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Table 1. Concentrations of grepafloxacin in serum and tissue
No. 1 2 3 4 5 6 7 No. of cases | Mean+SD
Time after administration (min) | 270 300 180 120 180 120 210 180 8 195+ 64
Maxillary sinus (wg/®) | 0.26 049 | 1.51 | 0.57 | 0.56 | 0.24 6 0.61+0.47
Nasal polyp (ng/g) 0.26 0.56 2 0.41
Serum (ug/ml) | 0.21 0.51 | 0.42 | 0.40 | 0.33 | 0.22 | 0.25 7 0.33+0.11
Penetration rate (tissue/serum) | 1.24 1.10 | 1.17 | 3.78 | 1.73 | 2.55 | 0.96 7 1.79+1.03
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Table 2. Clinical summary of patients treated with grepafloxacin
Treatment Organism i
Age . i : L L Side
No. | gay Diagnosis daily dose |duration |total dose . MIC Bact:frfl:l?glcal %hf?xeccz:l effect
(mg x times) | (days) | (g) Speacies (ug/ml) Remarks
1 ﬁ chronic otitis media 100x 2 7 14 P. aeruginosa |+ eradicated good —
2 ‘11\2 chronic otitis media 100x 2 7 1.3 S aureus | 089 eradicated fair -
51 chronic otitis media -
31 F | (acute exacerbation) 200x1 6 12 ~ unknown good -
! chronic otitis media P. aeruginosa  |+| 3.13 )
4l (acute exacerbation) 200x1 7 1.4 ~ eradicated good -
45 | chronic otitis media S. epidermidis | +| 1.56
5 F (acute exacerbation) 100x 2 6 1.2 S opidermidis |+ unchanged good —
45 chronic otitis media C.tropicalis +
61 F (acute exacerbation) 2001 7 14 C. parasiolosis |+ unknown | unknown -
50 chronic otitis media 300x1 4 -
7 F (acute exacerbation) 150 x 2 8 3.6 _ unknown good -
70 |  chronic otitis media P. aeruginosa || 0.78 i
8 F (acute exacerbation) 200x1 8 1.6 — eradicated good —
30 N Corynebacterium sp. |+ )
9 F acute paranasal sinusitis 200x1 8 1.6 eradicated |excellent -
10 %VSI) acute paranasal sinusitis 200x1 14 2.8 _ unknown |excellent —
1 ZN} acute paranasal sinusitis 200x1 7 14 — unknown |[excellent| GPTt
. N S. aureus +
12 | 28 | chronic paranasal sinusitis| 4, 4 7 2.1 Staphylococcus sp. |+ unknown good —
M (acute exacerbation)
ND
13 41 | chronic paranasal Si.HUSitiS 200x1 6 1.2 _ unknown |excellent —
F (acute exacerbation) -
55 | chronic paranasal sinusitis S. pneumoniae  |+| 0.2 . stomach ache/
14 F (acute exacerbation) 200x 1 20 4.0 — eradicated |excellent diarrhea
i inusiti S. constellat +| 0.78
15 61 | chronic paranasal sinusitis 200x1 15 3.0 consIane eradicated good —
M (acute exacerbation) -
ND: not done

Table 3. Efficacy of grepafloxacin classified by clinical diagnosis

. . Clinical effect Efficacy rate
Diagnosis No. of cases excellont good fair poor )
Chronic otitis media 2 1 1 1/2
Acute exacerbation of chronic otitis media 5 5 5/5
Acute paranasal sinusitis 3 3/3
Acute exacerbation of acute paranasal sinusitis 4 4/4
Total 14 1 13/14 (92.9)
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FEEICOWTIE, FhROEREREER 16 %R
FER7TEIEETERD L IXEEOSMIEES THE
RGBS o721 bbb LT, 6/7EBVERIKRNEA
HETH-o7,

F A& DRI BV TP aeruginosall X A EBEHEFRD
3BlH o 72, SHRETHBRE SNEBERMICOENTH
S22 LIEEFEBICETAEEDLNAE, T DP. aeruginosa
3tk EHIREMAZRE LB 2KkOMICIEEZREN
0.78ug/mlB £ U'3.13ug/ml & BIFTH o 72 —HKEIIC
FEHEAOELFEE LTEREINLDIE, BHFITIES
pnewmoniae, Haemophilus influenzae®s, T 7218MHITILS.
aureus, P. aeruginosa L ENTBY, SEITEMERIZ
WHolzbDD, TNOLOEERREIIN L TGPFXiZ

ENHENERELTVAI LN, BIEDLPEED
HERE CLARVIMFETEL D LEDIT,

BlAIE RO VT, 2r3f) LB BIEREAR)
DEFTBINZDWVTIRESL, T XTERDLZVLER LED
THENTRKTdH o7z, RIRBROEREIIFELRDZ
NEFBT HSDTHY, GPFXIZAKBIZHHLEH
ThbLEILNI,

L, FERBLURAEBRIIOVTGPFXOERT:
WREBOH, COBHELTELLNDIDIL, H—
ICGPFXDIEHA RS T LN INODRBOEELE
REILESRATEY, BYEGEIZE VP georuginosad
FOMMICELIEBBITONLTHAS ), £,
GPFXASHLMHMBITH ICENTBY, BEFEII+F2E
FIRENSEEL TWHEEXOND I ENEITONS,
A E OMETTIE, LHAHIE TRE5 %2~ 588/ 120.24
~1.51ug/ml (F390.61ug/m)) DA FIREIZ SN,
727EL, THUZ100mgHEHRGRDT -5 THHDT,
FRR A & 2 515200~ 300megfk 5B BV Tid,
COBEEHL o TwAI LI T4 FETE S,

Lk, 4 EO®KENZ BV TGPFX D H S IEMEH 754
RUBHIE 3§ A BN R DHER SNz, $kehk
WOWTH R EAFICHIEL 25 &) G R EO b
o722 Edb, GPFXiE, FEBOMBEREEICL S,
SUREDO R O T IBOBEEOBRE IS LTHED
HRUSEHRECEIERLEEL LN,
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Basic and clinical studies of grepafloxacin in infectious diseases
in the otolaryngological field

Shinjiro Onishi*, Nagahiro Soh and Yoriko Ito
Department of Otorhinolaryngology, Kanto Teishin Hospital,
5-9-22 Higashigotanda, Shinagawa-ku, Tokyo 141, Japan
(* Present: Department of otorhinolaryngology, Yokosuka National Hospital)

A new quinolone antimicrobial drug, grepafloxacin (GPFX), was investigated basically and clinically
in otorhinolaryngology, with the following results.

As the basic study, the serum concentration and concentration in tissues from various parts were
determined 2~5 hours after the administration of 100 mg of GPFX in 7 patients who had undergone
otorhinolaryngological surgery. Concentrations in the mucous membrane of the maxillary sinus (n= 6)
were 0.24~1.51 g/g (mean, 0.614g/g), concentrations in the nasal polyp (n= 2) were 0.26~0.56ug/g
(mean, 0.41xg/g), and serum concentrations (n= 7) were 0.21~0.514g/g (mean, 0.33ug/ml). Penetra-
tion rate of tissue concentration/serum concentration ranged from 0.96 to 3.78 (mean, 1.79), showing
favorable tissue penetration.

The clinical usefulness of GPFX administered at a dose of 100~300 mg once or twice a day was
investigated in 15 patients with otorhinolaryngological infectious diseases (8 with otitis media and 7
with sinusitis). The drug was markedly effective in 5, effective in 8 and slightly effective in 1 of the
patients (excluding one in whom infection with fungus was clarified). The overall rate of efficacy
(excellent + good) was 92.9% (13/14).

Bacteriologically, a total of 10 strains were specified from 9 patients as pyogenic bacteria, and the
eradication rate of the strains, excluding 2 in which eradication of pyogenic bacteria could not be
confirmed, was 7/8.

With regard to safety, stomach ache and diarrhea were observed in one patient as side effects, and
elevation of GPT was observed as an abnormal change on clinical laboratory tests in one patient. All of
these reactions were mild.

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



