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Table 1. Drug concentration in plasma, gingiva, and extraction wound fluid, and distribution
Serum (ug/mL) Gingiva (ug/g) Extraction wound fluid (#g/g)
Subjects 10 10 10
Concentration Mean + SD 0.44+0.12 0.57+0.17 0.32+0.17
median 0.47 0.57 0.30
min, max 0.27, 0.66 0.31, 0.81 0.11, 0.70
Distribution Mean = SD 1.3+04 0.8+0.5
(tissue or fluid/serum) median 13 0.6
min, max 0.8, 2.0 0.4, 2.2
Table 2. Patient profiles
Daily dose (mg, b.i.d.)
Total
Characteristics 50 100
33 9 42
Periodontitis 14 3 17
Diagnosis Pericoronitis 4 3 7
Osteitis of jaw 15 3 18
Mild 9 2 11
Severity of illness Moderate 20 3 23
Severe 4 4 8
Male 21 3 24
Sex
Female 12 6 18
Age (yrs) Mean + SD 42+ 16 46*13 43*15
Body weight (kg) Mean + SD 65.4+13.3 59.4*15.7 64.1+13.9
Pretreatment with No 21 0 21
antimicrobial agents Yes 12 9 21
No 7 1 8
Concomitant drugs
Yes 26 8 34
Table 3. Clinical efficacy assessed by doctors in charge Table 4. Clinical efficacy assessed by symptom score (day 3)
Clinical efficacy (mg, b.i.d.) Clinical efficacy (mg, b.i.d.)
Diagnosis Diagnosis
50 100 Total 50 100 Total
Periodontitis 14/14 (100) 3/3 17/17 (100) Periodontitis 12/13 (92.3) 2/3 14/16 (87.5)
Pericoronitis 4/4 3/3 7/7 (100) Pericoronitis 2/3 1/3 3/6 (50.0)
Osteitis of jaw 14/15 (93.3) 3/3 17/18 (94.4) Osteitis of jaw 14/15 (93.3) 3/3 17/18 (94.4)
Total 32/33 (97.0) 9/9 (100) 41/42 (97.6) Total 28/31 (90.3) 6/9 (66.7) 34/40 (85.0)

Clinical efficacy: excellent + good/no. of patients, efficacy (%) Clinical efficacy: excellent + good / no. of patients, efficacy (%)

2. ERRMHGET 2) HHER

1) JEBIOHR B R R IR RS R B 0 B 5 5t % Table 2 :%Lf:o

BRI N50 6809 B, mEREERES 16, HE: - B 50 mgx 2/H ¥ 5-£ 100 mgx2/H$5-@ BHE 72
R 3B, PRHISGER 260, HEGMMAL 1BIB IO BiHUEALSRRE O MDA I 2 v i mban&
FERFL e E C1 B & B < 42 B (50 mg x 2/ H $% 5- 33 #1, o7z
100 mg x2/H#%5- 9 ) % ERRI RO RR E L7z, 3)  RRAREDE

SN O PIERIE R TR LR 7€ 17 61, okl J] P 9%
P18 B TH o7z,

761, FHRK a"“—%‘ZT kRO BRR (HYEHE) % Table
£ G-tk 3 HOBKRMR GEAHE) % Table

4 L:ﬂ? L7zo 3HHT - dbREOBRAIR (2454 %)



VOL. 56 S-1 STFX DIERER) - BRIBGET (BFF - LIESVRHHI) 125
Table 5. Sensitivity distribution of oral streptococci from closed abscesses (32 strains)
MIC
=0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100 <
(ug/mL)
STFX 5 18 9
(15.6) (71.9)  (100)
LVEX 5 17 7 3
(15.6) (68.8) (90.6) (100)
TFLX 1 7 21 1 2
(31)  (25.0) (90.6) (938) (100)
CPFX 5 8 12 5 2
(15.6) (40.6) (78.1) (93.8) (100)
SPFX 8 21 2 1
(25.0)  (90.6) (96.9) (100)
GFLX 8 21 2 1
(25.0)  (90.6) (96.9) (100)
ABPC 1 8 13 7 2 1
(3.1) (28.1) (68.8) (90.6) (96.9) (100)
AZM 4 9 10 3 1 2 3
(125)  (40.6) (719) (81.3) (84.4) (90.6) (100)
Table 6. Sensitivity distribution of anaerobic bacteria from closed abscesses (41 strains)
MIC
= 0.025 0.05 0.1 0.2 0.39 0.78 3.13 6.25 12.5 25 50 100 100 <
(ug/mL)
STFX 34 ! 6
(82.9) (85.4)  (100)
LVEX 3 3 22 7 4 1 1
(7.3)  (146) (68.3) (854) (95.1) (97.6) (100)
TFLX 1 8 3 4 18 6 1
(24)  (220) (29.3) (39.0) (82.9) (97.6) (100)
CPFX 2 4 8 13 11 3
(49) (146) (341) (659) (92.7) (100)
SPFX 2 2 3 7 5 19 1 1 1
(4.9) 9.8) (17.1) (341) (46.3) (92.7) (951) (97.6) (100)
GFLX 3 5 19 9 3 1
(7.3)  (195) (659) (87.8) (95.1) (97.6) (100)
5 9 14 4 1 3 3 1
ABPC
(12.2) (34.1) (68.3) (78.0) (80.5) (82.9) (90.2) (97.6)  (100)
5 4 13 4 9 4 1 1
AZM
(122)  (220) (53.7) (634) (85.4) (95.1) (97.6) (100)
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Table 7. Bacteriological efficacy (after treatment)

Table 8. Bacteriological efficacy (day 3)

Bacteriological efficacy (mg, b.i.d.)

Diagnosis

Bacteriological efficacy (mg, b.i.d.)

Diagnosis

50 100 Total 50 100 Total
Periodontitis 14/14 (100) 2/2 16/16 (100) Periodontitis 11/13 (84.6) 2/2 13/15 (86.7)
Pericoronitis 1/1 3/3 4/4 Pericoronitis — 3/3 3/3
Osteitis of jaw 14/14 (100) 3/3 17/17 (100) Osteitis of jaw 14/14 (100) 3/3 17/17 (100)
Total 29/29 (100) 8/8 (100) 37/37 (100) Total 25/27 (92.6) 8/8 (100) 33/35 (94.3)

Table 9. Eradication by isolated bacterial strain

After treatment (mg, b.i.d.)

Day 3 (mg, b.i.d.)

Isolated strain

50 100 Total 50 100 Total
Gram-positive bacteria 29/29 (100) 8/8 (100) 37/37 (100) 22/24 (91.7) 8/8 (100) 30/32 (93.8)
Staphylococcus epidermidis 1/1 — 1/1 1/1 — 1/1
Streptococcus anginosus 2/2 1/1 3/3 1/1 1/1 2/2
Streptococcus salivarius 2/2 — 2/2 1/1 — 1/1
Streptococcus mitis 8/8 (100) 2/2 10/10 (100) 7/7 (100) 2/2 9/9 (100)
Streptococcus oralis 8/8 (100) 1/1 9/9 (100) 7/7 (100) 1/1 8/8 (100)
Streptococcus acidominimus 1/1 — 1/1 1/1 — 1/1
Streptococcus constellatus 5/5 (100) 1/1 6/6 (100) 3/4 1/1 4/5 (80.0)
Streptococcus intermedius 1/1 1/1 2/2 1/1 1/1 2/2
Gemella morbillorum 1/1 2/2 3/3 0/1 2/2 2/3
Gram-negative bacteria 1/1 — 1/1 1/1 — 1/1
Eikenella corrodens 1/1 — 1/1 1/1 — 1/1
Anaerobic bacteria 42/42 (100) 14/14 (100) 56/56 (100) 35/38 (92.1) 14/14 (100) 49/52 (94.2)
Peptostreptococcus anaerobius 5/5 (100) 1/1 6/6 (100) 4/4 1/1 5/5 (100)
Peptostreptococcus magnus — 1/1 1/1 — 1/1 1/1
Peptostreptococcus micros 9/9 (100) 2/2 11/11 (100) 8/8 (100) 2/2 10/10 (100)
Veillonella parvula — 1/1 1/1 — 1/1 1/1
Prevotella bivia 4/4 — 4/4 2/3 — 2/3
Prevotella buccae 3/3 — 3/3 3/3 — 3/3
Prevotella corporis 2/2 1/1 3/3 2/2 1/1 3/3
Prevotella intermedia 12/12 (100) 3/3 15/15 (100) 10/12 (83.3) 3/3 13/15 (86.7)
Prevotella melaninogenica 3/3 2/2 5/5 (100) 2/2 2/2 4/4
Prevotella oris — 1/1 1/1 — 1/1 1/1
Prevotella sp. — 1/1 1/1 — 1/1 1/1
Porphyromonas gingivalis 2/2 — 2/2 2/2 — 2/2
Fusobacterium nucleatum 1/1 — 1/1 1/1 — 1/1
Fusobacterium varium — 1/1 1/1 — 1/1 1/1
Actinomyces odontolyticus 1/1 — 1/1 1/1 — 1/1
Total 72/72 (100) 22/22 (100) 94/94 (100) 58/63 (92.1) 22/22 (100) 80/85 (94.1)
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Table 10. Adverse events
Adverse events Adverse drug reactions
Patients 49 49
Cases with AEs/ADRs (%) 27 (55.1) 22 (44.9)
95% confidence interval (41.2, 69.0) (31.0, 58.8)
AEs/ADRs 39 33
System organ class® Preferred term® cases with no. of AEs cases with no. of ADRs
AEs (%) ADRs (%)
Psychiatric disorders insomnia 1(2.0) 1 1(2.0) 1
total 1(2.0) 1 1(2.0) 1
Nervous system disorders dizziness 1 (2.0) 1
total 1 (2.0) 1
Cardiac disorders sinus tachycardia 1 (2.0) 1 1 (2.0) 1
total 1(2.0) 1 1(2.0) 1
Gastrointestinal disorders abdominal distension 1(2.0) 1 1(2.0) 1
abdominal pain upper 2 (4.1) 2 1(2.0) 1
diarrhoea 12 (24.5) 12 11 (22.4) 11
stomach discomfort 1(2.0) 1 1(2.0) 1
total 15 (30.6) 16 13 (26.5) 14
Skin and subcutaneous tissue rash 1 (2.0) 1 1(2.0) 1
disorders urticaria 1(2.0) 1 1 (2.0) 1
total 2 (4.1) 2 2 (4.1) 2
Musculoskeletal and muscle tightness 1 (2.0) 1 1 (2.0) 1
connective tissue disorders total 1(2.0) 1 1(2.0) 1
General disorders and admini- feeling abnormal 1(2.0) 1
stration site conditions total 1(2.0) 1
Investigations alanine aminotransferase increased 5(10.2) 5 5(10.2) 5
aspartate aminotransferase increased 3 (6.1) 3 3 (6.1) 3
blood creatine phosphokinase
increased 2 (4.1) 2
blood lactate dehydrogenase
increased 1(2.0) 1 1(2.0) 1
eosinophil count increased 2 (4.1) 2 2 (4.1) 2
gamma-glutamyltransferase increased 1(2.0) 1 1(2.0) 1
white blood cell count decreased 1(2.0) 1 1(2.0) 1
blood alkaline phosphatase increased 1 (2.0) 1 1(2.0) 1
total 12 (24.5) 16 10 (20.4) 14
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Oral tissue distribution, efficacy, and safety of sitafloxacin in patients
with dentistry and oral surgery infection

Jiro Sasaki” and Seiji Hori”

Y Tokai University School of Medicine, 143 Shimokasuya, Isehara, Kanagawa, Japan

? Department of Pharmacology, Jikei University School of Medicine

To assess the fluoroquinolone antibacterial agent sitafloxacin(STFX) for transferability to oral tissue, effi-
cacy, and safety in patients with dentistry and oral surgery infection, we conducted a clinical pharmacology
study using STFX at 50 mg per single dose and a phase III clinical study using STFX at 50 mg or 100 mg b.i.

d. for 3 to 7 days.
1. Oral tissue concentration 2.7 to 3.7 hours after a single treatment of STFX at 50 mg in 10 cases for data

analysis was 057 =0.17 ug/g in gingiva and 0.32+0.17 p g/g in extraction wound fluid, making the transfer

rate 1.3+ 0.4 in gingiva and 0.8 = 0.5 in extraction wound fluid.

2. Clinical efficacy was 97.6% (41/42) rated by doctors in charge, and 85.0% (34/40) by rating ratio based
on the Japanese Society of Oral Therapeutics and Pharmacology on day 3 of treatment.

3. Bacteriological elimination was 100% (37/37) at the end of treatment and 94.3% (33/35) on day 3 of treat-

ment.
4. No adverse reactions were seen in the clinical pharmacology study, but occurred in 22 (44.9%, 33 events)

of 49 cases for data analysis in the clinical study; none were severe.
These results suggest that STFX is well transferred to oral tissues and useful in the treatment of odonto-

genic infections at a dose of 50 mg b.i.d.



