VOL. 43 s-1 BN R RIS 81T B grepalloxacin® 26100 « R IVIRET 513

H RIRMERL R BT 5 grepafloxacin D LR - BRI ET

KU B - &R AR - R - RT3
DV B R T SRR 2

WAFRE
TR DB I8 YR SR B R 5 T MR A

BHEEAT - HEX—
AR B TR BT B B IENER)

WA= - NETRA
FE VR B YR 37 -{ L e s e B SR e

BORA =2 — %/ 0 RHEEEgrepafloxacin®F FHIC DV TEBER 2 5 IZERREYIIRET
L, LToEREHB,

1. A#I200mgx ARk L, WAABEAIRES X Mk iEE*HPLCEIZ TRIE L7z, &5
%42~ 3BF TRV AR 1$1.48 ~5.37ug/g, XTI d A IMiE A 130.36 ~0.98,g/ml T
ol MBABITEII251~590% L BN FBETH o7,

2. HHIREMERIEBURGGE3 LN L TAR 2 %5 Lz, BRRZIFIEEZNL3B), Axh106,
RLRERIB, EXNIF, HIEAEEIFTH o7z, FR)+ AR E TEEIESI27614 236 T
HFE-5.2% Th - 72, MEFEMRET TIE, FMUTEETH o 7-2268kF 24RkATHE L, HEK
R3923% Tho7z, BMEMEER L, THLIF, REZOOBEMKIGSEOLN, B

FRAREEDOREIZIGPTO LENIFICRO LN, WTFNRLEELZ LD T o7,
PEXY, RANIE SRERESRGE I L TERZERIEE 2 b,

Key words : grepafloxacin, B SR FISURIE, ARMBITIE, BRRBIRES

Grepafloxacin (GPFX) i, KZFHBEHMNASH THES
N LWEROFA-—2—F /0 REBMEERTIMI
Yrus7u ¥, SALICAFIVE, 67 vEBX
WTLIC3-AFNERSGT I NVEEFL, KFNIT T L
GE, 7T ABRMEB X OBRAEE T LT, LEH
BHEARZ T ALBWHENEZAL, REAMICIEA
THE,

F/ARANENEE T EEAS 10~ 128 L KW
RUBHETH Y, MEBBITHED BIFT, KA 572
FTREILAE LTI0~12% 8 s h, REHKRSHD
BREMDPAD LNV E LRI TV B,

A, bivbuIE SIEMER SISO S TERYE & 35
LT, RHoFREY BB, BRICKRET B
¥BDOT, FORETHRET 5,

1. E®R B K

1. MBBBLEHE

BBROFEZENEOSNZ55IC3 L, GPFX%200mgk
AEO%E5#%, H2~-3RERICREERLBET 2 &

FIBFICERIN % 1T > 720 AFIOMEPIRE B L O +ig
EDOJEIZHPLCIE I THRET L 72,

2. B

RAER: OREB L U FN S OME 7THRIKICH Ligst
17072, FOFAEIETable 1WRTEBY TH 5B, Fig.
1335 % ORI & M5 RE B X URAERZ
HNEEOBGRERLIDDTH D, RIHEIIERE L,
1.48 ~5.37ug/g, MEA AT A&/ M 7F) (X251 ~
590% L EN-EERLE, RFLMEBITEHELRL.

I. EBEMEBE

1. MBEBIVHE

199148 AN 5199443 A T TILE R B KFH SIHEE
MBLU2oMERZLZZ L, HERORELXRON:
NE£116), 2HTELLE, BEGEL16, 248
BEROB, 1BMRIRER26, RkK4BIB L ORME
Bk, BATRE, BFTHRALSIBOBRKIFLIRE L
THRRNRE 21T o 720 WRIORRITBH 1406, K
176, EEHIEIZ12R L V83 TH o 72, HEHFEIE,

*T890 MERBTR r £8-35-1



514 2 - e S

JULY 1995

GPFX#% 1[E1200mg ¥ 7213 300mg# 1 H 1[E, #&O#%5-L
2o G BEII3~15AMT, MIK5EIF07~4.5¢T
Hol,

BRRABRBIMGRTIC = 2 —F V0 Y RMEEICT LV
FT-OBEDOHLBE, BELY - THELLIUEHLR
EBERE, BHEDH HBE, HiRFPB X OEOTREM:
D HEE, £OMIEEEAABY & HIWT L7 BE I
Z0HBRAN Lz, FLTEAE LTRoORERE, 270
A VA, HREERA], HRETEALR ERRHE ISR
52 5 ReM D & B ER OS5 38T 7, ERREIREE
3, BEER, MENFTR, MEENRELR ED»HRE
BICHIR L CEREQHNIC L b, X, AR, 2#H
#, ER, HIEREEDSER TRl L 7. 581 1% (240
RFIRREAT o A SR TRICT T ERBORIE
MK L TWBERNIB VT, HEMEIL & I Lk
REUI T Lo 7z, FBRRMAEICHE L TIZTTREZ R
DEBT LI LI,

2. FAE

H & REREIRORAEFEILIFIC AT 2 %5 L 72 1EER
B (X Table 2-1, 2-2IIRTEBYW TH B, T/, &
EBUNOEFEEILTable 3IZRTEBY TH 5,

FaRZDRIIZERN 136, AZ10BI, LRAFRLG, X
361, HIEAREEAFITH o 7oo FXD+HZEILE E T RE
EBI27H R 236 THXERIZ-5.2% Th - 72, EAEE
s, HERTIILILIBIFRER3F, F26, L2/
160, EAHLE, HEAEAB, B S CICEBETE
KELIBITIZ, EDICHER, BUBISRERTIZIBGZE
e, Ax36), BERIRERTII2HAL HEHTHY,
Rk TIZABIFED26], AR2HIT, FEBIIBWT
BIFaBEER L. —F, 2HVERTIES % 25RmHk
Bz, BETREBIVETRAOLLIFITIE, HETR
KOBHAEYNT, MORBITESTH 72,

7, BEGDSORBEN ST LAHEER 268, 7
T L FEVET 168k D BT 424K DO HI T R KD R O B X Table
4IZRT BN ThHD, 428D ) LFHHTTREZ b D126
¥k, Corynebacterium sp., Pseudomonas aeruginosas 1k
xR BB E L7z,

BHAEAEIR 12D W TR THILB (FEBI4) B L DIRE# D
IS EA LB GEBIO) A FRO LS, EEZLNT
o, BRRREMBREEIICOVTIE GPTOE
EERANIBIFRD bz,

6_
O Serum
[ ® Tonsil
> [ J
C Ry
E
oh
2 ® [ ) o.
& 37
=
=}
8 [ J
Q
o
1 o ©o
o e}
O
0 T 1
1 2 3

Time after administration (h)

Fig. 1. Tissue concentration of grepafloxacin after a single
oral administration (200 mg).

Table 1. Serum and tissue concentrations of grepafloxacin during treatment

No. Tissue Time Tissue Serum Tissu_e/serum
(h) (ugle) (ug/ml) ratio (%)

Palatine tonsil (R) 2.25 3.22 0.72 447
1 Palatine tonsil (L) 2.75 3.37 0.66 511
2 Palatine tonsil (L) 2.00 3.08 0.88 350
Palatine tonsil (R) 2.00 5.37 0.91 590
3 Palatine tonsil (L) 2.25 4.79 0.98 489
Palatine tonsil (R) 2.25 2.11 0.36 586
4 Palatine tonsil (L) 2.25 1.48 411
Palatine tonsil (R) 2.33 2.26 0.90 251
> Palatine tonsil (L) 2.67 3.21 357
s 2.31 Ny £0.08 417
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Table 2-1. Clinical results of grepafloxacin treatment

A Treatment Isolated ) B )
ge solated organisms acterio- .. .
anz)se (yr) | Diagnosis | Severity | daily dose | duration SOtal (MIC: pg/ml, logical Cel;fmeg?l efsfﬁis
" | Sex (mg x times) | (days) ?gs)e 10° CFU/ml) effect
33 S. aureus (1.56)
1 M otitis externa | moderate 300x1 5 1.5 | Corynebacterium sp. | eradicated | excellent —
(0.05)
2 3}.‘\5 otitis externa |moderate| 300x1 7 2.1 M. morganii unknown good —
3 %;'13 otitis externa |moderate 300x1 7 2.1 P. aeruginosa unknown | unknown —
4 (i? otitis externa | moderate 200 x 1 6 1.2 — unknown | unknown | diarrhea
5 ?\i’ otitis externa |moderate 200x1 7 14 CNS (0.2) eradicated fair —
6 ‘It\/? otitis externa {moderate 200x 1 7 1.4 | P. aeruginosa (1.56) | unknown | unknown —
53 P. aeruginosa (0.39)
7 M otitis externa | moderate 300x1 7 2.1 | Corynebacterium sp. | unchanged | poor —
0.1)
8 ﬁ otitis externa | mild 300x1 8 2.4 CNS (12.5) eradicated | excellent —
9 4 otitis externa mild 300x1 7 2.1 — unknown | excellent oral cavity
F ' discomfort
51 S. aureus (0.05)
10 M otitis externa [moderate| 300x1 3 0.9 | Corynebacterium sp. | unknown | unknown —
(0.05)
11 35 otitis externa |moderate| 300x1 14 4.2 P. aeruginosa (0.78) eradicated | good —
F S. aureus (0.1)
42 acute . L. .
12 M | otitis media moderate| 300x1 15 4.5 | S. epidermidis (0.1) | eradicated | good —
78 chronic
13 F | otitis media moderate{ 200x1 4 0.8 — unknown good —
14 11;7 acute sinusitis | severe 300x1 15 4.5 | H. influenzae (0.024) | eradicated | excellent —_—
15 32 acute sinusitis |moderate 300x1 7 2.1 Bacterot@es sp. (0.78) eradicated | excellent —
M P. micros (0.1)
16 ZP? acute sinusitis | mild 200x1 10 2.0 S. aureus (0.1) eradicated | excellent —
17 ZP? acute sinusitis | moderate 200x 1 11 2.2 | S. pneumoniae (0.78) | unknown good —
18 2FS acute sinusitis | severe 300x1 14 4.2 H. "éﬂ I\t;;n(zoa((e)s(g) 05) unknown | excellent —
54 R I E. cloacae (0.2) .
19 M |acute sinusitis moderate| 300x1 13 39| p aeruginosa (0.2) eradicated | good —
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Table 2-2. Clinical results of grepafloxacin treatment

A Treatment Isolated . Bacteri
ge solated organisms acterio- .. .
C2€ | (yr) | Diagnosis | Severity | daily dose | duration | %% |  (MIC: ug/m, logical | Gcal | Side
" | Sex (mg x times) | (days) dfs)e 108 CFU/ml) effect
g
12 ‘ S. pneumoniae (0.2)
20 F acute sinusitis | moderate 200x1 7 1.4 | Corynebacterium sp. | unknown good —
0.2)
21 4Fl acute sinusitis | moderate 300x1 7 2.1 | S. pneumoniae (0.39) | eradicated | excellent —
39 s B-Streptococcus (0.1)
22 F acute sinusitis | moderate 300x1 4 1.2 Neisseria sp. (0.024) unknown | excellent —
23 23 c'hror'u.c 300x1 12 3.6 — unknown | excellent —
M sinusitis moderate
. Bacteroides sp. (1.56)
24 ﬁ :l};lf:;?tllcs moderat 300x1 8 2.4 | B. capillosus (0.78) | eradicated | excellent —
oderate F. nucleatum (0.78)
22 I S. pneumoniae (0.05) .
25 F tonsillitis | moderate 300x1 5 1.5 S. pyogenes (0.39) eradicated | excellent —
26 5P(‘) tonsillitis | moderate 200x1 8 1.6 S. aureus (0.1) eradicated good —
27 ZF‘,Z tonsillitis [ moderate 300x1 7 2.1 S. aureus(0.1) eradicated good —
28 :i;l tonsillitis | moderate 200 x 1 5 1.0 S. agalactiae (0.39) | eradicated | excellent —
29 %;13 peritonsillitis | moderate 300x1 4 1.2 E. cloacae (0.024) unknown poor —
65 |submandibular a-Streptococcus (1.56) .
30 F sialoadenitis moderate 100x 1 7 0.7 Y-Streptococcus (0.39) eradicated good —
40 Micrococcus sp.
31 M parotitis moderate 300x1 7 2.1 a-Streptococcus unknown poor —
Neissenia sp.

Table 3. Clinical efficacy of grepafloxacin

Diagnosis Cases Chmcal. effect Efficacy rate
excellent good fair poor unknown (%)
Otitis externa 11 3 2 1 1 4 5/7
acute 1 1 11
Otitis media -
chronic 1 1 1/1
o acute 9 3 9/9
Sinusitis hromic 2 2 o7
Tonsillitis 4 2 4/4
Peritonsillitis 1 1 0/1
Submandibular sialoadenitis 1 1 11
Parotitis 1 0/1
Total 31 13 10 1 3 4 23/27 (85.2)
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Table 4. Bacteriological response to grepafloxacin
. Bacteriological response i
Isolate No. of strains - Eradication rate (%)*
eradicated persisted exchanged unknown
Gram-positive

S. aureus 6 5 1 5/5
S. epidermidis 1 1 1/1
S. pneumoniae 4 2 2 2/2
S. agalactiae 1 1 1/1
S. pyogenes 1 1 1/1
CNS 3 2 1 2/2
P. micros 1 1 1/1
a-Streptococcus 2 1 1 1/1
B-Streptococcus 1 1
Enterococcus sp. 1 1 1/1
Micrococcus sp. 1 1
Corynebacterium spp. 4 1 1 2 1/2

Subtotal 26 16 1 0 9 16/17 (94.1)

Gram-negative

H. influenzae 2 1 1 1/1
E. cloacae 2 1 1 1/1
M. morganii 1 1
P. aeruginosa 5 2 1 2 2/3
B. capillosus 1 1 1/1
F. nucleatum 1 1 11
Bacteroides spp. 2 2 2/2
Neisernia spp. 2

Subtotal 16 8 1 7 8/9

Total 42 24 2 16 24/26 (92.3)

*(Eradicated + Exchanged)/(Eradicated + Persisted + Exchanged)
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Basic and clinical studies on grepafloxacin in otorhinolaryngology
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The usefulness of a new quinolone antimicrobial drug for oral use, grepafloxacin (GPFX), was studied
basicallly and clinically. The results were as following:

1. Tonsillar and serum levels of GPFX administered orally at 200 mg were determined by high-
performance liquid chromatography. At 2~ 3 hours after administration, the tonsillar level was 1.48~
5.37 pg/g and the serum level was 0.36~0.98 ug/ml. The tissue transfer rate was 251 ~590%, showing
excellent results.

2. GPFX was administered to 31 patients with otorhinolaryngological infections. The drug was
markedly effective in 13 patients, effective in 10, slightly effective in 1, ineffective in 3, and unevaluable
in 4. The drug was thus markedly effective or effective in 23 of the 27 patients in whom the effects were
evaluable. The efficacy rate was 85.2%. Bacteriologically, 24 of the 26 strains isolated were eradicated,
and its eradication rate was 92.3%. Diarrhea was observed as an objective adverse reaction in one
patient, and discomfort in the oral cavity after administration was observed in another. Elevation of GPT
was observed as an abnormal change on clinical laboratory tests in one patient. None of these reactions
was serious.

These results suggest that the drug is useful for infectious diseases in otorhinolaryngology.



