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Fig. 1. Chemical structure of doripenem.
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Table 1.

Institutions participating of this study

Institution

Principal investigator

Sendai Kousei Hospital
Nagai General Hospital
Aidu General Hospital
Akita City Hospital

Ohta Nishinouchi Hospital
Higashiutsunomiya Hospital
Doai Memorial Hospital
Toranomon Hospital
Kyorin University Hospital
Kugayama Hospital
National Tokyo Hospital

Kanagawa Prefecture Midwives and Nurses Training School Hospital
Kanagawa Prefectual Cardiovascular and Respiratory Diseases Center Hospital

St. Marianna University Hospital

Nishi-Niigata Chuo National Hospital
Shinrakuen Hospital

Kawasaki Medical University Kawasaki Hospital
Kawasaki Medical University Hospital

Kurume University Hospital

Nagasaki University Hospital
Sasebo General Hospital

Omura Municipal Hospital
Imari Municipal Hospital

Oita University Hospital
University of Ryukyus University Hospital
Ginowan Memorial Hospital

Aino Memorial Hospital

Nakagami Hospital
Ohama Daiichi Hospital

Oomuta Hospital

Hiroyuki Nakai
Hideki Ikeda
Kazunao Niiduma
Mitsunobu Honma
Takashi Ohta
Kazuhisa Okada
Yasuyuki Sano
Koichiro Nakata
Hiroyuki Kobayashi
Hiroshi Sugiura
Harumi Shishido
Fumio Matsumoto
Shigeki Odagiri
Jingoro Shimada
Koichi Wada
Nobuki Aoki
Nirou Okimoto
Toshiharu Matsushima
Kotaro Ohizumi
Toru Rikimaru
Shigeru Kono
Ryusuke Mizukane
Yoji Futsuki
Hiroyuki Hori
Hideaki Sawa
Takeshi Fuzii
Hiroyuki Nagai
Atsuro Hashimoto
Masao Tateyama
Takayuki Miyara
Misao Tao
Tasuku Sakamoto
Tsutomu Simozi
Mitsuhiko Futenma
Masaki Toyama
Masahiro Takamoto

Total

30 institutions
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Table 2. Laboratory test items and schedule
tre:t:’re;ent Day 3 Day 7 tr%gsmoefnt
PaO: o o
Arterious PaCO: o o
pH o o
RBC ° ° °
hemoglobin ° ° °
Hematology hematocrit ° ° °
wBC ° ° ° °
blood picture ° ° ° °
platelet ° ° °
ESRO 1 hO ° . ° .
CRP ° ° ° .
Others
cold agglutination o o
mycoplasma pneumonia antibody o o
ASTO GOTO ° ° °
ALTO GPTO ° ° °
ALP ° ° °
total bilirubin ° ° °
y -GTP ° ° °
Biochemistry lactate dehydrogenase o o o
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
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Total number of

250 mg: 250 mgx 2/day, 500 mg: 500 mgx 2/day

subjects
84
|
Subjects whose ;
enroliment was completed Subjects whose enrollment was not completed
250 mg 500 mg total 1
44 39 Reason excluded: )
0 Disease turned out to be other than target disease before 1
randomization
| II ff l
Clinical efficacy ; . : ;
0 Full Analysis Setr] [ Subjects excluded from clinical efficacyd Full Analysis Set0 O
a4 38 total 0 1
Reason excluded:
[ Disease was other than respiratory tract infection 0 1
|
Clinical efficacy ; . ;
0 Per Protocol Setr [ Subjects excluded from clinical efficacy] Per Protocol Set(] [
total 8 4
36 [ 34
Reason excluded:
O Disease was other than target disease 3 3
O Already enrolled in DRPM clinical study in past 1 1
0 Did not take enough of study medication for drug efficacy 2 1
evaluation
[ Double dose prescription 1 0
O Permitted concomitant drug used oddly 1 0
|
Nonlaboratory adverse Subjects excluded from nonlaboratory adverse drug reactions
drug reactions
Reason excluded:
O Disease was other than target disease 3 3
O Already enrolled in DRPM clinical study in past 1 1
0 Did not take enough of study medication for nonlaboratory 1 1
adverse drug reactions evaluation
[ Double dose prescription 1 0
I |
La?jor[lzt%g (?t?c\)/r??e Subjects excluded from laboratory adverse drug reactions
38 | 34 total 6 5
Reason excluded:
[ Disease was other than target disease 3 3
O Already enrolled in DRPM clinical study in past 1 1
[ Did not take enough of study medication for laboratory 1 1
adverse drug reactions evaluation
[ Double dose prescription 1 0
|
Overall safety Subjects excluded from overall safety
250mg [ 500 mg 7507mg T 5009
39 l 34 total 5 5
Reason excluded:
0 Disease was other than target disease 3 3
O Already enrolled in DRPM clinical study in past 1 1
0 Did not take enough of study medication for laboratory 0 1
adverse drug reactions evaluation
0 Double dose prescription 1 0
I |
555 ngSEfolneZ%O g Subjects excluded from usefulness
37 | 3% 250mg | 500 mg
total 7 5
Reason excluded:
0 Disease was other than target disease 3 3
O Already enrolled in DRPM clinical study in past 1 1
0 Did not take enough of study medication for laboratory 2 1
adverse drug reactions evaluation
[ Double dose prescription 1 0

Fig. 2. Case distribution.
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Table 3. Patients profilesd 10J

No. of subjects Statistical
Item aml
250mgx 2 | 500mgx 2 test
Gender male 26 19 Pe 00 0.2129
female 10 15
0 20-0 30 0 0 Pw O 0.5029
0 30-0 40 0 1
0 40-0 50 5 1
Age Dyrt 0 50-0 60 6
0 60-0 70 10 15
0 70-0 80 15 14
0 40 8 6 Pw O 0.9119
0 40-0 50 11 10
. 0 50-0 60 9 9
Body weight 0 kg[J 0 60-0 70 8 5
0 70 0 1
unknown 0 3
chronic bronchitis with infection 12 6 Pc O 0.2468
bronchiectasis with infection 7 13
bronchial asthma with infection 1 4
emphysema with infection 6 5
pulmonary fibrosis with infection 2 1
. ~old pulmonary tuberculosis with infection 8 5
Diagnosis other chronic respiratory disease with infection 0 0
other 0 0
chronic bronchitis with infection 12 6 Pc O 0.1444
bronchiectasis with infection 7 13
chronic respiratory disease with infection 17 15
other 0
mild 0 3 Pw O 0.0423
Severity of infection moderate 35 31
severe 1
no 6 3 Pe 0 0.4791
Vi .
Underlying disease ves 20 3
Complications none 28 21 Pe [0 0.1938
P yes 8 13
no 21 23 Pe O 0.6183
Antimicrobials in advance yes 14 11
unknown 1 0
monomicrobial 17 18 Pe 0 1.0000
Type of infection polymicrobial 1 1
unknown 18 15
-2 0 0 Pw O 0.1246
. 3-6 1 3
Duration of therapy days[ 7.8 13 16
9-15 22 15

aPc: chi square test, Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
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0000000000000000 250mgx 20,/00
0030 M00POO0D0O0DR/O0000000DOO
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UO0O000D0HMOMOO0@ReOMODOODmOmMO
00000008820 000D2000000000
000000000Ped0.0506M30000000Ta-
blestD70000000TabledDOODOOOO02000
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000 0.0296 O 0.0481[11250 mgx 20/0000000



176

oooooboooaoand

JULY 2005
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00D 00000000000000000 8200
00000000000Tablel000 000000000
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0/0000 8420032/380000002000000

Table 4. Patients profilesd 2[J

No. of subjects Statistical
250mgx 2 | 500 mgx 2 test*®
0 37.0 1 4 Pw O 0.3521
0 37.0-0 375 11 11
Body temperature 0 [ 0 37.5-0 385 11 8
0 38.5-0 39.0 9 3
0 39.0 4 3
O 0 1 Pw O 0.5963
Cough ] 22 17
ood 14 16
O 0 0 Pw O 0.8926
0O 11 8
Volume of sputum - 15 1
P ooo 7 6
ooood 3 2
unknown 0 1
O 0 0 Pw O 0.4974
Property of sputum mucous 0 0
perty P mucous purulent 13 15
purulent 23 19
O 21 23 Pw O 0.4193
Dyspnea O 12 9
oo 3 2
O 32 29 Pe 00 0.7312
h .
Chest pain 0 4 5
O 8 8 Pw O 0.7117
Rales m] 19 15
og 9 11
O 30 30 Pe 0 0.7356
Deh i
ehydration 0 6 4
Cvanosis O 33 33 Pe 00 0.6145
4 O 3 1
J 8000 12 11 Pw O 0.5828
[J 8000-0J 10000 7 10
3
WBCH /mm°L] 0 10000-0 15000 10 9
0 15000 7 4
020 2 3 Pw O 0.1253
0 20-0 40 6 6
ESRO mm/h{J 0 40-0 60 3 10
0 60 22 14
unknown 3 1
007 0 1 Pw 0O 0.0090
0 0.7-0 5.0 4 7
CRPO mg/dLO 0 5.0-0 10.0 12 15
0 10.0-0 20.0 11 11
0 20.0 9 0

a0 Pe: Fisher’'s exact probability test, Pw: Wilcoxon signed rank test

000000000000 Ped0.74700
20 DOO0O0O0OOO0
00000000000000000000O0 Table

1000000000000 250mgx20/0000

100.00035/35 0 00500 mgx 20 /0000 87.100 27/

310000002000000000000000Ped

0.0437[0
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Table 5. Distribution of causative organisms

No. of subjects isti
Causative organism ! Statlst;gal
250 mgx 2 | 500 mgx 2 test

Streptococcus pneumoniae 8 4 Pc O 0.1353
Gram-positive bacteria o -Streptococcus 1 0
subtotal 9 4
Moraxellall Branhamellall catarrhalis 0 3
Klebsiella pneumoniae 1 1
] Haemophilus influenzae 4 8
Gram-negative Haemophilus parainfluenzae 0 1

bacteria .
Pseudomonas aeruginosa 3 0
Burkholderia cepacia 0 1
subtotal 8 14
Streptococcus pneumoniae 1 0
O Moraxellad Branhamellall catarrhalis
Polymicrobial infection Streptococcus constellatus 0 1
0 Prevotella intermedia

subtotal 1 1
Total 18 19

a0 Pc: chi square test

Table 6. Susceptibility of causative organisms to doripenem

Treatment No. of MICOp g/mLO Statistical
group strains | 7 0.025 0.05 0.1 0.2 0.39 0.78 >1.56 test®”
250 mg x 2 13 7 0 1 3 2 0 0
Pw 0 0.3362
500 mg x 2 14 4 3 1 3 0 3 0 w0336

a Pw: Wilcoxon signed rank test

Table 7. Clinical efficacy at end of treatment Per Protocol Set[]

Treatment | No. of Clinical efficacy Cl_mlca!u . Statistical
o subiects efficacy 95% C.I. testeD
group ubj excellent | good | fair | poor 0 %0
250 mg x 2 36 9 27 0 0 100.0 [0 90.3, 100.00 | Pe O 0.0506
500 mg x 2 34 4 26 0 4 88.2 0725, 96.70 | PwD 0.0339
aJ Clinical efficacy:[J excellent 0 good /No. of subjects x 100
b3 C.1.: Confidence interval
U Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
Table 8. Clinical efficacy on Day 301 Per Protocol Set[]
Treatment | No. of Clinical efficacy Cl_mlca!u . Statistical
o subiects efficacy 95% C.I. teste”
group ubj excellent | good | fair | poor 0 %0
250 mg x 2 36 2 26 5 3 77.8 [060.8,89.90 | Pe [ 0.1938
500 mg x 2 34 3 18 9 4 61.8 0436, 77.80 | Pwl 03162
aJ Clinical efficacy:[] excellent [ good(INo. of subjects x 100
b3 C.1.: Confidence interval
0 Pe: Fisher’'s exact probability test, Pw: Wilcoxon signed rank test
30 00oooooo mgXZD/DDEIDDDDDD89.5|]]17/19DEDD|:|D
dooooooobooooboboooboon 3rgn 200000 0000000D0 0D O OO Pel 0.486500

000000000000 000D0dTable 12011 250 40000000
mgx 20,/000000000 100.00 O 18/18 O 11 500 gobooobobgooobboo@mooooobogon
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Table 9. Clinical efficacy on Day 7] Per Protocol Set(]
Treatment | No. of Clinical efficacy CI_|n|caLu bo Statistical
o subiects efficacy 95% C.I. tester
group ubj excellent | good | fair | poor 0 %0
250 mg x 2 35 9 24 2 0 94.3 [180.8, 99.30 Pe 00 0.6595
500 mg x 2 31 4 24 1 2 90.3 074.2,98.00 | PwD 0.1688
al Clinical efficacy:0 excellent 0 good[INo. of subjects x 100
b0 C.1.: Confidence interval
U Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
Table 10. Clinical efficacy at end of treatment Full Analysis Set[]
Treatment | No. of Clinical efficacy e(f:flilgallgzlaﬂ 95% C.1.b3 Statistical
group subjects excellent good fair poor undecided 0 %0 teste”
250 mg x 2 44 9 30 0 1 4 88.6 [0 75.4,96.20
Pe O 0.7470
500 mg x 2 38 4 28 0 5 1 84.2 06879400 | ©
al Clinical efficacy:[J excellent [0 good[INo. of subjects x 100
b0 C.1.: Confidence interval
U Pe: Fisher's exact probability test
Table 11. Stratified analysis of clinical efficacy at end of treatment
ltem Treatment | No. of Clinical efficacy e(f:flilgellgslaﬂ Statistigal
group subjects excellent | good | fair | poor 0 %0 test
Chronic bronchitis 250 mg x 2 12 2 10 0 0 100.0
with infection 500 mg x 2 6 1 5 0 0 —
Bronchiectasis 250 mg x 2 7 1 6 0 0 —
with infection 500 mg x 2 13 0 10 0 3 76.9
Bronchial asthma 250 mg x 2 1 0 1 0 0 —
with infection 500 mg x 2 4 1 3 0 0 —
Diagnosis
Emphysema with 250 mg x 2 6 2 4 0 0 —
infection 500 mg x 2 5 2 2 0 1 —
Pulmonary fibrosis 250 mg x 2 2 0 2 0 0 —
with infection 500 mg x 2 1 0 1 0 0 —
Old pulmonary tuberculosis | 250 mg x 2 8 4 4 0 0 —
with infection 500 mg x 2 5 0 5 0 0 —
. 250 mg x 2 0 0 0 0 0 —
mild
500 mg x 2 3 0 3 0 0 —
Severity of moderate 250 mg x 2 35 8 27 0 0 100.0 Pe [0 0.0437
infection 500 mg x 2 31 4 23 0 4 87.1 Pw O 0.0635
severe 250 mg x 2 1 1 0 0 0 —
500 mg x 2 0 0 0 0 0 —

a0 Clinical efficacy:[ excellent O good[INo. of subjects x 100
b0 Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test

gbooogossbgbobouooooooboobo
OTable 130250 mgx 20/0 0 0 0 170 OO0 O 16
MibomoomoooogD 94.10 0500 mgx
20/0000 1900000700 00mOMIOO00
2000000880 bbb ooooon

0000000 0dPed1.00000

goooobo3s0oobbi0on0oon 3800250 mgx 2

0/00001800500mgx 20/0000 200000
00000000000 Table 4 OOOOOOO30
goiidoooooodlgdfdliooobobobbooooad
0o0oddooobobobmMeddd220MOd250 mgx
20/00000000 P.aeruginosa O 1 0 0500 mgx
20/00000000 Klebsiellapneumoniae 0 100
H.influenzae 0 100000000000 00C0O0OO 38
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Table 12. Clinical efficacy at end of treatment, by causative organism
Clinical efficacy Clinical .
Causative organism Treargment le?'é ZIS efficacy™ Stfigsttggal
group ubj excellent | good | fair | poor 0 %L s
Streptococcus pneumoniae 250 mg x 2 8 3 X 0 0 -
P P 500 mg x 2 4 1 30| o —
Gram-positive } 250 mg x 2 1 0 1 0 0 —
bacteria a -Streptococcus 500 mg x 2 0 0 0 0 0 .
subtotal 250 mg x 2 9 3 6 0 0 —
500 mg x 2 4 1 3 0 0 —
Moraxellal) Branhamellal 250 mg x 2 0 0 0 0 0 —
catarrhalis 500 mg x 2 3 0 3 0 0 —
. . 250 mg x 2 1 0 1 0 0 —
Klebsiella pneumoniae 500 mg x 2 1 0 0 0 1 -
I 250 mg x 2 4 1 3 0 0 —
Haemophilus influenzae 500 mg x 2 8 0 8 0 0 .
Gram-nega- N N 250 mg x 2 0 0 0 0 0 —
tive bacteria Haemophilus parainfluenzae 500 mg x 2 1 0 1 0 0 .
Pseudomonas aeruginosa 250 mg 2 3 ! 2 0 0 -
9 500 mg x 2 0 0 o] o o —
. . 250 mg x 2 0 0 0 0 0 —
Burkhold
urkholderia cepacia 500 mg x 2 1 0 0 0 1 .
250 mg x 2 8 2 6 0 0 —
subtotal 500 mg x 2 14 0 20| 2 85.7
Streptococcus pneumoniae 250 mg x 2 1 0 1 0 0 —
O Moraxell& Branhamellal
catarrhalis 500 mg x 2 0 0 0 0 0 -
E(}Iymicrobial Streptococcus constellatus 250 mg x 2 0 0 0 0 0 -
infection O Prevotella intermedia 500 mg x 2 1 0 1 0 0 —
subtotal 250 mg x 2 1 0 1 0 0 —
500 mg x 2 1 0 1 0 0 —
Total 250 mg x 2 18 5 13 0 0 100.0 |Pe [ 0.4865
500 mg x 2 19 1 16 0 2 89.5
at Clinical efficacy:[J excellent O good[INo. of subjects x 100
b0 Pe: Fisher's exact probability test
Table 13. Bacteriological effect
Bacteriological effect
Treatment No. of eradication decrease Eradication®” |  Statistical 950 C.1.<7
group subjects |0 presumptive | O partially persistence 0 %0 test>” N
eradication(] eradication(]
250 mg x 2 17 16 0 1 94.1 [071.3,99.90
Pe O 1.0000
500 mg x 2 19 17 0 2 89.5 € 01 66.9, 98.700

all Eradication: eradication presumptive eradicationZNo. of subjects x 100

b0 Pe: Fisher's exact probability test
¢0 C.1.: Confidence interval
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Table 14. Bacteriological effect, by causative organism
Bacteriological effect icational isti
Causative organism Treatment No. _of = 9 : Eradl(gatlona Statlst:)(éal
group strains | eradication | persistence 0 %0 test
Streptococcus pneumoniae 250 mg x 2 o o 0 o
P P 500 mg x 2 4 4 0 _
2 2 —
Streptococcus constellatus 50 mg x 0 0 0
Gram-positive 500 mg x 2 1 1 0 —
bacteria Streot 250 mg x 2 1 1 0 _
o -Streptococcus 500 mg x 2 0 0 0 .
250 mg x 2 10 10 0 100.0
subtotal 500 mg x 2 5 5 0 o
Moraxellad Branhamellall 250 mg x 2 1 1 0 —
catarrhalis 500 mg x 2 3 3 0 —
. . 250 mg x 2 0 0 0 —
Klebsiella pneumoniae 500 mg x 2 1 0 1 .
P 250 mg x 2 4 4 0 —
Haemophilus influenzae 500 mg x 2 8 7 1 -
Gram-negative . . 250 mg x 2 0 0 0 —
bacteria Haemophilus parainfluenzae 500 mg x 2 1 1 0 .
Pseudomonas aeruginosa 250 mg x 2 X 2 ! B
9 500 mg x 2 0 0 0 —
. . 250 mg x 2 0 0 0 —
Burkholderia cepacia 500 mg x 2 1 1 0 -
subtotal 250 mg x 2 8 ! L —
500 mg x 2 14 12 2 85.7
. . 250 mg x 2 0 0 0 —
Anaerobe Prevotella intermedia 500 mg x 2 1 1 0 -
Total 250 mg x 2 18 17 1 94.4 Pe O 1.0000
500 mg x 2 20 18 2 90.0
a7 Eradication: eradication/No. of strains x 100
bY Pe: Fisher’s exact probability test
Table 15. Nonlaboratory adverse drug reactions
Treatment group 250 mg x 2 500 mg x 2
No. of subjects analyzed 38 34
No. of subjects with at least one nonlaboratory adverse drug reaction 1 1
Incidence %0 2.6 2.9
Statistical test?” Pe 00 1.0000
95% C.1.bY 0.1, 13.80 0.1, 15.30
No. of nonlaboratory adverse drug reactions 1 1
Pyrexia 1
Vascular pain at injection site 1

aJ Pe: Fisher's exact probability test
b0 C.1.: Confidence interval
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Table 16. Laboratory adverse drug reactions
Treatment group 250 mg x 2 500 mg x 2
No. of subjects analyzed 38 34
No. of subjects with at least one laboratory adverse drug reaction 11 8
Incidencel %0 28.9 235
Statistical test?” Pe 0 0.7894
95% C.1.b0 1154, 4590 |0 10.7,41.20
No. of laboratory adverse events 22 16
Red blood cell count decreased 0 102.90
Hemoglobin decreased 0 102.90
Hematology Hematocrit decreased 0 102.90
Neutrophil percentage decreased 0 10 8.30
Eosinophil percentage increased 102.70 2015.90
ASTO GOTO increased 70 18.40 206.10
ALTO GPTO increased 90 23.70 309.10
. . ALP increased 20 5.60 10 3.00
Biochemistry - Rt Ee i Al
y -GTP increased 10 2.80 30 8.80
Leucine aminopeptidase increased 200 6.90 0
Serum potassium increased 0 10 3.60
0 %0 Occurrence: No. of laboratory adverse drug reactions/No. of subjects in each laboratory test
analysis x 100
3 Pe: Fisher’'s exact probability test
b0 C.1.: Confidence interval
Table 17. Overall safety
Treatment No. of Overall safety Safety2” | Statistical 95% C.|.c0
group subjects | safe | almostsafe | slight problem | problem | O %D test™” h
250 mg x 2 39 27 9 3 0 92.3 Pe =0.6979 |0 79.1, 98.40J
500 mg x 2 34 26 4 4 0 882 | Pw=06105 7725 96.70
al Safety:[] safe + almost safe[JNo. of subjects x 100
b0 Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
¢ C.1.: Confidence interval
Table 18. Usefulness
Treatment | No. of Usefulness Usefulness?® |  Statistical o~ 1
rou bject: i 0 %0 test® 95% C.I.
group SUDJECS | very useful | useful | slightly useful | useless 0 es
250 mg x 2 37 7 28 1 1 94.6 Pe [0 0.2480 | 81.8,99.301
500 mg x 2 34 3 26 1 4 85.3 Pw 0 0.0927 |0 68.9, 95.00

a Usefulness:O very useful O usefuldJNo. of subjects x 100

b0 Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test

¢@ C.1.: Confidence interval
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A dose-finding study on doripenem in chronic respiratory tract infection

Atsushi Saito™, Akira Watanabe®, Shigeki Odagiri®, Nobuki Aoki*", Toshiharu Matsushima™,
Masaru Nasu®, Mitsuyoshi Nakashima™, Keizo Yamaguchi® and Jingoro Shimada®™

"Department of Medicine and Therapeutics, Control and Prevention of Infectious Diseases,
Faculty of Medicine, University of the Ryukyus, 207 Uehara, Nishihara-cho, Nakagami-gun, Okinawa, Japan
“PDepartment of Respiratory Medicine, Division of Cancer Control,
Institute of Development, Aging and Cancer, Tohoku University
*Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and
Respiratory Diseases Center Hospital(l Present: Odagiri Respiratory Disease ClinicCl
“Department of Internal Medicine, Shinrakuen Hospital
*Division of Respiratory Diseases, Department of Internal Medicine,
Kawasaki Medical School] Present: Kurashiki Daiichi Hospital(J
*Division of Pathogenesis and Disease Control, Department of Infectious Diseases,
Oita University Faculty of Medicine
"Department of Pharmacology Hamamatsu University School of Medicine
O Present: Hamamatsu Institute of Clinical Pharmacology and Therapeutics[]
#Department of Microbiology, Toho University School of Medicine
°'St. Marianna University School of Medicine

A randomized, double-blind, dose-finding study on doripenemi] DRPM{ a new carbapenem antibiotic for in-
jection, was conducted in patients with chronic respiratory tract infection to evaluate the safety and efficacy at
the recommended dose of 250 mg b.i.d. DRPM was also evaluated at a high dose of 500 mg b.i.d. to show that
the dose of 250 mg b.i.d. is appropriate therapeutically.

1. Clinical efficacy

Of the 70 patients evaluated for efficacy, 36 took DRPM at the dose of 250 mg b.i.d. Efficacy was 100.000 36/
3600 and the 950 confidence interval was 90.3-100.000 . Based on clinical data from currently available carbap-
enem antibiotics, the expected efficacy of DRPM was calculated at 850 in patients with chronic respiratory
tract infection. Actual efficacy was higher than expected efficacy. These results and the precision of efficacy
analysis provided the rationale supporting the appropriateness of the dosel] 250 mg b.i.d.O therapeutically for
chronic respiratory tract infection. Efficacy at the high dose of 500 mg b.i.d. was 88.20 0 30/340 and no signifi-
cant difference was seen between two groups.

2. Bacteriological effect

Bacteriological response was assessable in 36 of the 70 patients. Bacterial eradication was 94.10 0 16/170 in
the 250 mg b.i.d. group and 89.500 17,/190in the 500 mg b.i.d. group with no significant difference seen between
two groups.

3. Safety

The incidence of nonlaboratory adverse drug reactions was 2.600 00 1/380 in the 250 mg b.i.d. group and 2.90

0 1/340in the 500 mg b.i.d. group. The incidence of laboratory adverse drug reactions was 28.900 11/380in the
250 mg b.i.d. group and 23.50 0 8/340 in the 500 mg b.i.d. group with no significant difference between groups.

These results show that DRPM is sufficiently therapeutic and that the dose of 250 mg b.i.d. is appropriate

therapeutically for chronic respiratory tract infection.



