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Table 1. Tissue and serum concentrations of pazufloxacin

Time after Concentratio Tissue/serum
Case Tissue Age Sex Dase administration .l - ratio
no. (yr.) (mg) (min..) serum (ug/ml) | tissue (ug/g) (%)
1 parotid gland 32 M 200 210 1.27 0.84 66.1
2 submandibular gland 71 M 200 180 1.97 2.04 103.6
3 submandibular gland 60 M 200 210 2.25 1.90 84.4
4 submandibular gland 57 F 200 130 1.90 0.40 21.1
5 submandibular gland 68 M 200 180 0.41 0.50 122.0
6 submandibular gland 51 M 200 195 1.82 1.12 61.5
7 submandibular gland 61 M 200 210 1.73 1.56 90.2
. 65 0.02 <0.03 (R) —_
8 tonsil 18 F 100 84 0.02 <0.03 (L) B
. 57 0.01 0.04 B -
9 | tors 2 | F |0 80 0.02 <0.03 L) -
. 80 1.92 1.40 (R) 72.9
10| tonsi 56 | M | 200 90 1.94 1.32 @ 68.0
. 121 2.04 1.52 (R) 74.5
1| tonsi 42 | F o 200 128 2.13 1.68 (L) 78.9
. 110 0.09 0.64 (R —
12 tonsil 36 M 200 116 0.09 0.72 @) _

(R): R-tonsil,

(L): L-tonsil
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Fig. 1. Transfer ratios of pazufloxacin in tissue and serum.
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Table 2-1. Clinical summary of patients treated with pazufloxacin
el Dosage Bacteriuria* Doctor's evaluation Sid; effecatls,
ase [Age A : . abnorm
no. |Sex Diagrosis Type | Severity mg x times |total species comt MIC | clinical | bacterio- safety |usefulness laboratory values
xdays [(mg) P (ug/ml) | effect |logical effect y (relation**)
55 i - 0 -
1 F pharyngo-laryngitis acute | moderate {100 x 3 x 712100 S prewmonie = 33 good | unknown | safe | useful -
2 3 tons:llltls. acute| mild [200x 3x7[4200 K. prewumonize | + | 005 excellent | eradicated | safe remarkably —
F | (lacunar angina) - 0 — useful
. P. fluorescens #+ | 0.78
21 tonsillitis 100x3x3 .
3 F | (peritonsilitis) acute| severe b00 x 3 x 10 6900| Group C S_treptococcus __4(0;__ 3;13 poor | eradicated | safe | useless -
E. aerogenes # | =0.025
- K. pneumoniage | w | £0.025 .
4 21\; (lacrﬁll;iﬂgrtxls' 2 acute {moderate | 200 x 3 x 412000 S. aureus # | 0.20 | poor replaced alsmazest useless )(3s)ugar f
gmn B-haemolytic + | 3.13
Streptococcus
- NFGNR #+ | 020
36 tonsillitis i
5 . acute | moderate {200 x 3 x 7|4200| Stomatococcus sp. | # | 0.78 | good | eradicated | safe | useful -
M| (lacunar angina) — =
6 ﬁ otitis externa (R) |acute |moderate |100 x 3 x 72100 S. afreus -% 0;39 good | eradicated | safe | useful —
7 4: otitis media (L) |acute| mild |200x 3 x 7]4200 As[;e gf’ éﬁt::p S unknown| unknown | safe | unknown —
8 6F3 otitis media (L) |acute {moderate {200 x 3 x 8 |4800 : % ___ good | unknown | safe | useful -
S. epidermidis | + | 039
9 ﬁ otitis media (L) |acute |moderate [200x 3x3(1800|  S. epidermidis + | 039 | poor | persisted al:;?st useless ((::,gl‘r ; (g)
S. pyogenes # | 1.56 € @
a3 .. . S. aureus # | 0.10 .
10 — —
M | otitis media (R) | AEC |moderate |200x 3 8 (4800 S qurens 17039 good | persisted | safe | useful
S. marcescens + | 0.10 . i
11 %,19 ofts media (R) | ABC |moderate |200x 3x9|5400| _ P. asruginasa | w | 625 | fai eg:;?cﬂgd safe Sl?fehf?ﬂy -
P. aeruginosa #+ | 3.13
6 ” i ity .
12 N? otitis media (R) | AEC |moderate |200 x 3 x 3 {1800 S. ciﬂ hs __(;— — good | eradicated | safe | useful _
—_—1

AEC: acute exacerbation of chronic

. before treatment

after treatment

NFGNR: glucose non-fermenting gram-negative rod
**Relation: (1) definite, (2) probable, (3) possible, (4) unlikely, (5) unrelated
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BITIEHEHLIB, NERIBFITIIAEMIBFITEEFNTOERE
MFEIL65.2% (15/23) TH > 72,

Table 413 Z 1 & DFERF D2 KRB D ERIKH) R % 1R 5T
L72bDThHDH, BHERGEEICBWT, 77 LB%HE
T X Staphylococcus aureus T 2l & 2 B,
epidermidis T 2 ) # 1 8l, Staphylococcus capitis T 11,
Streptococcus preuwmoniae T 3B A 3B A F 5 LL £ T,
Group-C Streptococcus D 15 (& R R° F %h, Propionibacte-
rium acnesD1FIIENTH Y, 2K TIL70.0% DER)
Tholz, 77 LEMHE TII Enterobacter cloacae® 113,
Klebsiella pneumoniaeD 175 & b IZHANLLETH o 72,
BHEREES TESHRIFIVERHU LTS > 72,
Table 5IZHMEFHINROERTH 5, HIHERGREIED

Staphylococcus

DA, VI LBHEETIES aureusT2HH 16, §
epidermidis T 2B F 16, S. capitisT1HU, S. preumonige
T36IF26, FOMEEbE 5 EIFIFSFIAHESE, 14
PEXRRTHo7. 72, 77 LBEEE TIXE. cloacae®
1B E AR, K preumoniaeD 1BNITTHE L7, BEE
EGIEB) TIESBIF2BIATEE, 1BIPRERATH -7z,

BOMB R L ERE R S 2R TIIEETiET
Hol15FH8BFIAEE, 3FIHVRERMAT, BRERE
733%TdH o1,

BEIER IO N 2o, BRBIRREMEEE I,
GOT, GPT&IED L7, REEMED LA, HEIKB RO N
IFEEER B DL DK 16, EH4BIICRD Sz,

o = 3

RYSE LI ALFERER & LTIE, 36 LICER
TMENERT A L LHEBRBITE SO ANEIENR
B 2 LM T, ERHHEREEEL 2V ONE
HMLahs,

Table 2-2. Clinical summary of patients treated with pazufloxacin

Dosage Bacteriuria* Doctor’s evaluation Side effects,
Case | Age Diagnosis | Type | Severity abnorma
no. |Sex en » mg x times | total species count MIC | clinical | X-ray bacterio- safety |usefulness laboratory values
xdays | (mg) P (ug/ml) | effect | (chest) |logical effect (relation**)
13 ‘;)\Z sinusitis (R) | acute { moderate | 200 x3x 7 |4200 : —%— : good | improved | unknown | safe | useful -
14 6]\2 sinusitis (L) | acute | moderate [ 200 x3x 9 {5400 S. preumoniae | + | 1.56 good r_emarkably eradicated | safe | useful -
_ 0 — improved
15 i/lg sinusitis (L) | acute | moderate | 200 x3x 7 {4200 S. pre u_momae % 313 excellent | improved | eradicated | safe rer:;lf(]ibly -
66 . .. - 0 - . .
16 F sinusitis (L) | acute [ moderate |200 x 3 x 10 {6000 S rewmoniae |15 good | improved | unknown | safe | useful -
17 ?\/? sinusitis (L) | acute | moderate | 200 x3x 7 {4200 : % : excellent | improved | unknown | safe | useful -
” S. preumoniae | + | 3.13
18 |y [sinusts (R) [acute | moderate | 100x3x7 (2100 | X maliphia | + | 0.78 | good [TV vopiies | afe | usefu -
NFGNR w | 005 improved
29 . .. Group C Streptococcus | + | 1.56 . slightly . slightly
19 M sinusitis (R) | acute | moderate | 100 x 3 x 14 {4200 Group C Streptococcs |+ | 1.56 fair improved persisted | safe useful -
20 :i? sinusitis (R) | acute | moderate | 200 x 3 x 14 | 8400 S. ef djm"dls % 0.20 good |unchanged | eradicated | safe | useful -
5. .. E. cloacae _# {005 almost
21 p |sinusitis (R) acute | severe |200x 2 x 145600 S, epidermidis 02 good | unchanged | replaced safe useful Eos 1 ()
19 S. intermedius + | 156 .
A sinusitis (R) | acute | severe | 200x3x 7 {4200 P. micros _# (039 | far | unknown | unknown | safe Shghftdi’ -
not done use
7. .. , P. acnes _+ | 078 almost
23 |y [sinusitis R)| AEC | mild | 100x3x7 12100 ot done poor | unchanged | unknown || useless Mono t (3)
KL — - 0 -
% p | sinusitis (L) | AEC | moderate {200 x 3 x 16 | 9600 Preudomonzs sp. |+ | 039 poor |unchanged | unknown | safe | useless -

AEC: acute exacerbation of chronic
. before treatment

after treatment

NFGNR: glucose non-fermenting gram-negative rod
**Relation: (1) definite, (2) probable, (3) possible, (4) unlikely, (5) unrelated
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Table 3. Clinical efficacy of pazufloxacin

! Diagnosis No. of Clinical efficacy Total Efficacy rate
1agn cases excellent good fair poor (excellent + good) (%)
Pharyngo-laryngitis 1 1 11
Acute tonsillitis* 4 1 1 2 2/4
Otitis externa 1 1 11
acute 2 1 1 1/2
. acute
Ot’g; exacerbation 3 2 1 2/3
me of chronic
subtotal 5 1 1 3/5
acute 10 2 2 8/10 (80.0)
acute
Sinusitis | exacerbation 2 2 0/2
of chronic
subtotal 12 2 6 2 2 8/12 66.7)
Total 23 3 12 3 5 15/23 65.2)

*Including peritonsillitis (1)

Table 4. Clinical efficacy of pazufloxacin against classified organisms

Organism No. of Clinical efficacy Total Efficacy rate
cases excellent good fair poor (excellent + good) (%)
Monomicrobial infection
S. aureus 2 2 2/2
S. epidermidis 2 1 1 1/2
S. capitis 1 1 11
GPB S. pneumoniae 3 1 2 3/3
Group C Streptococcus 1 1 0/1
P. acnes 1 1 n
subtotal 10 1 6 1 2 7/10 (70.0)
CNB E. cloacae - 1 1 11
K. prneumoniae 1 1 1/1
subtotal 2 1 1 0 0 2/2
Polymicrobial infection
S. intermedius 1 1 01
P. micros
gt{;'gﬁtﬁcoccus Sp. 1 1 mn
§ o 1 1
subtotal 5 0 1 2 2 1/5
Total 17 2 8 3 4 10/17 (58.8)

GPB: gram-positive bacteria ~ GNB: gram-negative bacteria ~ NFGNR: non-fermenting gram-negative rod
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fEmucoperiost CH B EN-EBRAP OB > TWV5HDT,
RYFEAHER L, 2 OBEALT S DRk, —
F, REEICEL T, EREREEDOFNEELIL,
EHPEFLRLEAHE BE K TIE, S pneumoniae,
Haemophilus influenzae, Moraxella catarrhalisT& 5 D3
LT, BUYFERRPEBERATIE, TALIIMR TS
aureus, Pseudomonas aeruginosa®Dh, 75 L FEVEE B
RBEFOBENBIOL IR D, LA->T, HEIR
MERL RIS O R GSE 12x LCIE, IBIA WV ARY PLEEFL,
BERHEENDERBITVARFZ DT, »O2EHEHNZ
WIE L FRFR T AVL I LV RYITH S,

PZFXiE, 77 LB HEB I UHRBRELEL S T 4B
HEI LT, LKEBOMEANXY FVEFL, DO

k=2 —F /0 ECHLT, FEAIEVICOHD
SEHVIMFEEAEON, FRERADEL (Fuin
M A AT AROBE-2—F /) 0V REHNEETH
5,

4, FxIIEHOF SIEREREIBUREIEICBIT 5%
B, BRIKBIBRET 21T LA TE 2, ZOKE,
PZFXDEBEBIRETTIE, AHI200mgHEEIEOH% 5 %80
S ~128 0 RAkHE 26, 4BIBRAEDERIBE L,
1.32~1.68ug/gTH VN, BITEIZ68.0~789% Th 12,
MEMAR 2DV T, MERTRAET, KHFI200mgEEIRED
% 5%1305~ 2100 B CTHRET L7 R, ERIRER
0.40~2.04ug/gThH Y, BITERIZ21.1~1220%THho
720 AENIBVIMAIRELSE O NS L ERICHEBNOR
FHLBERVIEDSRENRTEBNYIRS ORMIHEL, &
TRANOBITEELE L, TRETICRIT STV A1
DZ2—%70YREFTOLIZIZEARE,EFNULD
BIF e BITHRENE O N, IS ORBBITHRES,
FERHEE I T AERFOMICEES LbbETEZS

Table 5. Bacteriological efficacy

Bacteriological efficacy o
Organism I;I;)ée(;f ) partially ) (eradi tTgtal hced Eradlca;on
eradicated eradicated persisted | replaced | unknown | (eradicated +replaced)  rate (%)
Monomicrobial infection
S. aureus 2 1 1 1/2
S. epidermidis 2 1 1 1/2
S. capitis 1 1 11
GPB S. pneumoniae 3 2 1 3/3
Group C Streptococcus| 1 1 0/1
P. acnes 1 1 — -
subtotal 10 5 3 1 1 6/9
E. cloacae 1 11
GNB K. pneumoniae 1 1 1/1
subtotal 2 1 1 2/2
Polymicrobial infection
S. intermedius 1 1 — —
P. micros
e R
I%tlgr(gt?\Jt}ozcoccus sp. 1 1 11
e | !
Eammme | 1
subtotal 5 2 1 1 1 3/4
Total 17 8 1 3 3 2 11/15 73.3

GPB: gram-positive bacteria ~ GNB: gram-negative bacteria

NFGNR: non-fermenting gram-negative rod
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el IBRERNA SN, —H, 7T LBRMEE(E
cloacae & K. preumoniae) TIL 2B R 2B BREN RN A 5
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Basic and clinical studies of pazufloxacin
in otorhinolaryngological infections

Masaru Ooyama, Shigeru Furuta, Kazuyoshi Ueno, Tsutomu Matsuzaki, Kouji Deguchi and
Fumiko Dokiya
Department of Otolaryngology, Kagoshima University School of Medicine
8-35-1 Sakuragaoka, Kagoshima-shi 890, Japan

Joji Hirota and Eiichirou Tokushige
Department of Otolaryngology, Kagoshima Prefectural Kanoya Hospital

Masumi Matsumura and Kenzo Murano
Department of Otolaryngology, Kagoshima Municipal Hospital

Akihiro Uchizono and Souiku Watanabe
Department of Otolaryngology, Kagoshima Prefectural Hokusatsu Hospital

Kaneaki Haraguchi
Department of Otolaryngology, Kagoshima Seikyo Hospital

Yasuhiro Miyazaki

Department of Otolaryngology, Imakiire General Hospital

Yasuo Iwabuchi
Department of Otolaryngology, Kokubu Central Hospital

Basic and clinical studies were performed to investigate the usefulness of a new quinolone antimicrobial
drug for oral use, pazufloxacin (PZFX).

1) Salivary gland and tonsil tissue were obtained from 7 subjects and 5 subjects (10 tissue) between
57 and 210 minutes after a single dose of the drug (100 or 200 mg) was orally administered, and the
tissue penetration was investigated. The salivary gland concentration of PZFX determined in 7 tissue
specimens and 7 serum specimens was 0.40~2.04 xg/g. The penetration rate (the ratio of the salivary
gland tissue level to the serum level) was 21.1 ~122.0%. The concentration in tonsil, which was
determined in 4 tissue specimens (2 subjects) and 4 serum specimens (2 subjects) that showed an
appropriate serum level of PZFX, was 1.32~1.68 ng/g. The penetration rate was 68.0~78.9%.

2) In the clinical study, the drug was administered to 24 patients with otorhinolaryngological
infections, and its clinical usefulness was evaluated in 23 of them (1 drop-out). The clinical efficacy was
as follows: good in 1 and poor in 1 patient with acute otitis media; good in 2 and fair in 1 with acute
exacerbation of chronic otitis media; excellent in 1, good in 1, and poor in 2 with acute tonsillitis
(including peritonsillitis) ; excellent in 2, good in 6, and fair in 2 with acute sinusitis; poor in 2 with acute
exacerbation of chronic sinusitis; good in 1 with laryngopharyngitis: good in 1 with otitis externa. The
overall efficacy rate was 65.2% (15/23).

3) The bacteriological response was evaluated in 15 patients, and the results showed eradication in 8
and microbial substitution in 3. The eradication rate was 73.3%.

4) Abnormal findings on clinical laboratory tests included elevated GOT and GPT levels, elevated
urinary sugar level, increased monocytes, and increased eosinophilic leukocytes in 1 patient each, a total



VOL. 43 §-2 H B RVERMEISRSEE 12 B 1T 5 pazufloxacin D ERER - EERAYMET 497

of 4 patients. No side effects. were observed.
From these results, PZFX was suggested to be a useful drug in otorhinolaryngological infections.



