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Table 1. Institutions participating in this study

Institution

Principal investigator

Hokkaido University Hospital

Sapporo Social Insurance General Hospital
Hirosaki University Hospital

Hirosaki Municipal Hospital

Hokusyu Central Hospital

lwate Medical University, School of Medicine
Sendai Kousei Hospital

Aizu General Hospital

Akita Municipal General Hospital

Nagai General Hospital

Ohta Nishinouchi Hospital

Kasumigaura Hospital

Doai Memorial Hospital

Jikei University Hospital

Higashiutsunomiya Hospital

Toranomon Hospital

Kyorin University Hospital

Kugayama Hospital

Saiseikai Yamagatasaisei Hospital

National Tokyo Hospital

Cancer Institute Hospital of JFCR

Tokyo Kyousai Hospital

Tokyo Metropolitan Geriatric Medical Center
Kanagawa Prefecture Midwives and Nurses Training School Hospital
Kanagawa Prefectual Cardiovascular and Respiratory Diseases Center Hospital
St. Marianna University Hospital

Kawasaki Municipal Hospital

Nishi-Niigata Chuo National Hospital
Shinrakuen Hospital

Suibaragou Hospital

Toyama Prefectural Central Hospital
Hamamatsu University Hospital

Nagoya University Hospital

Nagoya Kouseiin Hospital

Nara medical University Hospital

Kobe University Hospital

Kawasaki Medical University Hospital

Kawasaki Medical University Kawasaki Hospital
Hiroshima University Hospital

Social Insurance Hiroshima Municipal Hospital
Fukuoka University Hospital

Kurume University Hospital

Oomuta Hospital

Saga University Hospital

Nagasaki University Hospital

Nagasaki University Institute of Tropical Medicine
Sasebo General Hospital

Omura Municipal Hospital
Imari Municipal Hospital

Oita University Hospital
Oita Hospital

Aino Memorial Hospital
University of Ryukyus
Ginowan Memorial Hospital

Yoshikazu Kawakami
Katsunori Ohnishi
Toshihiro Suda
Takio Takasugi
Kenji Kudo
Hiroshi Inoue
Hiroyuki Nakai
Kazunao Niiduma
Mitsunobu Honma
Hideki Ikeda
Takashi Ohta
Noboru Aosaki
Yasuyuki Sano
Kohya Shiba
Kazuhisa Okada
Koichiro Nakata
Hiroyuki Kobayashi
Hiroshi Sugiura
Hiroaki Takeda
Harumi Shishido
Izumi Hayashi
Masaru Koyama
Takashi Inamatsu
Fumio Matsumoto
Shigeki Odagiri
Jingoro Shimada
Yasuo Matsuoka
Koichi Wada
Nobuki Aoki
Osamu Sekine
Saburo Izumi
Atsuhiko Sato
Kenzo Takagi
Kanzo Suzuki
Nobuhiro Narita
Mitsuru Konishi
Mitsuhiro Yokoyama
Toshiharu Matsushima
Nirou Okimoto
Michio Yamakido
Teruomi Miyazawa
Minoru Yoshida
Kotaro Ohizumi
Tsuneo Ishibashi
Shinichiro Hayashi
Shigeru Kono
Moritoshi Akiyama
Ryusuke Mizukane
Yoji Futsuki
Hiroyuki Hori
Hideki Sawa
Takeshi Fujii
Masaru Nasu
Hiroshi Kohno
Misao Tao
Atsushi Saito
Takayuki Miyara

Total

55 institutions
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Table 2. Laboratory test items and schedule
tre:trrﬁent Day 3 Day 7 trggt%zat
PaO2" o o
Arterious PaCO22" ) o
pHa~ o o
RBC ° ° °
hemoglobin ° ° °
Hematology hematocrit ° ° °
WBC ° ° ° °
blood picture ° ° ° °
platelet ° ° °
ESRO 1 h(¥ ° ° ° °
CRP®™ ° . ° °
Others
cold agglutinationa” o o
mycoplasma pneumonia antibody?2” o o
ASTO GOTO ° ° °
ALTO GPTO ° ° °
ALP ° ° °
total bilirubin ° ° °
y -GTP ° ° °
. . lactate dehydrogenase o o o
Biochemistry
leucine aminopeptidase o o o
BUN ° . °
serum-creatinine ° ° °
Na o o o
K o o o
Cl o o o
protein ° ° °
Urinalysis glucose ° ° °
sediment o o o

e : indispensable, o : as needed

a0 as needed in subjects with respiratory tract infection

I indispensable in subjects with respiratory tract infection
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Table 3. Patients profiles

Acute Chronic . -
Item Total respiratory tract respiratory tract Zﬂgué?ﬁ:rlg B:::?ggtitcr’?]ct
infection infection
Number of subjects 105 2 29 73 1
Gender male 72 0 18 54 0
female 33 2 11 19 1
0 20-0 30 7 1 0 6 0
0 30-0 40 10 1 0 9 0
0 40-0 50 7 0 1 6 0
AgelyrD 0 50-0 60 15 0 2 13 0
0 60-0 70 21 0 7 14 0
0 70-0 80 45 0 19 25 1
Severity of infection mild 25 ! 6 18 0
y moderate 80 1 23 55 1
. . no 67 2 10 54 1
Underlying disease yes 38 0 19 19 0
Complications no o7 ! 16 40 0
P yes 48 1 13 33 1
none 73 1 21 51 0
Antimicrobials in advance yes 31 1 8 21 1
unknown 1 0 0 1 0
monomicrobial 33 1 16 16 0
Type of infection polymicrobial 6 0 2 4 0
unknown 66 1 11 53 1
250 mg x 2 63 2 17 43 1
Dosage 250 mg x 3 13 0 2 11 0
500 mg x 2 29 0 10 19 0
3-6 10 0 2 8 0
Duration of therapy days[] 7-8 47 2 16 29 0
9-15 48 0 11 36 1

Table 4. Clinical efficacy at treatment end

) ) No. of Clinical efficacy Clinical
Diagnosis : efficacy?” | 95% C.1.°°
subjects excellent good fair poor 0 %0
Total 105 29 63 5 8 87.6 79.8-93.2
Acute respiratory tract infection 2 1 1 0 0 —
Peritonsillar abscess 2 1 1 0 0 —
Chronic respiratory tract infection 29 10 17 1 1 93.1 77.2-99.2
Chronic bronchitis with infection 4 3 1 0 0 —
Bronchiectasis with infection 3 0 2 0 1 —
Chronic respiratory disease with infection 6 1 4 1 0 —
Other 16 6 10 0 0 100.0 79.4-100.0
Pneumonia and others 73 18 44 4 7 84.9 74.6-92.2
Pneumonia 61 17 37 2 5 88.5 77.8-95.3
Pulmonary suppuration 8 1 5 0 2 —
Thoracic empyema 4 0 2 2 0 —
Biliary tract infection 1 0 1 0 0 —
Cholecystitis 1 0 1 0 0 —

al Clinical efficacy:[ excellent + good[INo. of subjects x 100
b0 C.1.: Confidence interval
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Table 5. Clinical efficacy at Day 3

No. of Clinical efficacy Clinical
Diagnosis biect efficacya” | 95% C.1.°C
SUDJECTS | axcellent good fair poor 0 %0
Total 105 24 52 19 10 72.4 62.8-80.7
Acute respiratory tract infection 2 1 0 0 1 —
Peritonsillar abscess 2 1 0 0 1 —
Chronic respiratory tract infection 29 10 13 6 0 79.3 60.3-92.0
Chronic bronchitis with infection 4 3 1 0 0 —
Bronchiectasis with infection 0 2 1 0 —
Chronic respiratory disease with infection 6 1 3 2 0 —
Other 16 6 7 3 0 81.3 54.4-96.0
Pneumonia and others 73 13 38 13 9 69.9 58.0-80.1
Pneumonia 61 12 36 6 7 78.7 66.3-88.1
Pulmonary suppuration 8 1 2 3 2 —
Thoracic empyema 4 0 0 4 0 —
Biliary tract infection 1 0 1 0 0 —
Cholecystitis 1 0 1 0 0 —
3l Clinical efficacy:[] excellent + good[JNo. of subjects x 100
b0 C.I.: Confidence interval
Table 6. Clinical efficacy at Day 7
Clinical efficacy Clinical
Diagnosis Ng: Oft efficacy?” | 95% C.1.°0
subjects excellent good fair poor 0 %0
Total 95 27 62 6 0 93.7 86.8-97.6
Acute respiratory tract infection 2 1 1 0 0 —
Peritonsillar abscess 2 1 1 0 0 —
Chronic respiratory tract infection 27 9 17 1 0 96.3 81.0-99.9
Chronic bronchitis with infection 3 2 1 0 0 —
Bronchiectasis with infection 0 1 0 —
Chronic respiratory disease with infection 5 1 4 0 0 —
Other 16 6 10 0 0 100.0 79.4-100.0
Pneumonia and others 65 17 43 5 0 92.3 83.0-97.5
Pneumonia 55 16 37 2 0 96.4 87.5-99.6
Pulmonary suppuration 6 1 4 1 0 —
Thoracic empyema 4 0 2 2 0 —
Biliary tract infection 1 0 1 0 0 —
Cholecystitis 1 0 1 0 0 —
a0l Clinical efficacy:[ excellent + good(INo. of subjects x 100
b0 C.l.: Confidence interval
Table 7. Clinical efficacy by dosage
Clinical efficacy Clinical
Dosage Ngi Oft efficacy?” | 95% C.1.b0
SUDJECTS | axcellent good fair poor 0 %0
250 mg x 2 63 18 39 1 5 90.5 80.4-96.4
250 mg x 3 13 2 8 2 1 76.9 46.2-95.0
500 mg x 2 29 9 16 2 2 86.2 68.3-96.1

at Clinical efficacy:[J excellent + good[INo. of subjects x 100

b0 C.I.: Confidence interval
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Table 8. Clinical efficacy by severity
Severity of No. of Clinical efficacy e(f:flilgallgsii 050 C. 1"
infection subjects | excellent good fair poor 0 %0
Mild 25 6 17 0 2 92.0 74.0-99.0
Moderate 80 23 46 5 6 86.3 76.7-92.9
a Clinical efficacy:[] excellent + good[JNo. of subjects x 100
b0 C.I.: Confidence interval
Table 9. Clinical efficacy at end of treatment, by causative organism
No. of Clinical efficacy Clinical
Causative organism subiects efficacy?” | 95% C.1.°0
ubj excellent | good | fair | poor 0 %0
Staphylococcus aureus 2 1 1 0 0
» Streptococcus agalactiae 2 0 2 0 0
S;gg;‘i);s't've Streptococcus intermedius 1 0 1 0 0
Streptococcus pneumoniae 16 9 7 0 0
subtotal 21 10 11 0 0 100.0 83.9-100.0
Moraxellall Branhamellal catarrhalis 1 0 1 0 0
) Klebsiella oxytoca 1 0 1 0 0
Sra{n—pegatlve Haemophilus influenzae 4 2 1 1 1
acteria Pseudomonas aeruginosa 6 0 6 0 0
subtotal 12 2 9 1 0 91.7 61.5-99.8
Streptococcus pneumoniae 2 2 0 0 0
+ Moraxellall Branhamellall catarrhalis
. . Streptococcus pneumoniae 3 1 1 0 1
Polymicrobial + Haemophilus influenzae
infection Bacteroides uniformis 1 0 1 0 0
+ Prevotella oris
subtotal 6 3 2 0 1 — —
Total 39 15 22 1 1 94.9 82.7-99.4
aJ Clinical efficacy:[J excellent + good[INo. of subjects x 100
b5 C.1.: Confidence interval
Table 10. Bacteriological effect
Bacteriological effect
Diagnosis Nt(;" of | eradication decrease ' Eradi%ationaﬂ 950 C.1 b7
subjects 0 presumptive | O partially persistence 0 %0
eradicationd | eradicationO
Total 36 36 0 0 100.0 90.3-100.0
Chronic respiratory tract infection 16 16 0 0 100.0 79.4-100.0
Chronic bronchitis with infection 3 3 0 0 —
Bronchiectasis with infection 1 1 0 0 —
Chronic respiratory disease with infection 4 4 0 0 —
Other 8 8 0 0 —
Pneumonia and others 20 20 0 0 100.0 83.2-100.0
Pneumonia 18 18 0 0 100.0 81.5-100.0
Pulmonary suppuration 2 2 0 0 —

a0 Eradication: eradication(] presumptive eradication(INo. of subjects x 100

b0 C.I.: Confidence interval
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Table 11. Bacteriological effect, by causative organism
. . Bacteriological effect icational
Causative organism lel;)j.e(c)Is sacioation | persstore El’a(élltot/oaélon 950 C.1.b7
Staphylococcus aureus 2 2 0
Gram-positive  Streptococcus agalactiae 2 2 0
bacteria Streptococcus pneumoniae 20 20 0
subtotal 24 24 0 100.0 85.8-100.0
Moraxellall Branhamellall catarrhalis 3 3 0
Klebsiella oxytoca 1 1 0
'Ei;\;:nt;-ar::etg?i-a Haemophilus influer_12ae 0
Pseudomonas aeruginosa 5 5 0
subtotal 16 16 0 100.0 79.4-100.0
Bacteroides uniformis 1 1 0
Anaerobe Prevotella oris 1 1 0
subtotal 2 2 0 — —
Total 42 42 0 100.0 91.6-100.0
% Eradication: eradication] presumptive eradication(7No. of subjects x 100
b5 C.1.: Confidence interval
Table 12. Nonlaboratory adverse drug reactions
No. of subjects analyzed 108
No. of subjects with at least one nonlaboratory adverse drug reaction 2
S Incidencel%0 | 19
No. of nonlaboratory adverse drug reactions 2
Eruption 1
Diarrhea 1
Table 13. Laboratory adverse drug reactions
No. of subjects in the analyzed 106
No. of subjects with at least one laboratory adverse drug reaction 32
" ncidencedwo | 02
No. of laboratory adverse reactions 52
WBC count decreased 2 0190
‘Band neutrophil percentage decreased | - 1 0160
Hematology | Segmented neutrophil percentage decreased | 1 0160
Eosinophil percentage increased | 7 0700
Platelet count increased | 1 0100
ASTO GOTO increased 13 0 12.60
ALTOGPTOincreased | 17 01670
Biochemistry | ALPincreased | 6 0590
y-GTPincreased | 3 D200
‘Serum potassium increased | 1 0120

0 %0 Occurrence: No. of laboratory adverse drug reactions/No. of subjects in each
laboratory test analysis x 100
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Table 14.00 Overall safety

No. of Overall safety Safetya! 95% C. |50
subjects | gsafe | almostsafe | slight problem | problem | U %O h
107 73 31 0 97.2 92.0-99.4
al Safety:(] safe + almost safe[INo. of subjects x 100
b0 C.1.: Confidence interval
Table 15. Usefulness
No. of Usefulness B L
subjects | very useful useful slightly useful | useless 0 %00 h
105 13 77 8 85.7 77.5-91.8

a Usefulness:[ very useful + useful(JNo. of subjects x 100

b5 C.1.: Confidence interval
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A study of doripenem efficacy and safety in internal medicine
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We conducted a late phase Il study of doripenemil DRPM[] a new carbapenem antibiotic for injection, in in-
ternal medicine.

1. Clinical efficacy

DRPM was administered at a dose of 250 mg b.i.d., 250 mg t.i.d., or 500 mg b.i.d. for 3 to 14 days in patients
with chronic respiratory tract infection, pneumonia, pulmonary suppuration, pyothorax, peritonsillar abscess,
and cholecystitis. Overall efficacy was 87.60 0 92/1050 By disease, efficacy for patients with secondary infec-
tions associated with chronic respiratory disease was 93.100 27/290and for those with pneumonia, etc., 84.90

0 62/730 A clinical efficacy evaluation of effective” or highly effective” was obtained in two patients with

acute upper respiratory tract infection and in one with biliary tract infection.

2. Bacteriological effect

Bacterial eradication was observed in all 36 patients in whom changes in bacterial count from the baseline
were investigated. Bacterial eradication was 100.00 .

3. Safety

Nonlaboratory adverse drug reactions occurred in two of 108 patients] 1.90 Oand laboratory adverse drug re-
actions in 32 of 106 patientsd 30.20 O

These results suggest that DRPM at a dose of 250 mg b.i.d., 250 mg t.i.d., or 500 mg b.i.d. has sufficient thera-
peutic effect on patients with infection in internal medicine.



