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Fig. 1.

Chemical structure of doripenem.
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Table 1. Institutions and investigators taking part

Institution Investigator

Sapporo Medical University School of Medicine Taiji Tsukamoto, Yasuharu Kunishima
Satoshi Takahashi

Hokkaido Social Insurance Hospital Takaoki Hirose

Hokkaido Saiseikai Otaru Hokusei Hospital Hiroki Horita

Saitama Social Insurance Hospital Yasunori Ishii

Mitsui Memorial Hospital Takashi Tominaga

International Medical Center of Japan Hiroichi Kishi, Tetsuya Fujimura, Makoto Suzuki

The University of Tokyo Faculty of Medicine Tadaichi Kitamura, Takumi Takeuchi

The Jikei University School of Medicine Shoichi Onodera, Hiroshi Kiyota

National Tokyo Medical Center Shiro Saito, Tetsuo Momma

Tokyo Kyosai Hospital Akira Kimura, Chieko Imajo

Tokyo Metropolitan Fuchu Hospital Masaya Oshi

Musashino Red Cross Hospital Hiroshi Nito, Yoshinori Tanaka, Yasushi Nagase
Masahiko Tanaka, Susumu Ishiwata

Tokai University School of Medicine Nobuo Kawamura, Masatoshi Tokunaga

Gifu University School of Medicine Satoshi Ishihara

Kakegawa Municipal Hospital Yusuke Kanimoto, Kazuya Yuhara, Yoji Moriyama
Kenichiro Ishida

Fujita Health University School of Medicine Kiyotaka Hoshinaga, Kiyohito Ishikawa

Yodogawa Christian Hospital Minoru Hazama, Hiroshi Maeda, Yasuto Ohashi

Shakaihoken Kobe Central Hospital Noboru Ito, Kenji Minayoshi

Kobe University School of Medicine Soichi Arakawa, Gaku Kawabata, Kazushi Tanaka

Hyogo Prefectural Rehabilitation Center Atsushi Sengoku, Yukiko Higashi

Nippon Steel Hirohata Hospital Akira Fujii

Takasago Municipal Hospital Takashi Matsui

Nishiwaki Municipal Hospital Nobuo Kataoka

Okayama Citizens’ Hospital Toyoko Yamato, Kazushi Ishii

Okayama University Medical School Masaya Tsugawa, Kouichi Monden

Tsuyama Central Hospital Teruaki Akaeda, Shinya Uehara

Hiroshima Municipal Hospital Kenji Aramaki, Ichikawa Takaharu

Kure Kyosai Hospital Naoki Mitsuhata, Yoshitsugu Nasu, Seiichi Ito

Kagawa Prefectural Central Hospital Toshihiro Asahi

Kochi Medical School Masaharu Yasuda

Kyushu University Faculty of Medicine Masatoshi Tanaka, Michitaka Nakashima

Harasanshin Hospital Akito Yamaguchi, Hideya Noma, Hiroyuki Nomura
Chikako Kano

Kyushu Rosai Hospital Kenji Ito

Kyushu Kosei-Nenkin Hospital Hiroo Yagi, Nobuo Ogata, Tetsuji Uemura

University of Occupational and Environmental Health Koichi Takahashi, Kiyotaka lihara, Yoji Yamada
Hideki Sato

Kitakyushu Municipal Wakamatsu Hospital Takuya Amano

Moji Rosai Hospital Hiroshi Kuramoto

Saga Prefectural Koseikan Hospital Tsutomu Shirahama, Ichiro Tanaka

Oita Prefectural Hospital Masashi Haraoka

Kagoshima University Faculty of Medicine Masayuki Nakagawa, Toshihiro Kitagawa

Kagoshima Prefectural Oshima Hospital Yukihiro Kawano

Isolation and identification of bacteria in urine and measurement of the MIC for each isolate: Kobe University
School of Medicine Faculty of Health Sciences Nobumasa Kataoka

goboodooboobooo ggbooobooboobvutibgoboosobooood
500000 gogoo
gooooobbrReMOODD MEPMOOOOODODO ggoboooboobobooboobobooboon

ggboodobooobbuoobooboboobooboo gogboobbooboo™obooboboooboon
0100000 100mLO001000300mLO0ooog ggboodobobooobuooboobbooboobooo
gopbodbooblib20b000b0obo3o0eodog ggboodobobooobuooboobbooboobooo



VOL. 53 5-1

000000000000 doripenemd 0000

247

00000000o0o0oo0ooooooooooon

000000000o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
ooooo

0000000000000

10 00000

0000000000000 mMO0N0omuoooon
0000000000000 0mooooooon
0000000000000 MmMO000nooooon
000000000000 000M00ooooooon
00000000o00o0o0oooooDooooooooo
00000000o00o0o0oooooDooooooooo
00000 700000000000000000

20 000000000000 0O0O0OOO

UTIOO0O0ODD0000000000000o00ooo
00000Moo00000o00000mooooom
00000000000o000000000ononooo
ooooooooo

0000000000o0ooooooooooooo
00 ED000 dipslide0 000000000000
00000000o0o0o0oooooooooooooO
00000000000 DRPMOMEPMO OO ODOOO
00o000oooOoooMICOOD0O00O0ODODoOoooo
00 10°CFU/mLO 00000000

30 0000000000000 00o0oooo

000000000o0oooooooooooooo
00000000o0o0o0oooDooooooooooo
000000000000 3000000000000
0000000030000 000000Mmouooon
0000000000o0o0o0ooDooooooooooo
00000000 GOTASTLO GPT ALTLO Al-PO
0000000y-GTPO LDHO LAPLO O O O O I BUNDO
0000000000000 00NaOKOCIODOOODO
0000000000000 0000000000MM 0
0000000000o0o0oo0ooooooooooooo
0000000000o0o0oo0ooooooooooooo
0000000000000 00000000000
00000000o0o0o0oooooDooooooooo
00000000o0o0o0oooooDooooooooo
00000000o0o0o0oooooDooooooooo
0o

700000000000000000

10 000000

(1) UTIOOooOOoooo

UTIOO0O0D0DO0000D000000000000O0
0000000000000 Ooooooooooon

0300000000000000000

0000000000000 000O0noooono
00000 30000000000000M000Mm™
0000000000 MO0D000OnD 400000
ooooo

(2) DOODOOOOOOOO

000000000ooooooDooooooooo
0000000000000 000000 400000
0oooooooooooo

(3) DOooOooo

00000000000 000D000000000
000Ooo000o020000000000

20 0O0DOOOO

() Ooo0

000000000oooooooooooooon
00000000O000oooooOnoooooon
00000000000oooooooooooooo
00000oooOdooooooooo

00000000o0ooooooDoooooooon
000000000000 00000000000ooo
0000000000000 00mooooooonon
0000000000000 0000oonos50000
0000000000000 000uoooooo
00000000000o0ooooooooooooo
oooooooooo

(2) DOOOO

000000000ooooooDoooooooon
000000000o000o0o0oDooooooooooD
0000000 mMoO0000o0o0mMmooooooo
0000000000000 000Mo00ooogooon
000000000 MM0O00o00000oomooo
0000000000000 000Onoooooooo
00000000000o0ooooooooooD 40
0o00o0oooooooooo

30 DOoooo

0000000 mMoO0000o0o000oooooooo
00000000000000000000000000
goo0o0o00O000110emd0O000O0OD0O0O/000
0oooo0ooooooooo

800000000 0OO0OO

000000000o0ooooooooooooon
00000000000ooooooooooooon
00000000000ooooooooooooon
00000000000ooooooooooooon
00000000000ooooooooooooon
0000000000000 DD00000000ooo
OGCPUOUOUODWUNOUODDOOUDNOODOOOONOO
0000000000000 O0O0000OnO
00000000 O000o0oooooonooooooo



248

oooooboooaoand

JULY 2005

gogboobooooboboobooboboooobdga
godbooooboobboobuoobboobooo
ggboogooooobgoon
ougonoogno
godbooooboobboobuoobboobooo
ug
gobooooooouunioooobobooooobooon
goooooboobooobbooogoboooboo
gogooobobooobdmrRPMO MEPMODOOODOO
gogbooobooobobuooboooboobooboo
gopooobboobboobboboobbobDRPMO
MEPMOOODOOODOOOODOOODODOOODODOOOO
goboobboooboogobogobogoeosbudn
gogbooobooobobuooboooboobooboo
gogbooobooobobuooboooboobooboo
gogboodooboobooo
godbooooboobboobooboboo2b0go
gogbooobooobobuooboooboobooboo
gogbooobooobbtobbog20b0bb0000d
ug
ggboooobooboboobuoobboobooo
0b0obO0o0o0o0ob0OobooooobooooolsOboOon
1o o g
wmooooogo
gobooooboobbooboobboobogoo
gogbooboobbuoobooboboobooboo
gogbooobooobobooboobobo booboo
gogbooboobbuoobooboboobooboo
gogbooboobbuoobooboboobooboo
ug
2000000
go0ob0O2600000000000100000
gogbooboobbuoobooboboobooboo
gogbooobobooboobooobooboooobt
ObO0bO20s000000000000000000O0
0000000000000 0000000 203 Table
2000 DRPMO 9O OMEPMDO 1070000000
OO00ODO0O0ODOFASOOOOOOTable3amooodd
gobooDbrRPMOO 10000 OO0ODOOOOODODOO
gogpbooboobbuooboobooboobooboo
gogpbooboobbuooboobooboobooboo
gogpbooboobbuooboobooboobooboo
gogpbooboobbuooboobooboobooboo
gogpbooboobbuooboobooboobooboo
gogbobobooooobooboooMeEPMOO 1000
gogpbooboobbuooboobooboobooboo
gogpbooboobbuooboobooboobooboo
000000005 00Table200 00 DRPMO 76
OOMEPMO 7900000000 0ODOODOOOOOO

0000O0oPPSOODODOOO Table 3[1

Ododdoobooooboooooooooboooon
0000000 Db00O0120000DRPMO 9200
MEPM O 1010000000000 000000000O
Ooooooobooobooboooooi1oooo
DRPMO 910 OMEPMO 990 0000O00O0OOOOO
go0doooooooboooobooooooooonDoo
Jddd0d0oOos8sdodoOonOd bRpPMO 800 0OMEPMO
830 00000 Table 3(11

300000

0o0odoobooooboooooooooboooon
gooMcoOOoooDoDD2000000000000O0O0
oooo

10 O0ooooo

O000000O0Table40000OO00O0O0OO0DODOOOO
godooooooobooobooobooooonDoo
Jdddd0o0o0o0oooooooenobOOODOODOOO
0000000000 pOD0ODODOO0O 0.112300.04400
0.085901 0.0356[1 0.033700.1423 0 0 0D 00O O0OO
goodoobooooooooon

20 DO0O0OOoDOO

00000000 Table5sI OOOO0200000
O Escherichia colid 45 O [1J Enterococcus faecalis 35
O I Staphylococcus epidermidi§&l 23 [0 [TJP. aeruginosa
0 20 O I Serratia marcescens] 18 [0 (1] Klebsiella pneu-
moniad] 17000 000000000000 DODOO0OO
goooooobDRPMUOOOOUOOOOOOOOOOO
4590 D 0000000 OOMEPMODODOOOOO
01/4002570000000000000000000
gdddooodPredoadzsoooooooa

MICOOODOOO DRPMO O 9 0 0OMEPMO O 102
00000 DRPMO MEPM O MICO OO Fig. 20000
OMEPMO 200000000000 MICOODOOO
J00000oOoOoOompPwOoO.0794MDRPM O OO OO
goodoMICOOOOOOOOOOOOooOooooo
DRPMUOOOOOODOOOOOOOO

400000

10 Oooooo

PPSOO00O00OO0OODOOOT Table6O ODRPM OO
00020000044 000030000000 96.10
073/760[OMEPMO 0000 310000390000
90000000 8860070/79000 0 00DRPMO
MEPMOOOOOOOOODOOOOOPNOO0.00033
DRPMO MEPMOODODOOOOODODOOOOOOO
OPed 007450 0 0O000O0O0DODODOODODODOOOO
godoobooooobooobooobooooonoo
gdooo0ooOO0o0o0ooooOoOoOoo MeEPMO MICO
Jdddd0o 20000000000 O000O0O0DO0O00
gdddd0o0o0o0oooooooobooo 20000



VOL.53 S-1 000000000000 doripenemd 0000 249
Table 2. Reasons for exclusion from efficacy evaluation
PPS FAS
Type of -
- Reason for exclusion
exclusion DRPM MEPM DRPM MEPM
Reject Photopatch test 2" 1 1
0 80 years old 1
Criteria for underlying diseases not met 1 1
Criteria for complications not met 1 2
Infection due to MRSA 1 1
Infection due to YLOPY 1 3
Infection due to S. maltophilia 1
Patient with history of drug allergy to 1
. {3 -lactam antibacterial drugs
Inappropriate i . L
Patient required prohibited 1
concomitant drug
Body temperature less than 37.50 in 1 1
patients with indwelling catheter
Pyuria less than 5 cells/hpf 2
Bacteria negative 5 11
Bacteria less than 10* CFU/mL 2 2
Subtotal 15 24 0 0
No administration Request for withdrawal from study 1 1
. Did not take enough of study drug for 1
Withdrawal efficacy evaluation
Misuse of registered number of 1 1
study drug
Treatment Catheter not changed as scheduled 1
violation Test not done as scheduled 4 1
Subtotal 5 3 0 0
Total 21 29 1 1

aJ Results of the photopatch test affected the investigator’s judgment on whether the adverse event was caused

by study drugs., ®” Yeast-like organism
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Table 3. Patients assessed

Treatment group
No. of patients evaluated for Fisher's test
DRPM MEPM
Enrollment 97 108 —
Clinical efficacy Full Analysis Set[] 96 107 Pe O 1.0000
Clinical efficacy Per Protocol Set[ 76 79 Pe O 0.4187
Adverse drug reactions] symptoms[] 92 101 Pe 00 0.7717
Adverse drug reactions 91 99 Pe O 0.6018
[0 abnormal laboratory findingst
Overall safety 91 99 Pe 0 0.6018
Usefulness 80 83 Pe 0 0.3870

Table 4. Patient profilest] PPSO

Statistical
Parameters DRPMO %0 MRPMO %0 analysis®”
Male 590 77.60 5200 65.80 Pe [J 0.1123°
Gender
Female 170 22.40 270 34.20
20-29 40 530 Pw O 0.9816
30-39 10 130 30 3.80
U 40-49 20 260 901 11.40
geLyr 50-59 100 13.20 90 11.40
60-69 2401 31.60 190 24.10
70-79 350 46.10 390 49.40
. . Pyelonephritis 370 48.70 360 45.601 Pe O 0.7487
Diagnosis -,
Cystitis 3901 51.30 4301 54.400
G-1 801 10.50 20 250 Pc O 0.4157
G2 30 3.90 20 250
o G3 2201 28.90) 270 34.20
group G-4 2301 30.30 2601 32.901
G5 20 2.60 10 1.30
G6 180 23.70 210 26.60
indwelling cathet No 660 86.800 760 96.20 Pe 0 0.0440°
ndwetling catheter Yes 100 13.20 30 3.80
Renal function Normal 590 77.60 700 88.60J Pe O 0.0859 ©
before treatment Abnormal 170 22.40 900 11.40
No 6700 88.200 640 82.100 Pe [J 0.3672
Chemotherapy Yes 90 11.800 140 17.90
just before treatment
Unknown 1
Svmot No 390 51.30 270 34.20 Pe [J 0.0356"
ymptom Yes 37048.70 5200 65.801
0 37.0 4901 64.50 481 60.80 Pw [ 0.6834
iVlaXImuEn body 37.0-38.0 110 14.50 140 17.70
o perare 38.0-39.0 110 1450 110 13.90
0 39.0 50 6.60 60 7.60
+ 30 3.90 20 250 Pw [ 0.0337°
Grade of bvuri O 110 14.50 2401 30.40
rade of pyuna M 2601 34.200 2701 34.200
(o 360 47.40 2601 32.90
104 70 9.20 110 13.90 Pw [ 0.1423"
grafe of 10° 140 18.40 70 8.90
acteriuria
OO 106 2000 26.30 1200 15.20
0 107 350 46.10 490 62.00

3 pc: x 2 test, Pe: Fisher's exact probability, Pw: Wilcoxon test
PO 015
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Table 5. Organisms isolated from urine before treatmentd PPS[]

No. of strainsO %[
Isolate X 2 test
DRPM MEPM

S. aureus 4 Pc [ 0.1428"

S. epidermidis 16
Gram- Staphylo?occus sp. 2 1
positive E. faecalis 17 18
bacteria Enterococcus sp. 3

other GPB 3 1

Subtotal 4501 45.900 2700 25.70

E. coli 16 29

Citrobacter sp. 3

K. pneumoniae 6 11

Klebsiella sp. 1 3
Gram- Enterobacter sp. 4 4
Begatl\_/e S. marcescens 10 8

acteria

Proteus sp. 2 3

P. aeruginosa 8 12

other GNB 3 5

Subtotal 530 54.100 780 74.800
Total 98[1 100.000 1050 100.000

PO 015

0.012500.3901.5603.13ug/mL,O 0 0000 0 O O
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Table 6. Overall clinical efficacy
Pyuria Efr "
o ecto
Bacteriuria Treatment Cleared Decreased Unchanged bacteriuria] %0
group
Eliminated DRPM 29 8 32 6901 90.801
iminate MEPM 31 9 25 650 82.300
Decr d DRPM 1 1 20 2.60
ecrease MEPM
Replaced DRPM 2 1 30 3.90
eplace MEPM 4 1 6 110 13.90
Unch d DRPM 1 1 20 2.60
nehange MEPM 3 30 3.80
Effect of DRPM 330 43.40 80 10.50 350 46.10 Patient 76
pyuriall %0 MEPM 3500 44.30 100 12.70 3401 43.00 total 79
E llent DRPM 290 38.20 Efficacy 2" DRPM 73/7600 96.10
xcetlen MEPM 3101 39.20 MEPM 70/7900 88.600
DRPM 440 57.90 Statistical test b
Moderate ' . )
MEPM 390 49.40 Overall clinical efficacy Pn O 0.0003", Pe 0 0.0745
DRPM 30 3.90 Effect of pyuria Pn O 0.1252
Poor MEPM 901140 | Effect of bacteriuria Pn 0 0.0008 7, Pe O 0.0940

a] Excellent 0 Moderate[] /Patient total, "”Pn: Handicap test[] Equivalence margin 10%[] Pe: Fisher's exact

probability
PO 0.025
Table 7. Overall clinical efficacy classified, by type of infection
uTI Treatment Efficacy ®J Statistical
group® group Excellent Moderate Poor 0 %0 test <
DRPM 4 4 8/8
G-1
MEPM 1 1 212
G2 DRPM 3 313
’ MEPM 1 1 2
G3 DRPM 7 14 1 21/220 95.50J Pe [0 0.6173
i MEPM 10 14 3 24/270 88.900 Pw O 0.9726
G4 DRPM 9 14 23/230 1000 Pe 0 1.0000
i MEPM 14 11 1 25/2600 96.201 Pw O 0.3964
Subtotal DRPM 20 35 1 55/5600 98.20J Pe O 0.3638
ubtota MEPM 26 27 4 53/570193.00 | Pw O 05058
DRPM 1 1 172
G-5
MEPM 1 1/1
G6 DRPM 9 8 1 17/1800 94.40 Pe 0 0.1897
i MEPM 5 11 5 16/210 76.20 Pw 0 0.0485°
DRPM 9 9 2 18/200 90.00 Pe 0 0.4143
Subtotal
MEPM 5 12 5 17/2200 77.30 Pw [0 0.1008
Total DRPM 29 44 3 73/7600 96.100 Pn O 0.0003
MEPM 31 39 9 70/790 88.601 Pe 0 0.0745

3 G-1: Monomicrobial UTI with catheter indwelling, G-2: Monomicrobial UTI with post prostatectomy, G-3:
Monomicrobial upper UTI, G-4: Monomicrobial lower UTI, G-5: Polymicrobial UTI with catheter indwell-
ing, G-6: Polymicrobial UTI with no catheter indwelling, ?1 Excellent [J Moderatel] /Total, °” Pe: Fisher's
exact probability, Pw: Wilcoxon test, Pn: Handicap testl] Equivalence margin 10%[

Y PO 0.05
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Table 8. Overall clinical efficacy by maximum body temperature in patients with pyelonephritis

Maximum -
Treatment No. of Efficacy
body ; Excellent Moderate Poor 0
group temperature patients Rate 21 %[
0 37.50 20 6 13 1 19/2000 95.00J
DRPM
0 37.50 17 7 10 17/1700 1000
MEPM 0 37.50 14 4 8 2 12/140 85.70
0 37.50 22 10 10 2 20/2200 90.90
af] Excellent O Good(l /No. of patients
Table 9. Bacteriological response
DRPM MEPM o
Isolate No.of | Eradicated No.of | Eradicated et
0.0 radicate . 0.0 radicate - test ad
strains 0 %0 Persisted strains 0 %0 Persisted
S. aureus 4 4
S. epidermidis 16 16 7
Staphylococcus sp. 2 2 1
Gram- E. faecalis 17 15 2 18 17 1 Pe 0 0.6026
positive
bacteria Enterococcus sp. 3 3
other GPB 3 3 1 1
43
Subtotal 45 09560 2 27 2600 96.300 1 Pe 0 1.0000
E. coli 16 16 29 28 1 Pe 0 1.0000
Citrobacter sp. 3 3 3 3
K. pneumoniae 6 6 11 11
Klebsiella sp. 1 3 3
Gram- Enterobacter sp. 4 4 4
negative S. marcescens 10 9 1 8 8 Pe O 1.0000
bacteria Proteus sp. 2 2 3 3
P. aeruginosa 8 7 1 12 10 2 Pe O 1.0000
other GNB 3 3 5 5
51 75
Subtotal 53 096200 2 78 09620 3 Pe 0 1.0000
94 101 Pn O 0.0036"
Total % 095.90 4 105 096.20 4 Pe O 0.6770

a0 Pn: Handicap test(] Equivalence margin 10%[] Pe: Fisher’s exact probability

Y PO 0.025
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Table 10. MICs versus bacteriological response
MICO p g/mL0O Inoculum size: 106 CFU/mL
Isolate Treat- ND Total
ment |0.0125(0.025| 0.05 | 0.1 | 0.2 [0.39]0.78| 1.56 |3.13|6.25|12.5 |25-100|0 100
group
g DRPM vl | 11 11 11 4/4
. aureus MEPM
S ovidermidi DRPM V111 |1 |88 22 8383 11 11 16/16
- CPEETIMALLS MEPM 22 |11 3/3 11 7T
St DRPM V1| 11 2/2
apnyltococcus Sp. MEPM 1 V1
——— ; DRPM UL| 66 | 46 | 33 | U1 15/17
- Jaecalis MEPM viluv | vt s | em | 22| 3m 17/18
Enter DRPM | 1/1 V1| 11 3/3
nierococcus sp. MEPM
her GPB DRPM 11 2/2 3/3
other MEPM U1 %!
Subtotal DRPM | 11 | 22 | 3/3 | 22 | 4/4 | 3/3 | 4/4 |11/11] 6/8 | 3/3 | 22 22 | 4345
ubto MEPM 22 |22 | 11| 22| 67 | 66| 22|33 22 | 2627
& ool DRPM | U1 |13/13] 22 16/16
- oo MEPM | 56 |1717| 22 | 1/1 11 11 V1| 2829
Citrobact DRPM 3/3 3/3
rooacter Sp. MEPM 3/3 3/3
X , DRPM o2 | 22 | 2 6/6
- prermontae MEPM | 111 | 88 | 111 1 11/11
Klebsiell DRPM 71 1/1
costela sp. MEPM 2/2 11 3/3
Enterobact DRPM V1| 22 11 4/4
nierovacier sp. MEPM vl |11 UL 11 4/4
GNB®C
g DRPM V2 | 33 v vl oz 9/10
- arcescens MEPM | 111 | 11| 33 | 11 1 11 8/8
Pros DRPM V1|11 2/2
roteus sp. MEPM V1|11 | 3/3
» , DRPM 11 V1| 22| 23 11 78
- aerugnosa MEPM vil12 |22 v | 122211 1 10/12
et GNB DRPM V1| 11|11 3/3
other MEPM V1|11 1 1 11 5/5
Subtotal DRPM | 1/1 |1818] 7/8 [10/10| 3/3 | 4/4 | 3/3 | 4/5 11 51/53
ubtola MEPM | 7/8 |32/32| 9/9 | 4/4 |44 | 23 |55 | 33 | 23|33 | 11 22 | 11 | 7578
Total DRPM | 272 |20/20(1011 (1212 /7 | 77 | 77 |15016] 6/8 | 33 [ 22| o0 | 11 | 22 | 94/98
ota MEPM | 7/8 |32/32| 99 | 6/6 | 6/6 | 3/4 | 77| 9/10 | 89 | 5/5 |44 | 00 | 22 | 353 | 101/105

a0 Gram-positive bacteria, *” Gram-negative bacteria

1500190080 00 00O O O OOP. aeruginosa
0 DRPMO OO 1[DMICO100 ug/mLIOMEPM O OO
400MIC0.200.7801.5603.13 ug/mLO 00D OO0
oo
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010250mgl0O200000OMEPM10 500mg10 2
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00000000000000000000PM/cSO0
oooooOo™oo000o0o0ooooooooo
gooboobooboobboobuomuooboom™
O0OD0OODRPMOO 17.60 0 16/91 0 (O MEPM O O
2220022/990000002000000000000
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Table 11. Strains appearing after treatment
| No. of strains Fisher’s exact
solate o
DRPM MEPM probability
E. faecalis 1 2
Gram- E. faecium 1 2
EOS'“"F‘ Other GPB 1
acteria
Subtotal 2 5
P. aeruginosa 1 4
Gram- B. cepama_ _ 1
negative S. maltophilia 1 4
bacteria A. urinae 1
Subtotal 3 9
Yeast like organism 2 4
Total 7 18
No. of patients in whom strains
appeared/Total no. of patients] %0 717611 9.200 15/790119.00 Pell 0.1073
Table 12. Clinical efficacy judged by attending urologists
Treatment No. of ] Efficacy 2” Statistical
group patients Excellent Good Fair Poor 0 %0 test P
DRPM 76 34 37 5 93.4 Pn O 0.0098 "
MEPM 79 38 35 5 1 924 Pe O 0.5271
a1 Excellent 0 Good[ /No. of patients, ° Pn: Handicap test(] Equivalence margin 10%[] Pe: Fisher’s exact
probability
Y PO 0.025

Table 13. Adverse drug reactions[] symptoms[]

- : . ; Fisher’s
Treatment | Age Day of Day of . Administration | Relation | Incidence ¢~
group | Gender Symptom appearance 7| resolution ®” Severity of drug to drug 0 %0 exact
probability
mYa?]e Diarrhea Day 1 Day 8 moderate continued Probabe
m7zfle Diarrhea Day 3 Day 1 mild continued Possible
DRPM fer?ale dsi;?:?ritf:cr)‘rt Day 3 Day 1 mild continued Possible | 4/920 430
54 Hea(;:ialclzhe . . Possible
female - Day 2 Day 4 mild continued
Hot flash Probable
fer?%le Diarrhea Day 4 Day 1 mild continued Possible Pe 0 1.0000
mGje Diarrhea Day 3 Day 3 moderate continued Probable
MEPM fer?]ef;le dsig?:g]ri(fzgrt Day 1 Day 6 moderate continued Possible | 4/1010 4.00
Rash
mﬁeﬁe Headache Day 4 Day 1 mild continued Probable
Lightheaded-
ness

al Counted from initiation of treatment(] Day 0[] " Counted from initiation of appearance] Day 0]
¢ No. of patients with non laboratory adverse drug reactions/No. of patients analyzed
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Table 14. Deaths, other serious adverse events
Treatment Age Day of Day of Administration Relation to
group Gender Symptom appearance 2" resolution ° Outcome of drug the drug
DRPM f ersnil e Pilrj‘:gr;r%?gg Day 9 Day 4 Death completed Not related
42 Hospitalization .
female Edema Day 2 Day 17 prolonged continued Not related
MEPM 79 F I neck Hospitalizati
emoral nec ospitalization .
female fracture Day 2 Day 69 prolonged continued Not related
al Counted from initiation of treatment[] Day 0[] *© Counted from initiation of appearancel] Day 0[]
Table 15.0 Abnormal laboratory findingsC by patientsC]
Abnormal laboratory finding DRPM MEPM
WBC | L
Eosino. 1 3 6
Eosino. 1 , GOTO ASTO t+ , GPTO ALTO 1 1
Baso. t , GOTOASTO t , GRTO ALTO 1t 1
GOTO ASTO 1 2 3
GPTO ALTO 1 3 4
GOTU ASTO t , GPTO ALTO 1 3 3
GOTOASTO t , GPTOALTO 1,y -GTP 1
GOTO ASTO t+ , GRTOALTO 1,y -GTP, LAP 1 1
GOTOASTO ¢,y -GTP 1t ,LAP 1t , ALP 1t 1
GPTUALTO t , ALP 1
T-Bill 1 1
y -GTP 1 1
LDH 1
Urinary occult blood positive 1

No. of subjects with laboratory adverse drug reactions
No. of subjects analysed

16/910 17.6%0

22/9900 22.2%0

Fisher's exact probability Pe O 0.4709

Table 16. Abnormal laboratory findings by test item[

Abnormal laboratory finding DRPMO %0 | MEPMO %O
WBC | 1/990 1.000
Eosino. 1 3/8200 3.70 7/900 7.80
Baso. 1 1/910 1.10
GOTO ASTO 1 6/910] 6.600 | 10/9901 10.10J
GPTO ALTO 1 8/9100 8.800 | 10/9901 10.10
ALP 1 1/870 1.10 1/970 1.00
T-Bill 1 1/880 1.100
y -GTP 1 1/870 1.100 3/940 3.20
LDH 1t 1/900 1.10
LAP 1 2/900 2.20
Urinary occult blood positive 1/8601 1.20

Table 17. Overall safety

Treatment No. of Nearly Slight Safety @ Statistical
group patients Safe safe problem Not safe 0 %0 Test b
DRPM 91 71 19 1 98.9 Pe O 0.3706
MEPM 99 74 21 4 96.0 Pw [J 0.5318

af] Safe 0 Nearly Safe[] /No. of patients, °© Pe: Fisher’s exact probability, Pw: Wilcoxon test
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100 - —

g SEeTe
;N
= 80 -
S
& 60
g
= DRPM
E i —-—=- MEPM
>
O 20 -

T T T T T L ] ] T

Treatment Score No. of Mean Welch
group 100 89 79 69 59 49 | 39 20 10 9:0 patients + SD test
-90 -80 -70 -60 -50 40 | -30 -29 -19
DRPM 29 | 19 | 19 7 3 2 1 80 82.68
+ 15.48 1,000
= 82.67 pL L.
MEPM 34 24 13 2 7 1 2 83
| + 18.87
Fig. 3. Usefulness evaluated by attending urologists in charge.
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Double-blind, controlled study to evaluate safety and efficacy of doripenem and
meropenem in patients with complicated urinary tract infection

Sadao Kamidono™, Soichi Arakawa'", Takaoki Hirose™, Hiroichi Kishi*,
Masaya Tsugawa®, Tetsuro Matsumoto™, Masatoshi Tanaka™, Motoshi Kawahara™,
Mitsuyoshi Nakashima™, Nobumasa Kataoka®™and Jingoro Shimada™

"Department of Urology, Kobe University, School of Medicine,

7-5-1 Kusunoki-cho, Chuo-ku, Kobe, Hyogo, Japan
“Department of Urology, Hokkaido Social Insurance Hospital
*Department of Urology, International Medical Center of Japan
0 Present: Yokosuka Kyosai Hospital(]
“Department of Urology, Okayama University Medical School
O Present: Department of Urology, Okayama Citizens’ Hospital(J
*Department of Urology, University of Occupational and Environmental Health
“Department of Urology, Faculty of Medicine, Kyushu University
0 Present: Department of Urology, Fukuoka University, School of Medicine[l
"Department of Urology, Faculty of Medicine, Kagoshima University
#Hamamatsu Institute of Clinical Pharmacology and Therapeutics
*Kobe University, School of Medicine, Faculty of Health Sciences
19°5t, Marianna University School of Medicine

We conducted a double-blind, controlled study to evaluate the safety and efficacy of doripenemdl DRPM0O a

new carbapenem antibiotic for injection, in patients with complicated urinary tract infection with meropenem

0 MEPMU set as the control drug. Subjects were in-patients aged 20 to 79 years shown to have pyuria of at least
5 WBCs/hpf and bacteriuria of at least 10* CFU/mL.

DRPM was administered at 250 mg b.i.d. and MEPM at 500 mg b.i.d. for 5 consecutive days. Based on the cri-
teria proposed by the Japanese UTI Committee, DRPM and MEPM were evaluated for efficacy. Overall efficacy
was 96.10 O 73/760 in the DRPM group and 88.60 O 70/790 in the MEPM group, demonstrating the non inferi-
ority of DRPM to MEPMI Pn( 0.00030 The bacteriological response was 95.900 94,/980in the DRPM group and
96.20 0 101/1050 in the MEPM group, demonstrating the non inferiority of DRPM to MEPMO p0 0.003601 For
both gram-negative and gram-positive bacteria, the bacteriological response exceeded 9500 in both groups.
Clinical efficacy judged by attending urologists was 93.40 0 71/760 in the DRPM group and 92.40 0 73/790 in
the MEPM group, demonstrating the non inferiority of DRPM to MEPMO Pn{J 0.009801

For safety, the incidence of adverse drug reactions symptomsO was 4.30 O 4,/920 in the DRPM group and
4,000 4/1010in the MEPM group. The incidence of adverse drug reactions] abnormal laboratory findingsCOwas
17.6[10 16/9100n the DRPM group and 22.2(10 22/99C0n the MEPM group, with no significant difference between
groups(] Pe[J 1.0000, 0.470901

These results show that DRPM at 250 mg b.i.d. is useful for treating patients with complicated urinary tract
infection, and equivalent to MEPM at 500 mg b.i.d..



