosa 1x10°| 12.5
. . P. aeruginosa 3 x108| 0.39
11 (;1 tg_?lllcﬁ}gsi(ﬁtatsils 200x1 7 1.4 i) good none
atria aton P. aeruginosa 3x108| 0.39
. . H. influenzae 3 x107| 0.006
12 | % | bronchiectasis 200 x 2 8 3.2 ! good | none
none NF
S. pneumoniael x 107| 0.39
29 DPB
13
F chromic smusits 300x1 7 2.1 NlF good none

PE: pulmonary emphysema

NF: normal flora ND: not done

OPT: old pulmonary tuberculosis

DPB: diffuse panbronchiolitis
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Table 8. Laboratory findings before and after treatment with grepafloxacin
Case|B| RBC Hb | Ht | WBC [Eosino|GOT|GPT| Al-P | T-Bil | BUN | S-Cr | Na K Cl CRP | ESR
no. |A|(104/mmd)|(g/dD{ (%) |(/mmd)| (%) | (U) | (U) {(K*&U)|(mg/dl)|(mg/dl)|(mg/dl) (mEq/l)((mEq/}) {(mEq/D)| (mg/d}) |(mm/h)

1 B| 440 |[15.5(46.0] 9700 © 13| 10{194 1.5 | 11 0.8 138 3.6 103 {26.1 47

Al 443 |16.0(46.7| 4900 2 14| 71209 0.6 | 13 1.0 141 4.2 102 | 0.11 18
2 Bf 397 |12.5(36.9| 8400| 7 14 | 11239 0.6 | 18 1.1 141 4.8 107 | 6.97
Al 445 |13.9)41.5{ 5600| 7 21| 17235 0.6 | 12 1.1 141 4.3 107 | 0.01

3 B| 439 [13.5/40.5| 8700| 1 17| 13142 0.8 7 0.7 143 3.7 105 | 3.81 43
Al 407 [12.4|37.4| 4700| 1 22| 14118 0.3 | 10 0.7 145 3.9 107 | 0.32

4 B| 532 17.7152.9] 9000| O 21| 151|199 1.1 | 18 1.1 140 4.2 105 | 6.22 31

Al 476 16.1 [47.2{ 7800( O 32| 241|173 0.7 | 13 1.0 140 4.0 107 | 0.20 31

5 B| 407 |[12.6(40.0| 7800| 4 29 | 20331 0.3 | 189 | 0.6 138 4.2 97 - 59

Al 408 |12.7(39.8| 5500 | 4 24| 16308 0.3 | 193 | 0.8 83

6 B| 447 [15.3(44.9/10600| 3 15| 14 |155 0.7 | 23 1.2 146 4.1 106 | 0.12 4

Al 440 [14.9(44.7| 5800 11| 10144 0.8 | 20 1.1 143 4.2 104 | 0.20 30

7 B| 390 (13.1(40.2| 3900 O 25| 16 (134 0.7 | 18 0.8 143 5.0 101 | 4.16 14

Al 439 [14.0(42.0| 3800 21| 17(139 0.7 |19 0.9 143 5.1 100 | 0.27 10

8 B| 416 |14.6[43.6] 6600 2 |117|104|297 1.8 | 17 1.3 142 4.4 104 | 0.29 39
Al 353 [12.8(37.1| 4200 O |147|125|269 1.3 | 18 1.2 141 4.3 107 | 0.09

9 B| 526 |16.5(49.0| 6600 4 23| 13| 7.3*| 0.4 9.5 | 0.82 | 142 4.2 101 | 0.86 3

Al 516 |[16.6[48.3| 6800 2 27| 17| 16* 0.3 9.2 | 0.75 | 144 3.7 102 | 0.07 2

10 B| 344 [11.3(33.9| 6000| 6 15| 8(177 0.5 | 10.0 | 0.6 145 3.8 105 | 0.67 58

Al 400 |11.0(33.8| 4000| 5 18 | 10168 0.4 | 12.0 | 0.7 144 4.4 107 | 0.08 27

1 B| 402 ([11.7(35.6] 8200 O 33| 26(195 0.4 |21 0.9 144 5.1 103 | 0.66 4

Al 422 [12.1|37.3| 6200 1 32| 27216 0.4 |20 1.1 143 4.4 101 | 0.33 32

12 B| 461 10.7 {36.3(10100| 0 31| 29221 0.8 6.9 | 0.5 138 4.4 104 2+ 15

Al 431 10.1 (34.2| 3800| 3 19| 19204 0.3 71 | 04 139 3.9 106 1+ 23

13 B| 38 [11.9(35.5| 7700 13| 9186 0.3 | 15 0.9 142 4.1 109 | 0.86(+)| 8

Al 406 12.9(37.2| 6600 O 14 | 12|98 0.3 | 13 1.0 142 4.2 107 | 0.07(-)| 21

B: before A: after
Table 9. Clinical results of grepafloxacin for respiratory infection

Diagnosis No. of cases Excellent Good Fair Poor Efficacy rate* (%)
Pneumonia 2 2 2/2
Acute bronchitis 3 3 3/3
Chronic bronchitis 4 4 4/4
Bronchiectasis 3 3 3/3
Diffuse panbronchiolitis 1 1 11

Total 13 2 11 13/13 (100)

*Efficacy rate: excellent + good/no. of cases

Table 10. Bacteriological effect of grepafloxacin in respiratory infection

Organism No. of strains Eradicated Decreased Persisted Eradication rate (%)
H. influenzae 5 5 5/5
S. pneumoniae 2 2 2/2
B. catarrhalis 3 3 3/3
P. aeruginosa 2 1 1 0/2
Total 12 10 1 1 10/12 (83.3)
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Case no. 1
Date '90 Dec./25 28 31 91 Jan/1 4 8
Grepafloxacin 200 mg x 1/day
38
BT (°C) 37 i
36 M‘W
Sputum P M M l
Sputum S. pneumoniae 1x10%ml MIC : 0.39 pg/ml
culture ‘\
)
WBC (/mm®) 9700 5900 4900
stab (%) 2 6 0
seg (%) 78 50 59
CRP 6+ 4+ =)
ESR (1 h) 47 18
LA O L O
Chest X-P g B B
Fig. 3. 79 y.o. male, pneumonia.
Case no. 4
Date '91 Sep./24 28 Oct./1 4 8
Grepafloxacin 150 mg x 2/day
38 —

e QVRMW
36 —

Sputum P PM M
Sputum B. catarrhalis 1x10%/ml
culture ‘\
=)
WBC (/mm?) 9000 7400 7800
stab (%) 1 1
seg (%) 68 54 51
CRP 6.2 (4+4) 0.5 (%) 02(-)
ESR (1 h) 31 47 31

Fig. 4. 78 y.o. male, acute bronchitis/interstitial pneumonia.
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1RAATIX=2, 25 IVTHEIFLTOMNAEN
ERELTVAIUMRESR TS ™, SEDOFMLD
MR TIETRBEMAED (T 2 REHIfT R o TR W
B, WHRFFRFEMAE L L TEELRSKERARTHLH
influenzae, S. pnewmoniae, B. catarrhalis, S. aureus® L
TP. aeruginosa’ \ZxF ¥ 5 in vitrodL B I 2 RET L 720 £
DERGPFXIZMLOFHF /o v EELHBLTOMHAL D
HHBWNT VY ADENTHENEH LTV e, HICHE
RFHF /O VEDOBPETH o728, preumoniael 3 25T
BB, MICyofETH 5 & 0.39ug/ml& MV E S %
AL, SEOBREKRRETOREIRLRE T o 7224EH]
EHBRE SN, $FICARRMER TR LI RERICES
THY, FOTEMMEICKBL STV, EHIZ1D
i, Bk A ANENE, BRPNOBITHNRIFTH
ot bREWVWEEZOLNS, F7/-H influenzae®
GPFX D MICgof# 13 0.006ug/ ml, B. catarrhalis® £ i
0.05ug/ml & WO TENBHETH Y. H influenzae
DRREE T o 72655EH, B catarrhalishBR{KE TH o
TEFE DETRE SN, BRHICHOEHTH-o 72,

ELZIBMAEZLDOERE £ L TH influenzae, S.
pnewmoniae, B. catarrhalish B O EETH 5 I L 2 B
L7492, GPFXIZZh 63lE a2 AN—L, FIE
BWTENRZEEBEL DO T I LIHFETE 5,

S B DEERMETTS. aureusDIEBIL %2 Ao 7245, RHEIC
L TROFOP TIRITFLXICACIHRENZ R LA, L
D LRASH538kH, 208k, 37.7%IXGPFXizxt L T6.25
pe/ml EOMHELRLTEY, MRSASDETDS. an-
reusiZxt L CREWCHN—=TELRIZIEVrZ2VWEED

N5, P aeruginosa\Zxi$ HEKIOTEN L, BEon
LW 0 yEOFTIIHEEDRI TH o0, 4F
DEETHBED2UEFICBWTIIRETE 5 F ¢l
B oMol Caseno. 1LIZBWTIZEKITHEA L,
bOD, MICHEN3.13ug/miA 6 12.5ug/mlic LR LTH
h R Rfif LAt A 72, Case no. 12IEMICIED & & 3
LIBRATHTH0.3%g/mTH), RELTELEELA
7e7f, BEFINVFEXZILRIEDEFITH Y, —BHEA
DOBITHEICHEENH o b DEHBENT, Lh L
SMES & b ERRIIC AR TH > 72, BABIEICEL
T, AEDLETAINREF D7D+ 2RI TEL
Mol ht, HRTCRITEL2EFDEREZALL, &
IR IRE L ) BREERPIREOHIEL, BT
13148 ~183% & BIF T, L E THE L 720FLX?,
CPFX'", TFLX"™, # L TSPFX“ L h{ERTW/, ¥
7o AH) 0 A 1 BRR 45 LA BR DMRET CII 118 M 1%
EEL, 1HIEOFREYTRETH ), MICHK, #HAE
R, ZLTEBROBRRIT»OZEZT, H influenzae,
S. pneumoniae, B. catarrhalisHEERE Tdh 53H 41213,
1B 1E200mgRi % DG TH +oEHEIMETEE
%o L LadOREIREFOELRL, BREHS.
aureus, P. aeruginosa®3GE I3k G5EDOHEM, 1H2M
UESEREEOTRIVVLEL DD LAk,

DESHELAZX IS, GPFXIZZLMHIZE L T4HED
BETCld e d ML, MEMPREREEICBVCE
REJICHE S THBAMEIE Y, First choice@ W B A%+
JuarvERrEmaInis,

Case no. 9
Date ’91 Feb./5 9 12 14 18
Grepafloxacin 300 mg x 1/day
38
BTCO 37 ‘VRWW
36 —
P
Sputum PM M
Sputum H. influenzae 1x107/ml MIC : 0.013 pg/ml
culture .\
()
WBC (/mm’?) 3900 4700 3800
stab (%) 2 4
seg (%) 61 63 69
CRP 42 (3+4) 02(-) 03
ESR (1 h) 14 17 10

Fig. 5. 73 y.o. male, chronic bronchitis.
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Basic and clinical studies on the effects of grepafloxacin
on respiratory infectious diseases

Masakazu Takasugi, Mikio Taguchi, Jun Takahashi, Kazunori Ohishi, Hiroshi Watanabe,
Akemi Ohmori, Kiwao Watanabe, Tsuyoshi Nagatake and Keizo Matsumoto
Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University
1-12-4 Sakamoto, Nagasaki 852, Japan

Hirofumi Tanaka and Souichiro Yamauchi
Iki Public Hospital

A new quinolone antimicrobial drug, grepafloxacin (GPFX), was studied basically and clinically.

Its antimicrobial activity (50% minimum inhibitory concentration: MICso) against major respiratory
pathogens was 0.39 pg/ml against Staphylococcus aureus, 0.39 ug/ml against Streptococcus pnenwmoniae, less
than 0.003 ug/ml against Haemophilus influenzae, 0.025 pg/ml against Branhamella catarrhalis, and 0.78
pg/ml against Pseudomonas aeruginosa.

In one of the 2 patients with respiratory infectious disease, the maximum sputum and serum levels of
GPFX after a single administration of 100 mg were 1.56 pug/ml and 0.85 xg/ml, and the peak ratio
(maximum sputum level/maximum blood level X100) was 183.5%. In the other patient, the maximum
sputum and serum levels of GPFX after a single administration of 200 mg were 1.68 xg/ml and 1.13 pg/
ml, respectively, and the peak ratio was 148.7%.

Fifteen patients with respiratory tract infections were studied for the clinical evaluation of GPFX. The
rate of clinical efficacy was 100% (13/13; unknown in 2 patients). Although 2 strains of P. aeruginosa
were not eradicated, all other bacteria (2 strains of S. pueumoniae, 5 strains of H. influenzae, and 3 strains
of B. catarrhalis) were eradicated. The rate of bacterial elimination in sputum samples was 83.3%. No
reversed effect was observed.

The results suggest that GPFX can be expected to exert excellent clinical effects on respiratory
infectious diseases due to bacteria including S. pneumoniae, when it is administered once or twice a day.



