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Table 1.

Institutions and investigators taking part in clinical study

Institution

Investigator

Sapporo Medical University School of Medicine

The Jikei University School of Medicine

The University of Tokyo Faculty of Medicine

Musashino Red Cross Hospital

Tokyo Kyosai Hospital

Tokai University School of Medicine

Tokai University Ooiso Hospital

St. Marianna University School of Medicine

Fujita Health University School of Medicine

Gifu University School of Medicine
Hyogo Prefectural Rehabilitation Center
Nishiwaki Municipal Hospital

Hyogo Prefectural Kakogawa Hospital
Okayama University Medical School
Okayama Saiseikai General Hospital
Hiroshima Municipal Hospital

Masahiro Yanase

Hiroshi Kiyota, Jun Madarame
Tetsuo Ueki

Hiroshi Nito, Yasushi Nagase

Akira Kimura, Masahiko Yoshida
Masatoshi Tokunaga

Aiichirou Masuda

Kazuhiko Makizumi, Shigehito Nishida
Masaki Horiba, Takahiro Maruyama
Satoshi Ishihara

Atsushi Sengoku, Maki Miyama
Takahiro Iwamoto

Hirokazu Tanaka

Yoshitsugu Nasu

Nobuyuki Akazawa

Takaharu Ichikawa

Isolation and identification of bacteria in urine and measurement of MIC for each isolate:
Kobe University School of Medicine Faculty of Health Sciences, Nobumasa Kataoka
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Table 2.

Case distribution

Acute uncomplicated pyelonephritis 1
Complicated pyelonephritis 9
Clinical Complicated cystitis 11
[ efficacy®® | Acute prostatitis 6
Epididymitis 5
Total 32
Acute uncomplicated pyelonephritis 0
Overall Complicated pyelonephritis 7
—— clinical ——— Complicated cystitis 9
efficacy *° Acute prostatitis 4
Total 20
Acute uncomplicated pyelonephritis 3
No. of patients enrolled Complicated pyelonephritis 11
Acute uncomplicated pyelonephritis 3 Adverse Complicated cystitis 13
Complicated pyelonephritis 13 75 syalg?c:rsnslj Acute prostatitis 7
Complicated cystitis 15 | | Epididymitis 6
Acute prostatitis 8 Total 40
Epididymitis 6
Total 45 Acute uncomplicated pyelonephritis 3
Complicated pyelonephritis 11
Abnormal Complicated cystitis 12
— laboratory —— .
findings Acute prostatitis 7
Epididymitis 6
Total 39
Acute uncomplicated pyelonephritis 3
Complicated pyelonephritis 11
Overall Complicated cystitis 13
| safety Acute prostatitis 7
Epididymitis 6
Total 40
Acute uncomplicated pyelonephritis 1
Complicated pyelonephritis 9
Complicated cystitis 12
—— Usefulness .
Acute prostatitis 7
Epididymitis 5
Total 34

No. of patients evaluated

aJ Urologist evaluation

b0 Criteria of Japanese UTI Committee
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Table 3. Patient profiles in clinical study

Uncon&p_)llicated Complicated UTI
Parameters No. of Acute Epididymitis
patients Acute » . prostatitis
pyelonephritis Pyelonephritis | Cystitis | Subtotal
Gend Male 25 5 9 14 6 5
ender Female 7 1 4 2 6 — —
Mean 62.1 —_ 63.4 62.1 62.7 59.7 —_
SD 15.2 — 12.2 15.5 13.8 15.9 —
AgeO yrQd Maximum 79.0 — 77.0 77.0 77.0 74.0 79.0
Median 67.5 72.0 67.0 66.0 66.5 63.0 70.0
Minimum 23.0 — 40.0 33.0 33.0 33.0 23.0
Underlving di No 6 1 3 2
nderlying disease Yes 26 9 11 20 3 3
Chemotherapy just No 27 1 7 10 17 5 4
before treatment Yes 5 2 1 3 1 1
250 mg x 2 24 1 8 11 19 2 2
Daily dosage 250 mg x 3 5 2 3
500 mg x 2 3 1 1 2
2 0
Duration of therapy 3-6 20 8 9 17 2 1
0 daysO 7-8 11 1 1 2 3 3
9-15 1
Table 4. Patient profiles in pharmacokinetic study
Parameters No. of patients
Male 13
Gender
Female
60-69 5
70-79 8
Mean 69.9
Agell yrQd SD 4.9
Minimum 61.0
Median 72.0
Maximum 75.0
40-49 1
50-59 6
60-69 6
Body weight(l kgl Mean %92
ody weig g D 6.3
Minimum 46.0
Median 59.0
Maximum 69.5
. . — No 11
Underlying disease and complication Yes 2
No 13
Chemotherapy just before treatment Yes
30 000 1000ooooon 0o0oo0booooooboboobg2001900 250

gobooboooobdooboo 200booomo mgx 20/000000000000000 8950017/
O0070020mgx20/000000000000 voooooog
godboboooboboobobobboboboooboboosrsg 40 ODOOobDOoOooo
021/240000000Table9M 0000000000 gogooobobbbbbooo 2000040o0oo
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Table 5. Clinical efficacy judged by attending urologists
. . No. of . Efficacy?” 95% confidence
Diagnosis patients Excellent Good Fair Poor 0 %0 interval of efficacy
27/32
Total 32 6 21 3 2 0 84.40 67.2-94.7
Acute uncomplicated
pyelonephritis L ! 1
. 18/20
Complicated UTI 20 3 15 1 1 090,00 68.3-98.8
Pyelonephritis 9 1 8 9/9
. 9/11
Cystitis 11 2 7 1 1 0 81.80 48.2-97.7
Acute prostatitis 6 1 2 2 1 3/6
Epididymitis 5 2 3 5/5
a1 Excellent 0 Good(l /No. of patients
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Table 6. Overall clinical efficacy in complicated UTI
Pyuria Effect of
Bacteriuria Cleared Decreased Unchanged bacteriuriall %0
Eliminated 8 5 1601 100.000
Decreased
Replaced
Unchanged
Effect of pyurial %0 30 18.80 8071 50.007 5013130 P?;'tzrl'tm 16
[ Excellent | 801 18.80 Overall clinical efficacy
Moderate 130 81.30 Efficacy 1] %0
16/1601 100.00
|_Poor |
3] Excellent O Moderate[] /Patient total
. 95% confidence interval of
Item Evaluation index evaluation indexC] %0
Overall clinical efficacy Efficacyd %0 100.000 16/160 79.4-100.0
Effect of pyuria Normalization %0 18.80] 3/160J 4.0-45.6
Effect of bacteriuria Eradication] %0 100.00] 16/160] 79.4-100.0
Table 7. Overall clinical efficacy at day 7 in acute prostatitis
Fever and pain on -
micturition Resolved Improved Persisted Effect on
bacteria
WBC Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged
Eliminated 1 3
.. Decreased
Bacteriuria
Replaced
Unchanged 1 1
Effect on fever and 4 Patient
pain on micturition total
Effect on WBC 2 2 4
‘ Excellent ‘ 2 Overall clinical efficacy
Moderate 2 Efficacy 2
| Poor | 44
3] Excellent O Moderate[] /Patient total
Item Evaluation index

Overall clinical efficacy

Efficacy: 4/4

Effect on symptom

Disappearance: 4/4

Effect on WBC

Normalization: 2/4

Effect on bacteriuria

Eradication: 3/4

goooobooOo3looboooobooooono 2500
0000000 6000000 TableloOOOOOO
00000000000 000000d00O0 Escherichia
colid Pseudomonas aeruginosall Serratia marcescens]
00000000 Staphylococcus epidermidisC] Entero-
coccus 0000000 ODOO0OOOUOOOOOOOooOOO
O000O0O000E.coliDOO0O 70000P. aerugi-
nosad00O0O500 400S. marcescens 0000 20
0 100S. epidermidis 0 00 0O 4 0 O O OEnterococcus

goodg30ooooooooboboboooogd
00 88.00022/2500000000000000O000O0
oo omoooozon
good

40000000

oo 20000mooo
go0o00ooonoboooo 2000000000000
0 OE. coliO Klebsiella pneumoniaed S. marcescens P.
aeruginosa 00000000 800 210 0OS. epidermi-
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Table 8. Overall clinical efficacy in complicated UTI classified by type of infection

UTI Daily No. of - b
group dosage patients Excellent Moderate Poor Efficacy "0 %0
G-1 250 mg x 2 1 1 1/1
G-3 250 mg x 2 6 2 4 6/6
G-4 250 mg x 2 6 1 5 6/6
G6 250 mg x 2 2 2 212
i 500 mg x 2 1 1 1/1
Total 250 mg x 2 15 3 12 15/1500 100.001
ota 500 mg x 2 1 1 7

a2 G-1: Monomicrobial UTI with catheter indwelling, G-3: Monomicrobial upper UTI, G-4: Monomi-
crobial lower UTI, G-6: Polymicrobial UTI with no catheter, 7] Excellent + Moderatel] /No. of
patients

Table 9.0 Clinical efficacy judged by attending urologists related to daily dosage

. - 95% confidence
. - Daily No. of - Excellent Efficacy &” ;
Diagnosis dosage patients Excellent | Good | Fair | Poor O Good 0 %0 |nter_val of
efficacy
250 mg x 2 24 5 16 2 1 21 21/240 87.50 67.6-97.3
Total 250 mg x 3 5 0 3 1 1 3/5
500 mg x 2 3 1 2 0 0 3 313
Acute ) 250 mg x 2 1 0 1 0 0 1 1/1
uncomplicated 250 mg x 3 0 0 0 0 0
pyelonephritis 500 mg x 2 0 0 0 0 0
250 mg x 2 19 3 14 1 1 17 17/1900 89.50 66.9-98.7
Complicated UTI 250 mg x 3 0 0 0 0 0
500 mg x 2 1 0 1 0 0 1 11
250 mg x 2 8 1 7 0 0 8 8/8
Pyelonephritis | 250 mg x 3 0 0 0 0 0
500 mg x 2 1 0 1 0 0 1 11
250 mg x 2 11 2 7 1 1 9 9/110 81.80 48.2-97.7
Cystitis 250 mg x 3 0 0 0 0 0
500 mg x 2 0 0 0 0 0
250 mg x 2 2 0 1 1 0 1 1/2
Acute prostatitis 250 mg x 3 2 0 0 1 1 0 0/2
500 mg x 2 2 1 1 0 0 2 2/2
250 mg x 2 2 2 0 0 0 2 2/2
Epididymitis 250 mg x 3 3 0 3 0 0 3 313
500 mg x 2 0 0 0 0 0

3] Excellent O Good[ /No. of patients

disO Enterococcus faecalis 0 0 000000 500 13
00000340000 TablellMOOOoooooQ
00000000000 Corynebacterium sp0 0000
oodoooolooboooboooooooooboo
00000000000000000 97.10033/3400
ooooo

50000

10 0ooooo

oooooooooobooooo 4003007500
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Table 10. Clinical efficacy assessed by clinical isolate

. 95%
0
Isolate ’\;(t)i'ezft | Excellent | Good | Fair | Poor Efgco/eol%yc confidence
P interval
S. epidermidis 4 1 3 4/4
S. mitis 1 1 0/1
GPBad | E. faecalis 2 2 212
E. faecium 1 1 171
Subtotal 8 2 5 0 1 718
E. coli 7 2 n
Monomicrobial K. pneumoniae 1 1 171
infection S. marcescens 2 1 1 12
GNB S. rubidaea 1 1 171
P. mirabilis 1 1 11
P. aeruginosa 5 4 1 4/5
15/17
Subtotal 17 4 11 1 1 08820 (] 63.6-98.50J
22125
Subtotal 25 6 16 1 2 neson |P 68.8-97.50
) ) 2 isolates 5 2 3/5
Polymicrobial 3 isolates 1 1 1/1
infection ¢
Subtotal 6 0 4 2 0 4/6
26/31
Total 31 6 20 3 2 0s39n P 66.3-94.50
a Gram-positive bacteria, °” Gram-negative bacteria, °{] Excellent J Good( /No. of patients

d9Polymicrobial infection

Number Isolate
E. faecalis, E. coli
P. aeruginosa, P. fluorescens
2 Enterococcus sp., Corynebacterium sp.
E. faecalis, P. fluorescens
S. epidermidis, K. pneumoniae
3 E. faecalis, C. freundii, K. pneumoniae
Table 11. Bacteriological response
No. of - - Eradication ¢~ 95% confidence
Isolate strains Eradicated Persisted 0 %0 intervalll %0
S. epidermidis 5 5 5/5
E. faecalis 5 5 5/5
. E. faecium 1 1 1/1
al
GPB Enterococcus sp. 1 1 1/1
Corynebacterium sp. 1 1 0/1
Subtotal 13 12 1 12/1300 92.300 64.0-99.8
E. coli 8 8 8/8
C. freundii 1 1 11
K. pneumoniae 3 3 3/3
S. marcescens 2 2 2/2
GNB b S. rubidaea 1 1 1/1
P. mirabilis 1 1 1/1
P. aeruginosa 4 4 4/4
P. fluorescens 1 1 1/1
Subtotal 21 21 0 21/21[1 100.00 83.9-100.0
Total 34 33 1 33/3400 97.10 84.7-99.9

a Gram-positive bacteriall ®® Gram-negative bacteriall ¢ Eradicated/No. of strains
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Table 12. Overall safety

Slightly .
. . No. of Safety 2" 95% confidence
Diagnosis patients Safe Nearly safe p_roblem Not safe 0 %0 interval of safety
with safety
37/40
Total 40 30 7 3 09250 79.6-98.4
Acute uncomplicated
pyelonephritis 8 8 33
Complicated 10/11
pyelonephritis 1 8 2 1 0 90.90 58.7-99.8
. . 12/13
Complicated cystitis 13 11 1 1 09230 64.0-99.8
Acute prostatitis 7 4 2 1 6/7
Epididymitis 6 4 2 6/6

3] Safe O Nearly safelINo. of patients

Table 13. Usefulness judged by attending urologists

- - No. of Markedly Slightly Usefulness 3 95% confidence
Diagnosis patients useful Useful useful Useless 0 %0 interval %[
Total 34 7 20 6 1 27/340 79.40 62.1-91.3
Acute uncomplicated
pyelonephritis L ! in
Complicated UTI 21 3 15 3 18/210 85.70 63.7-97.0
Pyelonephritis 9 1 7 1 8/9
Cystitis 12 2 8 2 10/120 83.30 51.6-97.9
Acute prostatitis 7 1 2 3 1 317
Epididymitis 5 2 3 5/5
3] Markedly useful O UsefullINo. of patients
-
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o 140 L
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Late phase Il study of doripenem in urological infections
Sadao Kamidono

Department of Urology, Kobe University, School of Medicine,
7-5-1 Kusunoki-cho, Chuo-ku, Kobe, Hyogo, Japan

We conducted an open-label clinical study to determine the efficacy, safety, and dosage and administration of
doripenemil DRPMQ a new carbapenem antibiotic for injection, in patients with infection in urology. We also
conducted a pharmacokinetic study to determine the distribution of DRPM in prostate tissue.

1. Efficacy

In the open-label clinical study, DRPM was evaluated in one patient with acute uncomplicated pyelonephritis,
nine with complicated pyelonephritis, 11 with complicated cystitis, six with acute prostatitis, and five with
epididymitis. 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.
Clinical efficacy judged by attending urologists was 84.40 O 27/3200 and for the dosage regimen used for the
largest cohort of patientsd 250 mg, b.i.d.0 was 87.50 0 21/240

Based on criteria of the Japanese UTI Committee, overall clinical efficacy for complicated urinary tract infec-
tionO pyelonephritis, cystitis0 was 100.00 O 16/160

Bacteriologically, eradication for 34 bacterial strains[] 13 gram-positive and 21 gram-negative isolated prior
to initiation of treatment was 97.10 .

2. Pharmacokinetics

In the pharmacokinetic study, DRPM was administered to prostatectomy patients at a single dose of 250 mg
or 500 mg. Blood and prostate tissue samples were collected within 60 to 160 minutes of the start of administra-
tion. Prostate tissue concentration was 0.76-2.23 1g/g in the 250 mg group and 1.04-4.51 ug/g in the 500 mg
group.

3. Safety

In the open-label clinical study, adverse drug reactionsd symptoms occurred in three of 40 patients

0 7.50 O and adverse drug reactionsdd abnormal laboratory findingsd in eight of 3900 20.50 O In the pharmacoki-
netic study, adverse drug reactions] abnormal laboratory findingst occurred in one of 12 patients] 8.30 [J with
no adverse drug reactions symptomsO reported in any of the 13 patients. No serious or clinically significant
event was reported in either study.

These results suggest that DRPM is well distributed in prostate tissue and useful for urological infection treat-
ment.



