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

Institution

Principal investigator

Asahikawa Red Cross Hospital

lwate Medical University, School of Medicine
Mizusawa Hospital

Sendai Kousei Hospital

Shiogama Municipal Hospital

Saiseikai Yamagatasaisei Hospital

Sanyudo Hospital

Aizu General Hospital

Takeda General Hospital

Ohta Nishinouchi Hospital

Kasumigaura Hospital

Seiransou Hospital

Higashiutsunomiya Hospital

Saitama Medical School Hospital
Mitsui Memorial Hospital

Tokyo Women's Medical University Hospital
Doai Memorial Hospital

Kugayama Hospital

Juntendo University Hospital
Toranomon Hospital

Tokyo Medical Center

Kyorin University Hospital

Kanagawa Prefecture Midwives and Nurses
Training School Hospital
Yokohamaminami Kyousai Hospital
Kanagawa Prefectual Cardiovascular and
Respiratory Diseases Center Hospital
St. Marianna University Hospital
Niigata University Hospital
Nishi-Niigata Chuo National Hospital
Shinrakuen Hospital

Sado General Hospital

Yamanashi Prefectural Central Hospital
Shinshu University Hospital
Hamamatsu University Hospital

Tenryu Hospital

Nagoya University, School of Medicine
Nagoya City University Hospital
Nagoya Ekisaikai Hospital

Aichi Prefectural Aichi Hospital

Osaka City University Hospital

Nara Medical University Hospital
Kawasaki Medical University Hospital

Kawasaki Medical University Kawasaki Hospital

Tottori University, School of Medicine
Matsue Red Cross Hospital

Fukuoka University Hospital
Minami-fukuoka Hospital

Kurume University Hospital
Oomuta Hospital
Fukuokahigashi Hospital
Saga University Hospital
Nagasaki University Hospital

Sasebo General Hospital

Oita Prefectural Hospital

Oita Hospital

Oita University Hospital

University of the Ryukyus University Hospital

Akihiko Honma
Yukio Tanifuji
Kotarou Itakura
Yoshihiro Honda
Shigeru Itahashi
Hiroaki Takeda
Hideki Ikeda
Kazunao Niiduma
Yoshiki Anazawa
Takashi Ohta
Yoshifumi Matsuura
Akira Ohishi
Takefumi Saito
Kazuhisa Okada
Yoshio Sakamoto
Hiroshi Kino
Atsushi Nagai
Yasuyuki Sano
Hiroshi Sugiura
Yoshinosuke Fukuchi
Koichiro Nakata
Ryoichi Kato
Shin Kawai
Yasushi Nakazawa
Toshiki Shimada
Kenichi Takahashi
Shigeki Odagiri
Yuji Watanuki
Satoru Takahashi
Eiichi Suzuki
Koichi Wada
Nobuki Aoki
Fumihide lwata
Yoshihiro Miyashita
Keishi Kubo
Kingo Chida
Hiroshi Hayakawa
Yoshinori Hasegawa
Yasuo Yamada
Masashi Yamamoto
Hiroshi Saito
Kazuhito Hirata
Mitsuru Konishi
Yoshito Niki
Nirou Okimoto
Hidemi Teramoto
Eiji Shimizu
Satoshi Kosaba
Toshikazu lkeda
Minoru Yoshida
Tomoaki Iwanaga
Tougo Ikeda
Tohru Rikimaru
Akira Kaziki
Kiyoshi Ninomiya
Shinichiro Hayashi
Kazunori Tomono
Yoshitsugu Miyazaki
Yoshihiro Yamamoto
Tohru Yamazaki
Hiroshi Kohno
Hiroyuki Nagai
Masao Tateyama

Total

56 institutions
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Total number of
subjects
220
Subjects whose
enrollment was Subjects whose enrollment was not completed
completed
DRPM MEPM total
112 107 Reason excluded: Intradermal test positive
Clinical efficacy Subjects excluded from clinical efficacy Full Analysis Set) O
O Full Analysis Setd O | Yy b
DRPM MEPM DRPM | MEPM
108 106 total 4 1
Reason excluded:
0 Disease not respiratory tract infection 3 1
0 Request for withdrawal 1 0
Clinical efficacy Subjects excluded from clinical efficacy Per Protocol Set O
O Per Protocol Set0l O
DRPM MEPM DRPM | MEPM
96 97 total 12 9
Reason excluded:
[ Disease other than target disease 3 2
0 0 80 years old 0 1
O Already enrolled in DRPM clinical study in past 0 1
0 Severity of infection severe 1 0
O Severity of infection mild 2 1
0 Organism not included in protocold MRSAO 0 1
[ Affected by antimicrobials in advance 4 0
0 Complication not included in protocol 1 0
0 Did not take enough of study medication for drug 1 2
efficacy evaluation
0 Prohibited concomitant drug used 0 1
Nonlaboratory . .
adverse drug reactions Subjects excluded from nonlaboratory adverse drug reactions
DRPM MEPM DRPM | MEPM
111 107 total 1 0
Reason excluded: Request for withdrawal 1 0
Laboratory . -
adverse drug reactions Subjects excluded from laboratory adverse drug reactions
DRPM MEPM DRPM | MEPM
111 106 total 0 1
Reason excluded: Laboratory test at end of treatment delayed 0 1

Overall safety
DRPM MEPM
111 106

DRPM: doripenem, MEPM: meropenem

Fig. 2. Case distribution.
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Table 2. Reasons for withdrawal and dropout

Treatment
Reason
DRPM MEPM

Adverse event 2 1
No change or aggravation 4 4
Adverse event + no change or aggravation 0 2
Did not meet inclusion criteria or violated exclusion criteria 2 1
Apparent new infection 1 0
Request for withdrawal before treatment 1 0

DRPM: doripenem, MEPM: meropenem
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Table 3. Patient profilesd 10
It No. of subjectsC] %[ |  syatistical
em
DRPM | MEPM test™

Gender male 65 60 Pe 0O 0.4520
female 31 37

0 20-0 30 0 2 Pw [0 0.4534
0 30-0 40 8 8
0 40-0 50 2 3
Agelyrt 0 50- 0 60 22 11
0 60-0 70 29 34
0 70-0 80 35 39

0 40 12 4 Pw O 0.8943
0 40-0 50 27 39
. 0 50-0 60 29 26
Body weight kgOl 0 60-0 70 14 1
070 8 10
unknown 6 7

chronic bronchitis with infection 5 5 Pc O 0.4134
bronchiectasis with infection 11 6
bronchial asthma with infection 1 5
emphysema with infection 6 4
. . pulmonary fibrosis with infection 1 1
Diagnosis old pulmonary tuberculosis with infection 10 6
other chronic respiratory disease with infection 1 0
bacterial pneumonia 61 70

chronic respiratory tract infection 35 27 Pe O 0.2198
bacterial pneumonia 61 70
Severity of infection moderate 96 97

Underlying disease or complications none 10 18 Pel 0.1518
ying P yes 86 79

no 54 65 Pe O 0.1810
Antimicrobials in advance yes 41 32
unknown 1 0

monomicrobial 42 45 Pc 0 0.4412
Infection polymicrobial 2 5
unknown 52 47

0 37.0 8 10 Pw O 0.4273
0 37.0-0 375 11 14
Body temperatured 0 [ 0 375-0 385 48 48
0 385-0 39.0 17 12
0 39.0 12 13

| 3 3 Pw [0 0.3492
Cough 0 61 55
oo 32 39

0 6 8 Pw [0 0.4277
O 39 46
Volume of sputum . 37 21
P ooo 8 10
goodo 4 5
unknown 2 1

O 6 8 Pw [0 0.5966
mucous 8 10
Property of sputum mucous purulent 33 33
purulent 47 46
unknown 2 0

DRPM: doripenem, MEPM: meropenem

3l pc: x 2 test, Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
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Table 4. Patients profilesd 2[J

No. of subjects o
Item Statistical test?”
DRPM MEPM
] 52 62 Pw 0 0.5363
Dyspnea ] 34 16
oo 10 19
0 74 78 Pe [0 0.5943
Chest pain O 22 18
unknown 0 1
O 28 26 Pw [0 0.3173
0 52 46
Rales oo 16 24
unknown 0 1
O 79 87 Pe O 0.1387
Dehydration 0 17 9
unknown 0 1
] 89 91 Pe 0 0.7670
Cyanosis O 7 5
unknown 0
1 1 0 Pw O 0.0232
2 3 7
3 10 22
- 4 21 23
Chest X-ray findings 5 13 9
6 11 5
7 1 4
8 1 0
J 8000 16 17 Pw O 0.3743
[J 8000- 0 10000 24 19
WBCO /mm30 J 10000- 0 15000 43 40
J 15000- [0 20000 7 15
J 20000 6 6
020 6 4 Pw O 0.1045
0 20-0 40 9 15
ESRO mm/h0 0 40-0 60 9 16
0 60 55 42
unknown 17 20
0 0.7 1 2 Pw [0 0.4268
0 0.7-0 5.0 16
CRPO mg/dLO 0 5.0-0 10.0 19 26
00 10.0-0 20.0 47 48
0 20.0 13 15
0 40 0 1 Pw 0 0.7619
0 40-0 60 14 10
PaO2l] mmHgU 0 60-0 80 19 17
0 80 8 8
unknown 55 61
0 49 40 30 Pe [0 0.0460
PaCO20 mmHgO 0 49 1 6
unknown 55 61

DRPM: doripenem, MEPM: meropenem

aJ pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
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Table 5. Distributions of causative organisms
No. of subjects Statistical
Causative organism
g DRPM | MEPM test®”
Staphylococcus aureus 1 1 Pc O 0.6926
o Streptococcus pyogenes 0 1
Gram-positive Streptococcus constellatus 0 1
bacteria .
Streptococcus pneumoniae 14 17
subtotal 15 20
Moraxellall Branhamellall catarrhalis 4 1
Klebsiella pneumoniae 1 3
) Enterobacter cloacae 2 0
Gram-negative | aemophilus influenzae 15 17
bacteria . .
Haemophilus parainfluenzae 1 1
Pseudomonas aeruginosa 4 3
subtotal 27 25
S. pneumoniae + MU B0 catarrhalis 0 1
) ) S. pneumoniae + E. cloacae 0 1
Polymicrobial S. pneumoniae + H. influenzae 2 2
infection . .
E. faecalis + P. aeruginosa 0 1
subtotal 2 5
Total 44 50

DRPM: doripenem, MEPM: meropenem
3l Pc: chi square test
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Table 6. Susceptibility of causative organisms to doripenem and meropenem

Tested | Treatment | No. of MICOu g/mLO Statistical

drug group | strains | j 0,025|0.05| 0.1 | 0.2 |0.39|0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 | 50 | 100 | O 100 test™"
DRPM 37 9 5 2 7 7 2 0 0 0 0 0 0 0

DRPM Pw O 0.0780
MEPM 42 16 4 8 7 2 2 0 1 0 0 0 0 0
DRPM 37 11 5 11 3 5 1 0 0 0 0 0 0 0

MEPM Pw [0 0.2844
MEPM 42 17 8 7 4 3 0 0 1 0 0 0 0 0

DRPM: doripenem, MEPM: meropenem

aJ Pw: Wilcoxon signed rank test

oOooa 50000

40 000000000 0O0o0oO0OooooOoood

000D0o000ooooooooooooooooon
0000000000000 0000 Xooooooo
00000000000 Mo0o0D0oooooog CrP
0000000000 0oooooooooooooon
0000000000 0oooooooooooooon
0000000000 0oooooooooooooon
000000000 1000000000000
000000000 oooooooomoooooo
03000000000000000000000 Wil
coxon0OODODOODDOO20000000000Table
WBMOODO0DO0D00D0D0000000000D000000O
00000o00oo0o0oooooooooooooo

40000000

00000000 190000000 oooooon
o00o0o0ooooeldoouopoooooooooono
OTable 1400 DRPMO 43000 0000000017 OO
000000000 00®MOOOOOD 86.000
MEPM O 480 0000000000046 00000000
0010000000000 9.80 0000000
0000000000 0ooooooooooooon
000000000 PwO0.0986 000 Pe 0.142511

0000009000000 00 9700DRPMO 45
OOMEPMO 520 000000000000000Ta-
blel5D 0000000500041 000 00MEPM
O O Enterococcus faecalis 0 100 MO0 0OMMI0OO0O0O
000000060 0OsS00000DRPMOOOONO
Haemophilus influenzae O 1 O O Haemophilus parain-
fluenzae 0 1 O O Pseudomonas aeruginosa [0 4 0 O
MEPMOOODOO P.aeruginosa 0 200000000
0000o0ooooooo0oooDooooooooo 9r
000000000 ODRPM O 86.7010 39/45 O (TIMEPM
09420049/52000000000000000000
00000 O00Ped 0.295511

000Do0000ooooooooooooooooon
O0000000ODRPMOOODOOOODOOO E. fae-
calis O Klebsiellapneumoniae 0 0 0000 1000
ooooo

10 oooooog

0000000000 218 DRPM O 111 O CMEPM
g17000000000OD0DOOO0DO0ODO0ODO0Ta-
bles160 171021800 680 00000000 OOOO
obOdbile00O00OO00OOOOODOODbDOOOOooOoOO
000000000000000O0DRPM O 8.1009/111
OMMEPMO 65M7/1070 M 0000000000
000000000 00DPedO0.796601

gboboobopoboooobrRpMO OO OOO
Ob02000000000000000000O0O0O0O0O
gogoooooboolooMePMOODDOODOO
000000000 DOOODXODODO&EODODOOOD
gogooobobioboobooboboob™mobon
goboobboobooboboooboobomooon
gogbooobooboooboooboobooooobmda
gobooMEPMODDODOODOODOOODOODO

20 OOoDOOooOoobooo

O000ooooobo0oobO0oO21700DRPMO
111 00MEPMO 106 0000 00000O0O0OOOOO
O000O0O0OO0MmM Tables180 19021700 66 D O O O
00OO0bO0o0O0o00O0o0O0obOOobOoDbos30boooo
gogboooboboobomuooboo™ooooobdg
00000000000 0000DRPM O 23.400 26/111
OMMEPMO 255[1127/106 0 (M 000000000
000000000 00DOPed0.7539M

gobooboobboooboobbooboooo
200000000000 bObOO0OoUUboOooDbDDbOo
OODRPMOODOOODODOOOASTOGOTOOOUOALT
OGPTOOOODMMEPMODOODOOODOODAST GOTO
OOOALTOGPTUO OOALPO OO y-GTP O OO LAP
ggboodgbobooobuoobooboboobooobooo
ggboodgbobooobuoobooboboobooobooo
goood

30 ggood

gobooobobobbbooog 212700dbRPM O 111
UOOMEPM DO 106 0D ODOO0OO0OOO0OODRPM O 95.50
0 106/111 O 00 MEPM 0O 97.200 103/106 O 00 O 00 Ta-
ble20DOD0O000DDOD0OO0OOODOODODOOODODOO



VOL. 53 S-1 0000000000 doripenemO 0000 195
Table 7. Clinical efficacyl Per Protocol Setl]
Clinical efficacy Clinical g Difference in
Treatment Nl;)-' of - efficacy?- StatIStL%al 95% C.1.c2 clinical efficacyd %0
group | subjects | effective | ineffective | [ 90 test 95% C.1.¢7
DRPM 96 89 7 92.7 Pn 0 0.0033 | 0856, 97.00 2.0
MEPM 97 88 9 90.7 Pe T 04060 | g3.1, 95.70 00 5.8, 9.80

DRPM: doripenem, MEPM: meropenem
a Clinical efficacy: effective/No. of subjects x 100
b0 Pn; Handicap test Equivalence margin 10%[ , Pe: Fisher's exact probability test
¢ C.1.: Confidence interval

Table 8. Clinical efficacyd Full Analysis Setl]
Clinical efficacy Clinical g Difference in
Tree:gndent sﬁg: e?:fts - - - efficacy?” Sta}['gzﬂ)(jal 95% C.1.¢¢ clinical efficacyd %0
group ] effective | ineffective | unevaluable 0 %0 95% C.1.cJ
DRPM 108 9% 10 2 88.9 Pn O 00049 | O 81.4, 94.10 2.1
MEPM 106 92 13 1 86.8 Pel] 0.3975 | 78,8, 92.61] 00 6.7, 10.90
DRPM: doripenemd MEPM: meropenem
a0l Clinical efficacy: effective/No. of subjects x 100
b9 Pn: Handicap test(] Equivalence margin 10%[] Pe: Fisher’s exact probability test
¢ C.1.: Confidence interval
Table 9. Posttherapy follow-up
Treatment No. of Recurrence or reinfection R_ecurr_enc;‘e oor Statistical 95% C.|.<3
group subjects no ves reinfection®] %0 testb” o C.1.
DRPM 44 39 5 11.4 [0 3.8, 24.60
Pe 05054 ————
MEPM 55 51 4 7.3 02.0,17.60
DRPM: doripenem, MEPM: meropenem
aJ Recurrence or reinfection: yes/No. of subjects x 100
b% Pe: Fisher’s exact probability test
¢J C.1.: Confidence interval
Table 10. Clinical efficacy by diagnosis
Diagnosis Treatment No. of Clinical efficacy Clinical Statistical test®”
group subjects | offective | ineffective | efficacy®d %0
Chronic respiratory tract infection DRPM % 33 2 94.3 Pe [ 1.0000
piratory MEPM 27 25 2 926
- e . DRPM 5 5 0
Chronic bronchitis with infection MEPM 5 5 0
. T . DRPM 11 9 2 81.8 Pe O 0.5147
Bronchiectasis with infection MEPM 6 6 0
. . . DRPM 1 1 0
Bronchial asthma with infection MEPM 5 5 0
I . DRPM 6 6 0
Emphysema with infection MEPM 4 4 0
. L . DRPM 1 1 0
Pulmonary fibrosis with infection MEPM 1 1 0
0ld pulmonary tuberculosis with DRPM 10 10 0 100.0 Pe O 0.1250
infection MEPM 6 4 2
Other chronic respiratory disease DRPM 1 1 0
with infection MEPM 0 0 0
Bacterial bneumonia DRPM 61 56 5 91.8 Pe 0 0.7705
P MEPM 70 63 7 90.0

DRPM: doripenem, MEPM: meropenem
aJ Clinical efficacy: effective/No. of subjects x 100
b0 Pe: Fisher’'s exact probability test
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Table 11. Stratified analysis of clinical efficacy

ltem Treatment No. of Clinical efficacy Clinical Statistical
group subjects effective | ineffective | efficacy® ] %0 testd®
yes DRPM 86 79 7 91.9 Pe O 1.0000
Underlyirjg d_isease MEPM 9 72 7 911
or complications none DRPM 10 10 0 100.0 Pe O 0.5238
MEPM 18 16 2 88.9
es DRPM 41 38 3 92.7 Pe O 1.0000
y MEPM 32 30 2 9338
Antimicrobials in no DRPM 54 50 4 92.6 Pe [0 0.7522
advance MEPM 65 58 7 89.2
unknown DRPM 1 1 0
MEPM 0 0 0

DRPM: doripenem, MEPM: meropenem
al Clinical efficacy: effective/No. of subjects x 100
b0 Pe: Fisher's exact probability test

Table 12. Clinical efficacy, by causative organism

. . Treatment No. of Clinical efficacy Clinical -
Causative organism ; ] Statistical test®”
9 group subjects | effective | ineffective | efficacy*D %0
S aureus DRPM 1 1 0
' MEPM 1 1 0
s ogenes DRPM 0 0 0
- Pyog MEPM 1 1 0
Gram-positive DRPM 0 0 0
bacteria S. constellatus MEPM 1 1 0
S. pneumoniae DRPM 14 14 0 100.0 Pe O 1.0000
P MEPM 17 16 1 94.1
subtotal DRPM 15 15 0 100.0 Pe O 1.0000
MEPM 20 19 1 95.0
. DRPM 4 4 0
MO B0 catarrhalis MEPM 1 1 0
K. pneumoniae DRPM ! ! 0
P MEPM 3 3 0
E. cloacae DRPM 2 L !
' MEPM 0 0 0
Gram-negative . DRPM 15 14 1 93.3 Pe O 1.0000
bacteria H. influenzae MEPM 17 16 1 94.1
H. parainfluenzae DRPM ! . 0
P MEPM 1 1 0
P. aeruginosa DRPM 4 3 !
- 8erug MEPM 3 3 0
subtotal DRPM 27 24 3 88.9 Pe O 0.6110
MEPM 25 24 1 96.0
S. pneumoniae DRPM 0 0 0
0 MO B0 catarrhalis MEPM 1 1 0
S. pneumoniae DRPM 0 0 0
O E. cloacae MEPM 1 1 0
Polymicrobial ~ S. pneumoniae DRPM 2 2 0
infection 0 H. influenzae MEPM 2 2 0
E. faecalis DRPM 0 0 0
O P. aeruginosa MEPM 1 1 0
subtotal DRPM 2 2 0
MEPM 5 5 0

DRPM: doripenem, MEPM: meropenem
- Clinical efficacy: effective/No. of subjects x 100
bY Pe: Fisher's exact probability test
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Table 13. Improvement in clinical symptoms, signs, and laboratory findings

No. of subjects

Item Statistical test?”
DRPM MEPM
disappeared 68 75 Pw O 0.1103
Body temperature improved 14 8
Y P unchanged/aggravated 8 5
unevaluable 6 9
disappeared 50 49 Pw O 0.9525
improved 16 21
Cough unchanged/aggravated 27 24
unevaluable 3 3
disappeared 35 40 Pw O 0.9196
improved 32 22
Volume of sputum unchanged/aggravated 22 27
unevaluable 7 8
disappeared 34 40 Pw O 0.8027
improved 42 32
Property of sputum unchanged/aggravated 13 18
unevaluable 7 7
disappeared 34 21 Pw O 0.1008
Dvspnea improved 4 5
ysp unchanged/aggravated 7 10
unevaluable 51 61
disappeared 21 16 Pw O 0.7600
Chest pain unchanged/aggravated 3 3
unevaluable 72 78
disappeared 51 51 Pw 0 0.6434
improved 5 8
Rales unchanged/aggravated 12 13
unevaluable 28 25
disappeared 17 9 Pw 0 0.1923
Dehydration unchanged/aggravated 0 1
unevaluable 79 87
disappeared 7 5
Cyanosis unchanged/aggravated 0 0
unevaluable 89 92
disappeared 9 11 Pw O 0.9628
- improved 45 48
hest X-ray f
Chest X-ray findings unchanged/aggravated 6 8
unevaluable 36 30
disappeared 61 61 Pw O 0.8937
improved 14 17
WBCO 0
cH/mm unchanged/aggravated 6 3
unevaluable 15 16
disappeared 4 6 Pw O 0.9079
improved 13 13
ESRO hO
SRO mm/ unchanged/aggravated 38 42
unevaluable 41 36
disappeared 32 41 Pw O 0.1318
improved 53 48
RPO LO
c mg/d unchanged/aggravated 10 6
unevaluable 1 2

DRPM: doripenem, MEPM: meropenem
3 Pw: Wilcoxon signed rank test
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Table 14. Bacteriological effect

Bacteriological effect Difference in
Treatment No. of eradication decrease Eradication®” |  Statistical 950 C.1 <7 eradication
group subjects | presumptive |0 partially persistence 0 %0 test>” N oo
eradication] | eradicationl] 95% C.1.
DRPM 43 37 2 4 86.0 Pe [ 0.1425 |072.1,94.70 098
MEPM 48 46 1 95.8 Pw [ 0.0986 | gs57, 9950 |00 21.6, 2.00
DRPM: doripenem, MEPM: meropenem
all Eradication: eradication(] presumptive eradication(/No. of subjects x 100
b0 Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test
¢l C.1.: Confidence interval
Table 15. Bacteriological effect, by causative organism
Causative organism Treatment | No. of Bacteriological effect Eradication®” | Statistical
group strains | eradication | persistence 0 %00 test™”
S. aureus DRPM 1 1 0
' MEPM 1 1 0
S. pyogenes DRPM 0 0 0
-Pyeg MEPM 1 1 0
S. constellatus DRPM 0 0 0
Gram—positive MEPM 1 1 0
bacteria S. pneumoniae DRPM 16 16 0
‘P MEPM 20 20 0
. DRPM 0 0 0
E. faecalis MEPM 1 0 1
subtotal DRPM 17 17 0 100.0 Pe O 1.0000
MEPM 24 23 1 95.8
. DRPM 4 4 0
MO BO catarrhalis MEPM ) ) 0
K. pneumoniae DRPM L ! 0
P MEPM 3 3 0
E. cloacae DRPM 2 2 0
' MEPM 1 1 0
Gram-negative . DRPM 16 15 1 93.8 Pe 0 0.4848
bacteria H. influenzae MEPM 17 17 0 100.0
H. parainfluenzae DRPM . 0 L
-P MEPM 1 1 0
P. aeruginosa DRPM 4 0 4
- aeTug MEPM 4 2 2
subtotal DRPM 28 22 6 78.6 Pe 0 0.2516
MEPM 28 26 2 92.9
Total DRPM 45 39 6 86.7 Pe O 0.2955
MEPM 52 49 3 94.2

DRPM: doripenem, MEPM: meropenem
a0 Eradication: eradication/No. of strains x 100
b0 Pe: Fisher's exact probability test
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Table 16. Nonlaboratory adverse events

DRPM MEPM
related?d | not related?® related?? [ not related®d
No. of subjects analyzed 111 107
___No. of subjects with at least one nonlaboratory adverse event | 39 29
Incidencell %0 35.1 27.1
___No. of subjects with at least one nonlaboratory adverse drug reaction | 9 ] T
Incidencel] %0 8.1 6.5
No. of nonlaboratory adverse events 12 49 8 29

Exanthem 2 0180
__.Musculoskeletal system disorders || | O S
,,,,,, Arthralgia e oaen |
.. Lowbackpain L 3.0270 | . 1.1090_
Bursitis 1 00.90
Central and peripheral nervous system disorders 6 5

Blood pressure decreased 1 00.90
Psychiatric disorders 8 3

Rigors_
Chest ache

Vascular pain 1 00.90
Resistance mechanism disorders 1

””” Abrasions v moeen |

DRPM: doripenem, MEPM: meropenem
all Causal relation: Related, Probably related, Possibly related
b0 Causal relation: Probably not related, Not related
0 %0 Occurrence: No. of subjects with nonlaboratory adverse drug reactions/No. of subjects analyzed x 100
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Table 17.

Nonlaboratory adverse drug reaction incidence

No. of Incidence

subjects

Treatment
group

no | yes

Incidence®”

0 %0

Statistical
testPt

95% C.1.c-

Difference in
incidencel %[
95% C.1.Y

DRPM 111 102 9

8.1

MEPM 107 100 7

6.5

Pe O 0.7966

3.8, 14.80

1.6

02.7,13.00

0d 53,

8.50

DRPM: doripenem, MEPM: meropenem
3 Incidence rate: yes/No. of subjects x
b0 Pe: Fisher's exact probability test

¢ C.1.: Confidence interval

100

Table 18. Laboratory adverse events

DRPM

MEPM

related?”

not related®”

related?”

not related®”

No. of subjects analyzed

111

106

No. of subjects with at least one laboratory
adverse event

Incidencel] %0

No. of subjects with at least one laboratory
adverse drug reaction

Incidenceld %0

No. of laboratory adverse events

ay

Hematolo

Red blood cell count decreased

Platelet count increased

Biochemistry

ASTO GOTUO increased

Serum potassium increased

DRPM: doripenem, MEPM: meropenem
3l Causal relation: Related, Probably related, Possibly related
b0 Causal relation: Probably not related, Not related
0 %0 Occurrence: No. of laboratory adverse drug reactions/No. of subjects in each laboratory test analysis x 100
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Table 19. Laboratory adverse drug reaction incidence
Incidence ; 0 . Difference in
Treatment | No. of Incidences® | Statistical | ggy o | incidence) %0
group subjects | 4 yes ? S 95% C.I.*
DRPM 111 85 26 23.4 [0 15.9, 32.40 020
Pe 0 0.7539
MEPM 106 79 27 255 017.5,34.90 | OO 135, 9.40
DRPM: doripenem, MEPM: meropenem
a Incidence: yes/No. of subjects x 100
b0 Pe: Fisher's exact probability test
¢ C.1.: Confidence interval
Table 20. Overall safety
Overall safet i i
Treatment No. of Imost i hi Safety?” Statistical 950 C.1.<7 D;gfg&'g;}g
rou subjects almos shig 0 %0 test?” o
group ] safe safe problem problem 95% C.1.c7
DRPM 111 77 29 5 0 95.5 Pe ] 0.7220 | 0 89.8, 98,50 017
MEPM 106 75 28 3 0 972 | PwO 07700 | 0920 9940 | OO 6.7,3.30

DRPM: doripenem, MEPM: meropenem
al Safety:[] safe 0 almost safe[JNo. of subjects x 100

b5 Pe: Fisher's exact probability test, Pw: Wilcoxon signed rank test

¢ C.1.: Confidence interval
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Comparative study of doripenem and meropenem in respiratory infections
Phase 11l double-blind comparative study
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We evaluated the clinical efficacy and safety of doripenemi) DRPM{ a new carbapenem for injection, in respi-
ratory infection in a randomized, double-blind, 2-group parallel-group, noninferiority comparative study with
meropenenm] MEPMUO The dosage of DRPM was 250 mg 2 times daily for 7 daysdd DRPM group( and that of
MEPM 500 mg 2 times daily for 7 daysC) MEPMO Results as follows:

1. Clinical efficacy

Subjects evaluated for clinical efficacy numbered 193. Clinical efficacy in the per-protocol-set was 92.7(11 89/
960 in the DRPM group 90.70 O 88/970 in the MEPM group. DRPM thus demonstrated noninferiority to MEPM.

2. Bacteriological effect

About half of the subjects, or 91, evaluated for clinical efficacy were further evaluated for bacteriological ef-
fects. Eradication was 86.0000 37/430in the DRPM group and 95.8010] 46/480in the MEPM group, no significant
difference in eradication between groups.

3. Safety

Subjects were evaluated for nonlaboratory adverse drug reactions numbered 218. The incidence of nonlabo-
ratory adverse drug reactions was 8.10 0 9/1110 in the DRPM group and 6.50 O 7,/1070 in the MEPM group. Of
these 217 were further evaluated for laboratory adverse drug reactions. The incidence of laboratory adverse
drug reactions was 23.40 0 26/1110in the DRPM group and 25.50 0 27/1060 in the MEPM group, indicating no
significant difference in nonlaboratory or laboratory adverse drug reaction incidence.

DRPMO 250 mg 2 times daily for 7 days is thus considered to have a novel therapeutic effect comparable to
MEPM0O 500 mg 2 times daily for 7 days[(]



