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Table 1. Institutions participating

Institution

Principal investigator

Asahikawa Medical College

Asahikawa Red Cross Hospital
Hokkaido University, School of Medicine
Tohoku University, School of Medicine
Sendai National Hospital
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Juntendo University, School of Medicine
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School of Medicine, Gifu University
Gihoku General Hospital

Toyama Prefectural Central Hospital

Mie University, School of Medicine
Kyoto Prefectural University of Medicine
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Masayoshi Numasaki
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Yoshinori Kuwahara
Ken-ichi Seki
Teruhiko Tamaya
Toshiya Ito
Shinichiro Satake
Nagayasu Toyoda
Hideo Honjyo

Osaka City University, Medical School
Hiroshima University, School of Medicine

Fukuyama National Hospital

School of Medicine, Yamaguchi University
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Katsutoshi Nanba
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Fig. 3. Plasma and retroperitoneal fluid concentra-
tion of doripenem.
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Table 2. Case distribution
All Intrauterine Uterine L Pelvic Douglas
diseases infection adnexitis Parametritis peritonitis abscess
Enrollment 59 11 10 20 14 4
Clinical efficacy 54 9 10 18 14 3
Adverse drug reactions 54 9 10 18 14 3
0 symptoms[]
Adverse drug reactions 50 9 10 18 11 2
0 laboratory datall
Overall safety 51 9 10 18 12 2
Clinical utility 51 9 10 18 12 2
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Table 3. Patient profilesU efficacy population(]

All Intrauterine Uterine - Pelvic Douglas
Item Category diseases infection adnexitis Parametritis peritonitis abscess
No. of patients 54 9 10 18 14 3
average 40.9 40.2 314 48.3 36.5 —
S.D. 13.7 16.4 5.9 117 114 —
Agel] yrs.OJ maximum 78 78 43 71 59 74
median 39 41 29 48 34 49
minimum 23 24 25 23 23 32
S it moderate 13 4 1 4 3 1
eventy severe 41 5 9 14 11 2
Underlying absent 21 6 9 1 4 1
disease present 33 3 1 17 10 2
Complications absent 39 7 8 15 6 3
P present 15 2 2 3 8 0
o . absent 24 4 6 6 7 1
Antimicrobials present 29 5 3 12 7 2
in advance
unknown 1 0 1 0 0 0
monomicrobials 11 2 1 4 4 0
Microbials polymicrobials 22 5 3 8 4 2
unknown 21 2 6 6 6 1
250 mg BID 17 3 1 7 4 2
Dosage and 250 mg TID 1 2 2 2 4 1
administration
500 mg BID 26 4 7 9 6 0
average 7.2 6.9 1.7 7.2 7.3 —
S.D. 2.4 1.6 3.1 25 25 —
Treatment( days[] maximum 14 10 14 14 12 7
median 7 7 75 7 7 6
minimum 3 3 4 3 6
Table 4. Clinical efficacy, by disease
. No. of Efficacy a”
Disease patients Excellent Good Poor 0 %0
All diseases 54 7 41 6 88.9
Intrauterine infection 9 3 6 0 9/9
Uterine adnexitis 10 1 8 1 90.0
Parametritis 18 0 14 4 77.8
Pelvic peritonitis 14 2 11 1 92.9
Douglas abscess 3 1 2 0 3/3

al Efficacy:[] Excellent 0 Good[ /No. of patients
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Table 5. Clinical efficacy, by daily dosage

- No. of Efficacy 2"
Daily dosage patients Excellent Good Poor 0 %0
250 mg BID 17 4 11 2 88.2
250 mg TID 11 2 9 0 100.0
500 mg BID 26 1 21 4 84.6
al Efficacy: U Excellent O Good[ /No. of patients
Table 6. Clinical efficacy, by organism
. No. of Efficacy ™
Organism patients Excellent Good Poor 0 %0
Staphylococcus aureus 1 0 1 0 1/1
Gram- Group B Streptococc_us 1 0 1 0 1/1
positive Enterococcus faecalis 1 0 1 0 1/1
cocci Enterococcus faecium 2 0 2 0 212
Sub total 5 0 5 0 5/5
Gram- Escherichia coli ) 1 0 1 0 171
negative Pseudomonas aeruginosa 1 0 1 0 1/1
Monomicrobial rods Sub total 2 0 2 0 2/2
infection Peptostreptococcus 1 0 1 0 /1
anaerobius
Peptostreptococcus 1 0 0 1 0/1
asaccharolyticus
Anaerobes Prevotella bivia 1 1 0 11
Prevotella 1 0 0 1/1
melaninogenica
Sub total 4 1 2 1 3/4
Sub total 11 1 9 1 90.9
2 bacteria 13 2 10 10 92.3
3 bacteria 1 4 0 5/5
!DC;'YT_'CrOb'a' 4 bacteria 1 2 0 33
infection 5 bacteria 0 0 1/1
Sub total 22 4 17 1 95.5
Total 33 5 26 2 93.9
al Efficacy:0 Excellent O Good[ /No. of patients, °” Infection by MRSA and E. faecalis
Table 7. Clinical efficacy, by severity
. No. of Efficacy?”
Severity patients Excellent Good Poor 0 %0
Moderate 13 2 10 1 92.3
Severe 41 5 31 5 87.8

al Efficacy: 0 Excellent 0 Good[ /No. of patients
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Table 8. Bacteriological response, by organism

Decreased P
Organism y:g(t)i'e%fts Eradicated | O partly Persisted Eradmlco/z:gon !
eradicated[]
Staphylococcus 1 1 0 0 1/1
aureus
Gram- Enterococcus 1 1 0 0 1/1
positive faecalis
cocci Enterococcus 2 1 1 0 1/2
faecium
Sub total 4 3 1 0 3/4
Escherichia coli 1 1 0 0 1/1
Gram- [ T T T T T T
Monomicrobial | negative Pseudomonas 1 1 0 0 1
infection rods aeruginosa
Sub total 2 2 0 0 2/2
Peptostreptococcus 1 1 0 0 1/1
anaerobius
Anaerobes Prevotella bivia 1 1 0 0 1/1
Prevotella 1 0 1 0 0/1
melaninogenica
Sub total 3 2 1 0 2/3
Sub total 9 7 2 0 719
2 bacteria 12 8 2 2 66.7
3 bacteria 5 5 0 0 5/5
_Pg'yfp'cmb'a' 4 bacteria 3 3 0 0 313
intection 5 bacteria 1 1 0 0 7
Sub total 21 17 2 2 81.0
Total 30 24 4 2 80.0

aJ Eradication: Eradicated/No. of patients

Table 9. Occurrence and classification of organism appearing after administration
No. of Occurrence . . Classification Occurrence 0
patients No Yes Unknown Smg{ﬁm?én Superinfection 0 %0
30 22 7 1 7 0 24.1°9
Details

Microbial substitution: n 0 70 10 strainsC
[ Streptococcus anginosus

Oy -streptococcus, o -streptococcus

[ Enterococcus avium

0 Haemophilus parainfluenzae,
y -streptococcus, Neisseria sp.

[J Bacteroides fragilis
0 Candida glabrata
0 Klebsiella pneumoniae

aJ Occurrence:[J Substitutive phenomenon of organism 0 Substitution of organisms( /No. of patients
b5 Excluded 1 “ unknown”

A0 0OO0O0OO0
(1) oooo

godbooooboobboobuoobboobooo
gogboodobboobb 3oodbooo@mobooooog
000000 7/900000000000000000
000205000000000000 81.00017/2100
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Table 10. Adverse drug reactions(] symptoms[]
Adverse drug reaction] symptomU
No. of patients 54
Adverse drug reactions 2
Incidence 3.7%
Details No. of patients
Eruption 1
Numbness of tongue or 1
limbs, malaise
Table 11. Adverse drug reactions[] laboratory datall
Adverse drug reactionsU laboratory datal]
No. of patients 50
Adverse drug reactions 11
Incidence 22.0%
Details No. of patients
GOT increased, GPT increased, LDH increased 1
Eosinophilia 2
GOT increased, GPT increased 2
GOT increased, GPT increased, y -GTP increased 1
GPT increased 2
LDH increased 3
Table 12. Overall safety, by disease
- No. of Almost Slightly Not safe Safety 2"
Disease patients Safe safe problematic problematic 0 %0
All diseases 51 38 12 1 0 98.0
Intrauterine infection 9 7 2 0 0 9/9
Uterine adnexitis 10 6 4 0 0 100.0
Parametritis 18 14 3 1 0 94.4
Pelvic peritonitis 12 10 2 0 0 100.0
Douglas abscess 2 1 1 0 0 212
aJ Safety:(] Safe [J Almost safe(] /No. of patients
000000 Table 90 3) OOoOoOO

50 OO0
(1) Doooooo

00000000000 3.7002/540000000 Ta-
blel0D OO O0MODOOMmM1I0MOOOODO
000000000000010000 20000000
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Table 13. Utility, by disease
. No.of Remarkably Slightly Utility &
Disease patients useful Useful useful Not useful 0 %0
All diseases 51 5 39 1 6 86.3
Intrauterine infection 9 2 7 0 0 9/9
Uterine adnexitis 10 0 9 0 1 90.0
Parametritis 18 0 13 1 4 72.2
Pelvic peritonitis 12 2 9 0 1 91.7
Douglas abscess 2 1 0 0 2/2

a Utility:0 Remarkably useful 0 Useful(] /No. of patients
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Basic and clinical studies on doripenem in obstetrics and gynecology
Hiroji Okada™, Jinsuke Yasuda®™, Koji Hirabayashi*”and Seiji Matsuda™

"Department of Obstetrics and Gynecology, Saiseikai Suita Hospital,

1-2 Kawazono-cho, Suita, Osaka, Japan
“Department of Obstetrics and Gynecology, Matsushita Memorial Hospital
*Department of Obstetrics and Gynecology, Numakuma Hospital
“Department of Obstetrics and Gynecology, Koto Hospital

We conducted basic and clinical studies on doripenemil DRPM[] a new carbapenem antibiotic, in obstetrics
and gynecology, with the following results.

10 Tissue penetration of genital organs

We studied DRPM concentration in internal genital organs and plasma after intravenous drip infusion of 250
mg. DRPM concentration in the uterus was 0.33-9.89 ug/g, in uterine appendagesd 0.20-10.6 pg/g and in
plasma 0.80-21.5 p1g/mL 40-360 min after administration.

We studied DRPM concentration in retroperitoneal fluid and plasma after intravenous drip infusion of 250 mg
and 500 mg. After a 30 min-infusion of DRPMO 250 mg and 500 mg[J the maximum concentration in retroperito-
neal fluid was 3.15-9.82 p1g/mi0 250 mg infusionCand 9.53-13.9 1 g/mi0 500 mg infusion and maximum plasma
concentratiori] CmaxCat the end of infusion were 14.0-30.8 11g/ml0 250 mg infusionCand 26.2-50.7 pg/ml0 500
mg infusion]

20 Clinical evaluation

The 54 patients evaluable for clinical efficacyd] intrauterine infection: 9; uterine adnexitis: 10; parametritis: 18;
pelvic peritonitis: 14; and Douglas abscess: 30 had an efficacy of 88.90 0 48/54[1 In microbiological efficacy,
eradication was 80.000 24,/300 Adverse reactions observed in 2 patients consisted of drug eruptiori] 10] tongue
numbness, and hand-foot and general malaise 100 all of which were mild and disappeared during administra-
tion. Abnormal laboratory findings were observed in 22.00 of patients0 11/500] most being slight elevations in
liver function test such as GOT/GPT, with no severe changes reported.

We concluded that DRPM is highly useful for treating gynecological infection.



