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Table 1. Serum and tissue concentrations of pazufloxacin after oral administration of 200 mg

Case Time Tissue (ug/g) Serum (ug/ml)

no. oviduct | ovary | endometrium | myometrium | cervix uteri | portio vaginalis | ut. arterial blood | venous blood
1 |1h25m| 0.07 | 0.11 0.14 0.11 0.13 0.11 0.11 0.10
2 [1h47m| 1.21 1.56 1.68 1.53 1.65 1.77 1.61 1.41
3 (2h44m| 2.05 NT 2.25 2.06 2.02 1.93 1.88 1.94
4 [3h15m| 1.75 | 2.28 1.80 1.31 1.53 2.25 2.05 1.71
5 [3h47m| 1.16 | 1.28 1.31 1.37 1.41 1.27 1.14 1.12
6 [4h35m| 0.60 NT 0.73 0.72 0.70 0.59 0.77 0.74
7 |4h50m| 0.69 | 0.38 0.60 0.52 0.49 0.43 0.52 0.50
8 |5h 5m| 1.55 NT 1.78 1.67 1.85 1.48 1.97 2.11
9 |5h5 m| 0.28 | 0.71 0.23 0.22 0.23 0.23 0.32 0.30
10 [7h38m| 0.04 NT 0.06 0.05 0.05 0.04 0.06 0.09

NT: not tested
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Fig.1. Serum and tissue concentrations of pazufloxacin after a single 200 mg oral dose.
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Table 2-1. Clinical results of pazufloxacin
; Clinical findings
. . Isolated organism B i0-
Diagnosis . fore—after Dose - acterio .
Case | Age | BW %—-— before Examined (before—after) (g x times/ Cflémcd logical fsfldet
no. | (yr) | (kg) | underlyng ! material | fever | WBC |CRP | ESR | gay x days) | €2 | effect eftects
disease after ©0) | (/mm?) (mm)
S. epidermidis 0
... | Prevotella distens . 37.9 110,100 {3 + | 4 artiall
1 |21 |615 % Prevotella sp. werine | )7 0L | 100x3x3 | good | FRREY | none
! 36.4 | 7,500 |2 + | 47
Prevotella sp.
E. faecium
" JR . 38.2 (15,200 |3 + | 30
9 23 | 50 endometritis |S. epzdermlzdls utert'me | f | L | 100x3x3 good | eradicated none
D&C 4 content 1369 | 6,500 |2 + | 19
sometritis | . Sk | 38410900 +| 39
3 | 19 | 50 |Endometntis .faecmml utelt'met ! ) V4 1100x3x4 good | replaced none
D&C 1 agalactize conent 1 365 | 7,800 - | 9
dometit g Jaecalis erine | 387 | 8100 +| 20
4 | 22 | 50 |SRCOMES | L. dvim | : i?enri ! 1) V4 [100x3x3 good | replaced none
b&c Prevotella sp ° 363 | 44001 - 11
Anaerobic gram-
. . . 37.8 | 8,000 + | 17
5 |19 |43 EMOT’;};EIE positive r°f derne |7yl U1 4] L |100x3x7 | good | replaced | none
Prevotella disiens 36.3 | 5800 - 5
endometritis E. faecalis uterine 37.7 110,500 | + | 15
6 |36 | 48 |— ! content 1 ) L4 ]100x3x3 good | replaced none
D&C  |.y-Streptococcus 36.4 | 6300 —| 9
S. epidermidis
Corynebacterium sp.
7 129 |58 endometritis | Flavobacterium sp. | - uterine 3’1'9 7,19 " I llo 100x 3 x 3 good | replaced none
(=) 7-Streptociccus content | 40 ¢ 6700 - | 12
Prevotella disiens
S. aureus
"y . . 39.31 9,300 |5+ | 15
8 | 23 | 4 |Cndometrits | E. faccalis wemme 1 L | U] b| b |100x3x3 | good |eradicated | none
D&C o) 36.3 | 5700 +| 24
E. faecium
9 | 25 | 46 endometritis 1 uterine 37l'8 IO,fOO 17
“abortion | A. luoffi content L4 |100x3x3 good | replaced none
abortion E. faccalis 36.4 | 7,700 -| 12
iy (=) . 38.8 {11,500 | + | 23
trt !
10 | 21 | 52 |Endometritis ! wemne 14 | 4| 4] L |100x3x10 | good | unknown | none
D&C (=) 36.2| 6700 -| 8
E. faecalis
1 117 | s endometritis | E. coli uterine 37l.6 9’300 2I 2l2 100x3 x4 d dicated
— good | eradicate none
D&C S content | 365 | 6,600 - | 13
S. preumoniae pus 37.0 | 8300 + | 25
t N ’
12 | 68 | 46 |RYOMETA i uterine ! ! V| 1 |100x3x7 | good |eradicated| none
=) (=) content | 36.6 | 4,200 | - | 23
E. avium
; 37.1 {10,600 |5 + | 98
ometra | Bacteroides sp. us ’
13 | 88 | 53 —pl(—)— | P P 1) ! ! I 1100x3x11 {unknown| unknown none
B Corynebacterium sp. 87.2| 9,000 4 + | 46

D&C: dilatation and curettage
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Table 2-2. Clinical results of pazufloxacin
. , Isolated organism Clinical findings .
Case | Age |BW _Diagnosis O_Sls before Examined (Before ~after (m, Eotsi;es / Clinical Bla(:: t.ec 210' Side
no. | () | (kg) | underlying ! material  [fever| WBC [CRP] ESR | oo x cavey | S5CCY | ofoc | effects
disease after ©0) | (mm) m | & ays) effec
pelveoperi- ) douglas NT | 3,500 —| 10
14 |37]45 tonitis ! paracentesis ! ! 1 | 1200x3x7 {unknown | unknown none
) -) uterine content [ NT | 3,200 ~ [ NT
salpingitis (@) uterine 37.0| 5100 -| 11
15 | 21 |42 | S2RINEES ) content i) i) ] | | 100x3x7 | good | unknown | none
=) —) 362 | 4,400 -| 7
o =) . NT | 7,900] +| 13
16 | 27 | 47 |-SApimgitis_ I werine Ll VL el L [ 100x2x7 | poor | unknown | Sromach
) (&) conten NT [10,200(2 + | NT scomto
E. coli
. AP 3751 NT [NT| NT
17 | 43 | 57 |-Sapingitis |S. epidermidis douglas %) T 17Uy | 200x3x7 | good |eradicated| none
=) (l) paracentesis 363 6400 =| 42
Bartholin’s |S. epidermidis 372 9,400 +( 25
18 | 51 | 68 | abscess i pus 1 1 1] 1 | 100x3x4 | good |eradicated| none
(=) ) 36.4| 6,400 —| 14
Bartholin's | ;y"lf’ms 373 (10000 +| 15
19 | 29 | 47 | abscess - Pyog | pus i) i) V] 1 [ 100x3x4 | good |eradicated| none
[ ) 36.4 | 4,200 -] 15
. CNS
Bartholin’s 37.3 119,700 + 5
20 | 24 [44.5| abscess Peptostrept(l)coccus SP- pus 1) ! ] 1 [100x3x3 | good |eradicated| none
i 36.4 {10,900 - 5
) &)
Bartholi's |- %4765 370 | 7,800(3 +| 9
21 |30 | 46 | abscess ’ | pus 1 ! 1] § | 100x3x3 | good |eradicated| none
O ) 36.5| 5200 —| 52
a-Streptococcus
Bartholin's | a-Streptococcus 372 114,200 + 5
22 | 31 [ 43 | abscess |S. epidermidis pus 1) { | 1 | 100x3x5 | good |eradicated| none
=) ! 36.41( 6300 -] 21
=)
it =) 38.3 10,300 {4 + | 78
23 | 26 | 60 |—RaSUUS i) milk 1) ! V| 4 [ 100x3x5 | good | unknown none
=) -) 36.4 | 4,200(2 +| 60
mastiti -) 37.7 112,200 (2 + | 25
% |25 |73 | asuls ) milk Ll L] 1 | 100x3x3 | good |unknown | none
- ) 36.4 | 6,300(4 +| 17
NT: not tested CNS: coagulase-negative Staphylococcus
' Table 3. Clinical efficacy of pazufloxacin
Diagnosis No. of cases Excellent Good Poor Efficacy rate (%)
Endometritis 11 1
Pyometra 1 1
Salpingitis 3 2 1
Bartholin’s abscess 5 5
Mastitis 2 2
Total 22 21 1 21/22 (95.5)
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Table 4. Bacteriological effect of pazufloxacin on diagnosis
Diagnosis No. of cases | Eradicated P ar'rjally Replaced | Not clear or unknown | Eradication rate (%)
&n : eradicated
Endometritis 11 3 1 6 1
Pyometra 1 1
Salpingitis 3 1 2
Bartholin’s abscess 5 5
Mastitis 2
Total 22 10 1 6 5 16/17 (94.1)
Table 5. Bacteriological response of isolated organisms to pazufloxacin
Organisms No. of isolates Eradicated Persisted Eradication rate (%)*
S. aureus 3 3
S. epidermidis 6 6
CNS 1 1
a-Streptococcus 2 2
v-Streptococcus 1 1
S. prneumoniae 1 1
S. pyogenes 1 1
E. faecalis 4 4
E. faecium 3 3
E. avium 1 1
Corynebacterium sp. 1 1
E. coli 4 4
Flavobacterium sp. 1 1
Peptostreptococcus sp. 1 1
P. disiens 1 1
Prevotella sp. 1 1
Anaerobic gram-positive rod 1 1
Total 33 32 1 32/33 (97.0)

* Eradication rate (%) = (eradicated/total) x 100 CNS: coagulase-negative Staphylococcus
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Tissue penetration and clinical evaluation of pazufloxacin
in obstetrics and gynecology

Nankun Cho, Zenjiro Miyakawa, Atsushi Shimizu and Yukimasa Notake
Department of Obstetrics and Gynecology, Showa University Fujigaoka Hospital
30, Fujigaoka, 1, Midori-ku, Yokohama, 227, Japan

Katsuaki Kunii
Department of Obstetrics and Gynecology, Kunii Hospital

A newly developed synthetic quinolone derivative antibacterial agent, pazufloxacin (PZFX), was
investigated for its tissue penetration and clinical efficacy against obstetric and gynecological infections,
and the following results were obtained.

1. Tissue penetration: Penetration of the drug into genital organ tissues was found to be good, the
level in uterine arterial serum being 0.06~2.05 xg/ml and that in tissues being 0.04~2.28 ng/g after
oral administration of 200 mg.

2. Clinical results: PZFX was given to 24 patients with obstetric and gynecological infections. The
clinical efficacy was evaluable in 22 patients at a daily dose of 200~600 mg for 3~10 days, and a
clinical efficacy rate of 95.5% (21/22) and bacteriological response of 94.1% (16/17) were obtained. Side
effect was not observed but one case of stomach discomfort.

From these findings, we consider PZFX to be a useful antibacterial agent in obstetrics and gynecology.



