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Table 1.

Institutions participating

Institution

Principal investigator

Tokai University Hospital”
lwaki Kyoritsu General Hospital
Ashikaga Red Cross Hospital

University of the Ryukyus University Hospital

Akihiro Kaneko
Kazuo Shiiki
Nobuo Yamane
Hajime Sunagawa

a Institution in both clinical pharmacology study and clinical study
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Table 2. Patient profiles in clinical pharmacology study
Item No. of subjects
male 4
Gend
ender female 6
0 20-00 30 6
0 30-0 40 3
0 40-0 50 0
Agel yrQ 0 50-0 60 1
Mean 29.7
SD 9.6
00 40-0 50 4
0 50-0 60 3
Body weightO kgo 0 80-0.70 | S
Mean 53.3
SD 9.6

0000000000000 400000000000
oooo

90 0000000000

00000000000000000 MO0O0000
0000000000000000000000000
0000000000000000000000000
00000mMO00000/0000000000000
00000000000000000000

N o 0 0O O

10000000

0000 100000000000000100000
0000000000000000000000000
000000000000 00100000000
Table20ODOOO0D0O 29.7+ 9.6 00000 53.3+ 9.6
kgOOOOO

O0DOODRPMOOOOOOODZ0 D00 DRPMO
0000000 Table3OOOOO

O0O0O0OO0OO0O0ODRPMOO 7001050000000
00 0340219 ug/g00 00000000000 2550
560 ug/mLO0O0O0O0OOO0 14304790 00000
FOODODODODOODRPMODO 6007500000000
00360110pug/g0 000000000000 4.080
515ug/mLO0O0O0O0OOOO0 7702140 00000

0100000000000000003000000
0000000000000000000000000
0000002000000010000000000
0000000000000000000000000
0oooooO

200 MOOO00O0

10 0000

000024000000000000000000
0000 130000000000 1100000000
00 Table4OOOOO



326

oooooboooaoand

JULY 2005

Table 3. Plasma and tissue concentration and tissue/plasma concentration ratio

[0 250 mg i.v. 30min.0J

Subject P_Iasma sampling Pla:sma concentra- Tissue T_issue sar’_npling Tiss_ue concentra- Tissug/plasma
no. time?] minuteld tionOp g/mLO time?] minuted tionOp g/g0] ratiodd %]
3 90 N.A.PE Gingiva 83 0.34 —cB
4 115 2.55 105 0.43 16.9
5 90 5.60 85 0.80 14.3
7 70 5.17 70 0.82 15.9
8 75 5.51 75 1.31 23.8
9 73 5.37 73 1.49 21.7
10 75 4.57 75 2.19 47.9
1 67 4.67 Cyst wall 60 0.36 7.7
2 85 4.08 75 0.71 17.4
6 81 5.15 75 1.10 214

aJ Sampling time: Time after start of infusion
PO N.A.: Not acceptable
I Not calculated

Table 4. Patient profiles in clinical study

No. of subjects
Item
Osteitis Cellulitis Total
male 10 7 17
Gender female 3 4 7
0 20-0 30 3 1 4
0 30-0 40 1 2 3
0 40-0 50 3 2 5
0 50-0 60 5 3 8
Agell yrlJ 0 60-0 70 0 3 3
0 70-0 80 1 0 1
Mean 45.8 49.5 47.5
SD 16.0 13.3 14.6
0 40-0 50 2 1 3
0 50-0 60 7 3 10
0 60-0 70 2 4 6
Body weight( kg[J 0 70 2 3 5
Mean 57.1 62.0 59.3
SD 10.4 9.7 10.2
. . . mild 10 4 14
Severity of infection severe 3 7 10
. . L. none 8 7 15
Underlying disease or complications yes 5 4 9
Antimicrobials in advance ;ec:s 3 1(1) 1;
Type of infection condition monomicrobial 5 4 o
P polymicrobial 8 7 15
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Table 5. Clinical efficacy, by diagnosisO Physician’s judgement[]
. . . Clinical efficacy . .
Diagnosis | No. of patients Clinical efficacy ] %0 95% C.1.60
excellent good poor
Osteitis 13 11 2 0 100.0 [0 75.3, 100.00
Cellulitis 11 6 5 0 100.0 0715, 100.00
Total 24 17 7 0 100.0 [0 85.8, 100.000
al Clinical efficacy:0 excellent + good[INo. of subjects x 100
b0 C.I.: Confidence interval
Table 6. Clinical efficacy at 3 days after treatment initiation
. . . Clinical efficacy . .
Diagnosis | No. of patients Clinical efficacy?] %0 | 95% C.1.P"
excellent good poor
Osteitis 13 11 1 1 92.3 [J64.0, 99.801
Cellulitis 11 4 6 1 90.9 [0 58.7, 99.80J
Total 24 15 7 2 91.7 00 73.0, 99.00
a Clinical efficacy:[ excellent + good(INo. of subjects x 100
b3 C.1.: Confidence interval
Table 7. Clinical efficacy at end of treatment
. . . Clinical efficacy . .
Diagnosis No. of patients Clinical efficacy?] %[ 95% C.1.bY
excellent good poor
Osteitis 13 12 1 0 100.0 [ 75.3, 100.000
Cellulitis 11 8 3 0 100.0 0 71.5, 100.000
Total 24 20 4 0 100.0 [J 85.8, 100.00J
aJ Clinical efficacy:[J excellent + good[JNo. of subjects x 100
b0 C.I.: Confidence interval
Table 8. Bacteriological effect
Bacteriological effect
Diagnosis p':tc:érc:Is eradication decrease ) Eradication®] %0 |  95% C.1.b0
0 presumptive eradication] | [ partially eradication] persistent
Osteitis 13 13 0 0 100.0 [0 75.3, 100.00
Cellulitis 11 10 0 1 90.9 [158.7, 99.80J
Total 24 23 0 1 95.8 [178.9, 99.90J

aJ Eradication: eradicated(] presumptive eradication(] /No. of subjects x 100

b0 C.I.: Confidence interval
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Table 9. Bacteriological effect by causative organism

Bacteriological effect
Causative organism No.of | eradication decrease Eradicoation *
patients | presumptive | O partially | persistent 0 %0
eradication | eradicationl]
Monomicrobial
Aerobes
Streptococcus sanguis 1 1 0 0
Streptococcus mitis 1 1 0 0
Streptococcus oralis 3 3 0 0
Streptococcus constellatus 2 2 0 0
Anaerobes
Peptostreptococcus micros 1 1 0 0
Propionibacterium acnes 1 0 0 1
Polymicrobial
CNS O Porphyromonas gingivalis 1 1 0 0
Streptococcus salivarius [0 Streptococcus mitis 2 2 0 0
Streptococcus mitis [0 Streptococcus oralis 1 1 0 0
Streptococcus mitis [ Gemella morbillorum 1 1 0 0
Peptostreptococcus micros [ Prevotella intermedia 1 1 0 0
Propionibacterium acnes [0 Fusobacterium nucleatum 1 1 0 0
Prevotella oris 0 Anaerobic gram-positive rod 1 1 0 0
Staphylococcus epidermidis [0 Streptococcus constellatus 1 1 0 0
O Prevotella intermedia
Streptococcus sanguis O Streptococcus mitis 1 1 0 0
[ Streptococcus oralis
Streptococcus mitis [ Streptococcus oralis 1 1 0 0
0 Leuconostoc cremoris
Streptococcus mitis O Streptococcus oralis 1 1 0 0
O Citrobacter freundii
Streptococcus oralis [J Streptococcus constellatus 1 1 0 0
O Prevotella intermedia
Peptostreptococcus micros O Streptococcus intermedius 1 1 0 0
O Prevotella intermedia
Streptococcus mitis [ Streptococcus constellatus 1 1 0 0
O Peptostreptococcus micros [ Prevotella intermedia
Total 24 23 0 1 95.8
a0 Eradication: eradicated(] presumptive eradication[INo. of subjects x 100
Table 10. MIC of antibiotics against causative organisms
MICOp g/mLO
Drugs
0 0.025 | 005| 01 | 0.2 | 039 |0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 50 | 100 | O 100
Doripenem 20 15 8 3 1
Meropenem 13 12 13 7 1 1
Imipenem 21 12 9 2 3
Panipenem 27 9 5 3 3
Ceftazidime 1 2 4 8 6 7 9 5 2 1 1 1
OnO 470
Table 11. Nonlaboratory adverse drug reactions
No. of patients analyzed 24
No. of patients with at least one nonlaboratory adverse drug reaction 1
Incidencel %0 4.2
No. of nonlaboratory adverse drug reactions 1
Central and peripheral nervous system disorders
0 Headache 1
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Table 12. Laboratory adverse drug reactions
No. of subjects analyzed 24
No. of subjects with at least one laboratory adverse drug reaction 8
"""""""""""""""""""" IncidenceD%0 | 333
No. of laboratory adverse events 14
Eosinophil percentage increased 1 0710
Hematology - ARt I
Platelet count increased 1 0420
ASTU GOTO increased 3 01250
ALTOGPTOincreased | 3 01250
Biochemistry | ALPincreased | 1 0420
y-GTPincreased |2 D870
LAPincreased |2 D910
Urinalysis Urine sugar positive 1 0450
0 %0 Incidence: No. of laboratory adverse drug reactions/No. of subjects in each
laboratory test analysis x 100
Table 13. Overall safety
. ) Overall safety all
Diagnosis pggég{s safe almost safe | slight problem problem ngg"% 9% C.1
Osteitis 13 8 5 0 0 100.0 0 75.3, 100.00
Cellulitis 11 7 4 0 0 100.0 0715, 100.00
Total 24 15 9 0 0 100.0 J 85.8, 100.000

al Safety:[] safe [ almost safe[JNo. of subjects x 100
b0 C.1.: Confidence interval
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Clinical studies on doripenem of dentistry and oral surgery
Jiro Sasaki'” and Akihiro Kaneko™

"Tokai University Present: Department of Oral Surgery, Jinkoukai Hospital
3-8-11 Nakacho, Atsugi, Kanagawa, Japan
*PDepartment of Oral Surgery, School of Medicine, Tokai University

We conducted clinical studies on doripenemi] DRPMU a new injectable carbapenem antibiotic, of dentistry
and oral surgery.

10 Clinical pharmacology study

The oral tissue concentration after single administration of DRPM in 10 cases was 0.34-2.19 pg/g0 70-105
mind in the gingiva and 0.36-1.10 1.g/g0 60-75 min in the cyst wall, so the tissue/plasma concentration ratio
was 14.3-47.90 in the gingiva and 7.7-21.40 in the cyst wall.

20 Clinical study

10 Clinical efficacy

Patients with infection were administrated DRPM by intravenous infusion at 250 mg b.i.d., 250 mg t.i.d., or
500 mg b.i.d. for 3-7 days.

Clinical efficacy was excellent in 11 and good in 2, for an efficacy of 100.00 in osteitis, excellent in 6, and
good in 5, and an efficacy of 100.000 in cellulitis.

20 Bacteriological effect

The bacteriological effect was eradication in 13, eradication of 100.00 in osteitis, eradication in 10, and per-
sistence in 1, and eradication of 90.900 in cellulitis.

30 Safety

The incidence of nonlaboratory adverse drug reactions was 4.2 0 0 1/240 and of laboratory adverse drug re-
actions 33.30 0 8/240

These results suggest that DRPM is useful, reflecting potent and well-balanced activity against aerobic and
anaerobic gram-positive and gram-negative bacteria.



