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Table 1.

Criteria for evaluation of clinical efficacy by the Japanese Society of Oral and Maxillo-Facial Surgeons

Grades of symptoms and numerical points

. Body temperature 0: less than 37°C, 1: from 37°C to 37.5°C

2: from 37.6°C to 37.9°C, 3: more than 38°C
. Fatigue 1: none, 2: existence
. Anorexia 1: none, 2: existence

. Redness (local fever)

a . Intraoral

b . Extraoral

: none, 2: gingival redness on one or two teeth area
: gingival redness on more than three teeth area, or redness with neighboring tissue

(buccal mucosa, mouth floor, etc.)

: none, 1: redness or local fever on extraoral area
: redness with local fever on extraoral area

. Swelling

a . Intraoral

0: none, 2: gingival swelling on one or two teeth area

-

. gingival swelling on more than three teeth area, or swelling with neighboring tissue

(buccal mucosa, mouth floor, etc.)

a . Spontaneous pain
b. Swallowing pain
¢ . Oppressive pain

b . Extraoral 0: none, 1: swelling on extraoral area
2: swelling more than hen’s egg sized on extraoral area
. Induration 0: none, 1: induration touched on face
2: induration with skin tonus
. Pain

: none, 1: moderate pain, 2: severe pain
: none, 1: existence
: none, 1: existence

. Trismus

(limitation of jaw movement)

: more than 30 mm, 1: from 20 mm to 29 mm
: from 10 mm to 19 mm, 3: less than 10 mm

. Finding of lymphnode

LI - B = N K= =R}

: no finding or swelling without tenderness
: movable swelling with tenderness
. fixed swelling with tenderness

Assessment of clinical efficacy
Excellent: R=0.3
Good : 0.3<R<0.7

_ Score (total numerical points) of Day 3

Poor: R20.7 Score ratio (R)
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Table 2. Clinical results of NM441 treatment (1)
A Treatment Bacteri Clinical efficacy
Patient| 8¢ . Surgical Isolated organism acterio- Side Hospital
- | Diagnosis |daily doselduration | t°t2! logical | judged by | judged by P
No. aily dose|duration treatment [MIC] (gg/ml) - Judged by | judged by effect
Sex (mgXtimes)| (days) d((ge “e efficacy |~ score doctor code No.
27
1 M periodontitis| 200X2 3 1.2 | Incision | S. anginosus [0.20] Eradicated| Good Good — 1
44
2 + |periodontitis| 200X2 3 1.2 | Incision |S. sanguis [6.25] Eradicated|Excellent | Excellent — 2
F
S. sanguis [12.5]
39 . . Corynebacterium sp.
3 * |periodontitis| 200X2 3 1.2 —_— Unknown | Poor Good — 2
M (3.13]
S. mitis (25)
4 7-9 iodontitis| 200X 2 3 1.2 | Incisio G. haemolysans [0.39] Unknown | Poor Fair - 2
o periodontitis . neision | o stellatus [0.39)
54
5 - |periodontitis| 200x2 3 1.2 | Incision | S. intermedius [0.20] |Eradicated|] Good Good — 2
M
70 S. sanguis [1.56]
6 » |periodontitis| 200X2 3 1.2 | Incision | Neisseria sp. [£0.025] |Eradicated| Good Good — 2
M P. intermedia [0.39)
48
7 M periodontitis| 200X2 3 1.2 —_— not done — Good Good — 2
68 S. sanguis [1.56]
8 - |periodontitis| 200X2 3 1.2 | Incision | G. haemolysans [0.78] |Eradicated| Good Good — 2
F Neisseria sp. [0.05]
53
9 F periodontitis| 200X2 7 2.8 — not done — Good Good — 2
53 . .. Incision . .
10 * |periodontitis| 200x2 3 1.2 .| S. sanguis [3.13] Eradicated| Good Good — 2
F Extraction
32
11 M periodontitis| 100X2 3 0.6 | Incision | S. intermedius [0.20] Eradicated|Excellent | Excellent — 3
49
12 F periodontitis| 200Xx2 3 1.2 | Incision no growth —_— Good Fair - 3
26
13 M periodontitis| 100x2 3 0.6 | Incision no growth — Good Good - 3
23
14 F periodontitis| 100X2 3 0.6 | Incision not done — Good Good - 3
72
15 F periodontitis| 200X2 3 1.2 —_— not done e Excellent | Excellent - 3
30
16 F periodontitis| 200Xx2 4 1.6 —_— no growth —_— Poor Fair — 3
43 stools loose
17 + |periodontitis| 200X2 2 0.8 | Incision not done —_— —_— Good |stomach 4
F discomfort
58
18 M periodontitis| 100x2 7 1.4 | Incision | S. mitis [3.13] Eradicated| Poor Good - 4
33
19 F pericoronitis| 200Xx2 6 2.2 | Puncture not done — Poor Fair - 1
18
20 F pericoronitis| 200Xx2 3 1.2 —_— not done —_— Poor Poor - 1

Hospital code: 1. Department of Dentistry and Oral Surgery, Iwaki Kyoritsu General Hospital
2. Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital

3. Department of Oral Surgery, School of Medicine, Tokai University
4. Department of Dentistry and Oral Surgery, Toyohashi Municipal Hospital
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Table 2. Clinical results of NM441 treatment (2)
Age Treatment I Clinical efficacy
Patient| . - . . |total | Surgical Isolated organism acterio- ] ] Side Hospital
No. |g Diagnosis - daily dose|duration dose | treatment [MIC] (ug/ml) logical | judged by | judged by | effect |code No.
ex (mgXtimes)| (days) @) efficacy score doctor
64 ) .
21 M pericoronitis| 200X2 3 1.2 — not done —— | Excellent |Excellent — 1
19
22 M pericoronitis| 200X2 7 2.8 — not done —_— Good Good — 1
21 ) .
23 M pericoronitis| 100x2 3 0.6 — not done — Excellent | Excellent - 3
42
24 F pericoronitis| 100X 2 3 0.6 — not done —_— Good Fair — 3
2% B pericoronitis| 200x2 | 7 | 2.8 | Puncture | > 7 (313] Eradicated| Good | Fair - 3
M : S. epidermidis [0.20) |Tacieated) Hoo
47 S. mitis [1.56)
26 + |pericoronitis| 100X2 3 0.6 [Extraction| _ . : Eradicated| Good Good — 3
M P. micros [0.20]
21
27 F pericoronitis| 100X 3 4 1.2 | Incision | S. constellatus [0.20] Unknown | Good Good — 3
51
28 M pericoronitis| 200Xx2 7 2.8 | Incision no growth — Good Good - 4
29
29 M pericoronitis| 100X2 3 0.6 —_— not done —_— Excellent | Excellent — 4
27
30 F pericoronitis| 100X2 6 1.2 —_— not done — Poor Poor — 4
32
31 M pericoronitis| 100X2 3 0.6 — not done ——  |Excellent |Excellent — 4
37 osteitis
32 . - 200 %2 4 1.6 | Incision | S.intermedius [0.78] |Eradicated| Good Good — 1
F of jaw
44 osteitis
33 | - - 200 %2 3 1.2 | Incision | S. intermedius [0.39] Unknown | Poor Poor — 1
M of jaw
57 oae .
s [ | osteitis oo | s | 2.0 | Incision | L e (020] Eradicated| Poor | Fair - 1
M| of jaw P. micros (0.39]
54 fs tori
35 | v | OtetS | onoea | 3 | 1.2 | Incision | COPmEbacterium P g gicated| Good | Good — 2
M of jaw [0.39]
49 osteitis .
36 . - 200 %2 3 1.2 | Incision | L. cremoris [0.78] Eradicated| Good Good - 2
M of jaw
S. anginosus [0.20]
49 .
g || osteitis | ool 3 | 12| Incision | £ buccae [039] Eradicated| Good | Good - 2
M of jaw P. micros [0.39)]
F. nucleatum [0.39]
43 osteitis . . .
38 . - 200%2 3 1.2 | Incision | P. intermedia [0.20] Eradicated| Good Good — 2
F of jaw
62 osteitis
39 . - 200%2 3 1.2 | Incision no growth — Good Good — 2
M of jaw
4 osteitis . .
40 . of jaw 200%2 3 1.2 | Incision | S. sanguis [3.13] Eradicated|Excellent | Excellent — 2
0 osteitis . .
41 . : 2002 3 1.2 | Incision | S. sanguis (6.25] Eradicated| Good Good — 2
M of jaw

Hospital code :

1. Department of Dentistry and Oral Surgery

, Iwaki Kyoritsu General Hospital

2. Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital
3. Department of Oral Surgery, School of Medicine, Tokai University
4. Department of Dentistry and Oral Surgery, Toyohashi Municipal Hospital
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Table 2. Clinical results of NM441 treatment (3)
A Treatment Bacteri Clinical efficacy
Patient| 8¢ . . ) . |total | Surgical Isolated organism acterio- ] ] Side Hospital
No. S Diagnosis |gajly dose|duration| ; | treatment [MIC] (gg/ml) ef;?cgal:;:al judged by | judged by effect  |code No.
ex (mg X times)| (days) ) y score doctor
61 osteitis . . .
42 . ‘s 200X 2 3 1.2 | Incision | S. epidermidis [0.20] Eradicated| Good Good - 2
F of jaw
24 osteitis .
43 . of jaw 200x2 3 1.2 | Incision | S. sanguis [3.13] Eradicated| Good Good — 2
M 4
64 osteitis .
44 . of jaw 200%2 3 1.2 | Incision | S. sanguis [3.13] Eradicated|Excellent | Excellent — 2
M
65 osteitis .
45 . of jaw 200x2 5 2.0 | Incision | Prevotella sp. [0.39] Eradicated| Good Good — 1
F
54 osteitis
46 . of jaw 2002 3 1.2 | Incision | S. intermedius [0.39] |Eradicated|Excellent|Excellent — 2
M )
34| osteitis G. morbillorum [0.78]
47 . . 200x2 5 2.0 | Incision . - Eradicated| Poor Good — 1
F of jaw S. epidermidis [0.10]
59 e
48 . c())sft?;t‘:vs 200x2 4 1.6 | Incision no growth —_— Poor Poor — 1
M J
49 F Zsft?;t‘;s 100%2 3 0.6 —_— not done — Good Good - 3
43 fes .
o | ‘(’)Sftf:‘:: 10%2 | 9 | 1.8 | Incision | FePlostreptococcus [Sapl' ;) [Eradicated| Excellent  Excellent| ~ — 3
61 4
s1 |- | OSeUS logoxz | 4 16| — not done —_ e - 3
F of jaw
35 osteitis
52 M of jaw 200x2 7 2.8 — not done — Good Good headache 3
38 . E. corrodens [0.05]
osteitis . .
53 . of iaw 100 x2 8 1.6 | Incision | G. morbillorum [3.13] |Eradicated| Good Good - 3
M ! S. intermedius (0.20]
53 iti
54 M (:)Sft?;“: 200%2 3 1.2 e no growth B Poor Poor — 3
22 teiti
% F (:,sf ?;‘:VS 200%2 6 2.4 I not done —— | Excellent |Excellent - 3
46 iti - s
56 A OSt(?ltlS 200X 2 6 9 4 - S. m{e.rmedm.s [0.78] Unknown Good Good _ 3
M of jaw S. mitis [1.56]
50 t 't'
57 - ‘;Sf ?;‘:vs 100x2 | 3 |o06| — not done — Poor | Poor - 3
57 teitis
58 F (;Sf ?;:vs 100 x 2 3 0.6 | Incision no growth — Poor Poor — 4
60 osteitis , .
59 F of jaw 100 x 2 3 0.6 | Puncture | E. coli [0.10] Eradicated|Excellent | Excellent — 4
o8 osteitis . R i i
60 M of jaw 100 %2 10 2.0 | Puncture | P. intermedia [0.20) Eradicated| Poor Fair — 4
38 osteitis ..
o M of jaw 100x2 13 2.6 | Incision | P. micros [£0.025] Eradicated| Good Poor - 4

Hospital code :

1. Department of Dentistry and Oral Surgery, Iwaki Kyoritsu General Hospital

2. Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital
3. Department of Oral Surgery, School of Medicine, Tokai University
4. Department of Dentistry and Oral Surgery, Toyohashi Municipal Hospital
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Table 3. Sex and age of patients evaluated for clinical efficacy
Sex
Age (yr) Total (%) Table 4. Daily dose and duration in patients evaluated for clinical
male female i
efficacy
18~19 1 1 2 ( 3.4) -
20~29 5 5 10 (16.9) Daily dose Duration (days) Total (%)
~ (mgXxtimes) | 2~3 | 4~5 | 6~7 | 8~I3 ?
30~39 6 4 10 ( 16.9)
40~49 8 5 13 ( 22.0) 100 x 2 12 2 4 18 ( 30.5)
50~59 9 4 13 ( 22.0) 100%x3 1 1(1.7)
60~69 3 4 7 (11.9) 200%x2 26 6 8 40 ( 67.8)
10~79 3 ! 4¢ 68 Total 38 7 10 4 59
Total (%) 35 (59.3) 24 (40.7) 59 (100 ) (%) (64.4) | (11.9) | (16.9) | ( 6.8) (100 )
Table 5. Clinical efficacy judged by doctor
No. of Clinical efficacy Efficacy*
patients 3 rate
evaluated | excellent good fair poor (%)
Periodontitis 17 3 11 3 14/17 (82.4)
Pericoronitis 13 4 4 3 2 8/13 (61.5)
Osteitis of jaw 29 6 15 2 6 21/29 (72.4)
Total 59 13 30 8 8 43/59 (72.9)
*: Excellent+Good/No. of patients
Table 6. Clinical efficacy judged by comparative score
No. of Clinical efficacy Efficacy*
patients rate
evaluated excellent good poor (%)
Periodontitis 17 3 10 4 13/17 (76.5)
Pericoronitis 13 4 6 3 10/13 (76.9)
Osteitis of jaw 29 6 15 8 21/29 (72.4)
Total 59 13 31 15 44/59 (74.6)
* . Excellent+Good/No. of patients
Table 7. Clinical efficacy classified by diagnosis and daily dose
Daily dose (mg X times) Efficacy*
rate
100X 2 100X 3 200x2 (%)
Periodontitis 3/ 4 10/13 13/17 (76.5)
Pericoronitis 5/ 6 1/ 1 4/ 6 10/13 (76.9)
Osteitis of jaw 5/ 8 16/21 21/29 (72.4)
Total 13/18 1/ 1 30/40 44/59 (74.6)
(%) (72.2) (75)

*: Excellent+Good/No. of patients
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Table 8. Clinical isolates from abscesses of patients evaluated for bacteriological effect

Organism Periodontitis Pericoronitis Osteitis of jaw Total
Staphylococcus epidermidis 1 2 3
Streptococcus anginosus 1 1 2
Streptococcus constellatus 1 1 2
Streptococcus intermedius 2 5 7
Gram-positive Streptococcus mitis . 2 2 1 5
Streptococcus sanguis 5 4 9
Corynebacterium spp. 1 1 2
Lactococcus lactis
: 2 2
subsp. cremoris
Sub total 12 4 16 32
Neisseria spp. 2 2
Gram-negative | Escherichia coli 1 1
Sub total 2 1 3
Gemella haemolysans 2 2
Gemella morbillorum 2 2
Peptostreptococcus micros 1 3 4
Peptostreptococcus sp. 1 1
Anaerobic Prevotella buccae 1 1
Prevotella intermedia 1 2 3
Prevotella sp. 1 1
Eikenella corrodens 1 1
Fusobacterium nucleatum 1 1
Sub total 3 1 12 16
Total 17 5 29 51
Table 9. Bacteriological effect on isolated organisms
No. of Bacteriological effect Eradication®
Isolated organism . Not eradicated rate
patients | Eradicated (%)
unchanged | replaced | unknown °
Staphylococcus epidermidis 1 1 1/1
Streptococcus anginosus 1 1 1/1
Streptococcus constellatus 1 1 0/ 1
Streptococcus intermedius 5 4 1 4/ 5
Gram- L
positive Streptococcus mitis 1 1 1/ 1
Streptococcus sanguis 6 6 6/ 6
Corynebacterium sp. 1 1 1/1
Lactococcus lactz_s 1 1 1
subsp. cremoris
Sub total 17 15 2 15/17 (88.2)
Monomicrobial | Gram~ | gy ipia coli 1 1 1/1
infection negative
Sub total 1 1 1/1
Peptostreptococcus micros 1 1 1/1
| Peptostreptococcus sp. 1 1 1/1
Anaerobic Prevotella intermedia 2 2 2/ 2
Prevotella sp. 1 1 1/1
Sub total 5 5 5/ 5
Sub total 23 21 2 21/23 (91.3)
Polymicrobial G(+) + G(+) 6 4 2 4/ 6
0’yrmicrobia Not less than 3 organism 5 4 1 4/ 5
infection
Sub total 11 8 3 8/11 (72.7)
Total 34 29 5 29/34 (85.3)

* - Eradicated/No. of patients
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Table 10. Usefulness judged by doctor

No. of Usefulness Usefulness*

patients remarkably ful slightly 1 rate

evaluated useful usetu useful useless (%)
Periodontitis 18 3 11 4 14/18 (77.8)
Pericoronitis 13 4 4 3 2 8/13 (61.5)
Osteitis of jaw 29 7 15 1 6 22/29 (75.9)
Total 60 14 30 8 8 44/60 (73.3)

* - Remarkably useful + Useful/No. of patients

Table 11. MIC distribution of clinical isolates from the closed abscesses in 34 patients
MIC (ug/ml)
Drugs

<0.025 | 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100
NM394 2 2 2 12 11 5 4 9 2 1 1
ciprofloxacin 4 3 6 7 9 8 8 4 1 1
ofloxacin 2 2 2 8 11 6 13 6 1
tosufloxacin 6 10 6 10 15 3 1
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Clinical study on NM441 in the field of dentistry and oral surgery

Jiro Sasaki?, Akihiro Kaneko?, Yoshihide Oota?, Kazunari Karakida?, Yasunobu Busujima?,
Atsushi Takakura®, Taku Shirai?, Kazuo Shiiki?, Haruo Sakamoto?,
Hiroyuki Naitoh?, Nobuo Yamane®, Hisashi Katoh® and Tadashi Yamamoto®
YDepartment of Oral Surgery, School of Medicine, Tokai University

Bouseidai, Isehara 259-11, Japan

“Department of Dentistry and Oral Surgery, Iwaki Kyoritsu General Hospital

¥Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital
“Department of Dentistry and Oral Surgery, Toyohashi Municipal Hospital

NM 441, a new quinolone, was administerd to 61 patients with odontogenic infections, which included of
periodontitis, pericoronitis and osteitis of jaw, and the following results were obtained.

1) Clinical effect evaluated by doctor was excellent in 13, good in 30, fair in 8 and poor in 8, while that
evaluated by committee was excellent in 13, good in 31 and poor in 15. The clinical efficacy rates were

72.9% and 74.6%, respectively.

2 ) Fifty-one strains of organisms were isolated from closed abscesses in 34 patients. The bacteriological
eradication rates were 91.3% for monomicrobial infection and 72.7% for polymicrobial infection. The

overall bacteriological eradication rate was 85.3%.

3) Side effects were observed in one case of stools loose and stomach discomfort, and in the other case
of headache (3.3%). No abnormal labolatory findings were recognized.



