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Table 1.

Skin and plasma concentration of doripenem

Patient Age

Gender

Minutes after
administration?

Concentration

Opglg or mLO Ratiold %[

No. Oyrstd

skin

plasma

skin/plasma

skin plasma

b

b

b

40
70
60
30
50
60
60

31
70
38
22
45
29
25
42
32
25

Male
Male
Male
Female
Male
Male
Male
Male
Male
Female

© 00 ~N O U~ WN B

=
o

57
60
60
40
60
60
30
50
60
60

b

b

b

2.85
3.15
2.89
2.98
2.29
2,77
2.93

6.59
11.6
6.48
18.1
8.54
8.42
13.9
8.06
8.74
8.31

15.7
36.9
34.3
21.4
28.4
31.7
35.3

aSampling Time: Time after the start of infusion
bInappropriate sample processing
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Table 2.

Institutions participating

Institution

Principal investigator

School of Medicine, Teikyo University?
Kanto Medical Center NTT EC

Kanto Central Hospital of the Mutual Aid Association of Public School Teachers

Japanese Red Cross Medical Center
Graduate School of Medicine, Kyoto University
Kyoto National Hospital

Chugoku Central Hospital of the Mutual Aid Association of Public School Teachers

Mitoyo General Hospital

Kyushu University, School of Medicine
National Kyushu Medical Center
Fukuoka Red Cross Hospital

Kyushu Kosei nenkin Hospital

Shinichi Watanabe

Shotaro Harada
Atsuyuki Igarashi

Haruko Hino
Takako Shishiba
Takao Tachibana
Atsuhiko Ogino

Keisei Shimoe

Akemi Senoo
Kazunori Urabe
Shuhei Imayama
Masaaki Takeishi

Yoshiyuki Murakami

aInstitution in both PK study and clinical study

Table 3. Reason for exclusion from evaluation
Reason No. of Clinical Adverse Laboratory | Overall
patients response reaction test safety
Disease not listed in protocol 1 X o o o
Infection not severe 1 X o o o
Insufficient dosing by abnormal
laboratory test finding 1 x © ° ©
No administration 1 X X x x
Total no. of patients excluded — 4 1 1 1
o evaluated, x excluded
Table 4. Patient profiles goddodooooooooo
AgeD vrsO Range 25-71 CARRRRERERERE
gey mean+ SD 505+ 145 10 00000000000
Gender f;ﬂrgﬁe 1; 2000070 0 02002030 00000120 O
Weightt) kel range 44.0-120.4 OTable20 0O OO0DOOOO
ghtikg mean + SD 68.8+ 19.4 20 000000000000
Cellulitis 10 000bo0oo0ooooooo 2300000000 n
Erysipelas 3
LyTnphadenitis 1 000000000000000000000 Table3
arbuncle 2
Daily dose 250 x 2 15 Oo0d0oooboooooooonD 1voooooooo 1
dmgx timesQ 500 % 2 4 godoobooooil1booobouool10b0000 10
Total no. of patients 19 0040000000000 O00O000O0O0O0O0OO0O

000000oooooooon
0000000000000 000 Table1OODO
0MO0000000000000 30070000 2.290
315ug/g00 0000000000000 6.48018.1
ug/mMLO000000D0DO/0000000 1570
3690 0O0OODO
0100000000000000000000000
0000000000000 200000000000
0000000 MO0OOOOBUNDODO 10000000

000bO0mooOOooboOobD 20000000 1000
gogoo

0000000 190000000 Table4dD OO OO
O0000o00DObo0oooooosesmMmbobog 2500
D00 710@mo0000es8kg0O0O 440kgDO O
01204k 00 0000000DOOCOODOOOODOO
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Table 5. Clinical response

) ) No. of Clinical response Excellent )
Diagnosis - Efficacy®0 %0
g patients | excellent good fair poor | response’ %0 e
Cellulitis 10 7 3 0 0 7/10 170.00 | 10/10 (O 1000
Erysipelas 3 3 0 0 0 3/3 313
Lymphangitis 1 2 0 0 1/3 3/3
Lymphadenitis 1 0 1 0 0 0/1 1/1
Carbuncle 2 0 0 0 2/2 2/2
Total 19 13 6 0 0 13/19 168.40 | 19/19 [ 1000

aNo. of patients with excellent response/No. of patients x 100

®No. of patients with excellent or good response/No. of patients x 100

Table 6. Clinical response by daily dosage

Regimen No. of Clinical response Excellent .
Omg x times/dayll | patients | excellent | good fair poor response] %[ Efficacy™ %0
250 % 2 15 9 6 0 0 9/1501 60.000 15/157 1000
500 x 2 4 4 0 0 0 al4 4/4

Total 19 13 6 0 0 13/1901 68.400 19/191 1000

aNo. of patients with excellent response/No. of patients x 100

®No. of patients with excellent or good response/No. of patients x 100

Table 7. Overall clinical evaluation—day 4—

No. of Overall clinical evaluation
. . 0.0
Diagnosis : i Cure®] %0 | Improvement® %]
atients i slightly
p cured | improved improved unchanged

Cellulitis 10 0 7 3 0 0/1003 0.000 7/1000 70.000
Erysipelas 3 0 3 0 0 0/3 3/3
Lymphangitis 0 1 2 0 0/3 1/3
Lymphadenitis 1 0 0 1 0 0/1 0/1
Carbuncle 2 0 2 0 0 0/2 212

Total 19 0 13 6 0 0/1907 0.00 13/191 68.400

aNo. of cured patients/No. of patients x 100

5No. of cured or improved patients/No. of patients x 100
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Table 8. Overall clinical evaluation—day 7—

No. of Overall clinical evaluation
. . 0.0
Diagnosis ; i Cured] % | Improvement®] %[
atients ; slightly
p cured | improved improved unchanged

Cellulitis 10 6 4 0 0 6/100] 60.000 10/100 10000
Erysipelas 3 2 1 0 0 213 3/3
Lymphangitis 3 1 2 0 0 1/3 313
Lymphadenitis 1 1 0 0 0 171 1/1
Carbuncle 2 0 2 0 0 0/2 212

Total 19 10 9 0 0 10/190 52.600 19/190 1000

aNo. of cured patients / No. of patients x 100
PNo. of cured or improved patients / No. of patients x 100

Table 9. Bacteriological effect

No. of o Replacement . o
.y Eradication — - - Persistence Eradication®] %[
patients colonization | superinfection
10 7 0 0 3 70.0
aNo. of patients with eradication or colonization / No. of patients x 100
Table 10. Bacteriological response—Eradication by pathogen
Isolated bacteria No. of isolates | Eradicated®] %0 Persistent
Gram-positive bacteria
Staphylococcus aureus 3 1 2
Staphylococcus epidermidis 1 0 1
Streptococcus pyogenes 3 3 0
Streptococcus agalactiae 1 1 0
Streptococcus anginosus 1 1 0
Subtotal 9 6 3
Gram-negative bacteria
Escherichia coli 1 1 0
Klebsiella oxytoca 2 2 0
Enterobacter cloacae 1 1 0
Proteus mirabilis 1 1 0
Pseudomonas aeruginosa 1 1 0
Acinetobacter calcoaceticus 1 1 0
Subtotal 7 7 0
Anaerobes
Peptostreptococcus micros 1 1 0
Peptostreptococcus sp. 1 1 0
Prevotella sp. 1 1 0
Porphyromonas asaccharolytica 1 1 0
Subtotal 4 4 0
Total 20 170 85.000 3

a No. of isolates eradicated/No. of isolates x 100

ggboodobooobbuoobooboboobooboo
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Table 11. Relation among MICs, bacteriological response, and clinical response
No GeAr;;ler Isolated bacteria MICOp g/mLU Bacteriological | Clinical
| DyrsO DRPM | MEPM IPM PAPM | CAZ | MPIPC response response
P. aeruginosa 0.20 0.20 1.56 3.13 3.13 — eradicated excellent
1 Male E. coli 0.05 0 0.025 0.20 0.10 0.10 — eradicated
45 S. agalactiae 0 0.025 0.05 00025 | O 0.025 | 0.78 — eradicated
P. micros 0.10 0.20 0.10 0.10 1.56 — eradicated
| P. mirabilis 0.10 0.05 0.78 0.78 0.05 — eradicated good
2 M5ale S. aureus — — — — — — eradicated
S. anginosus — — — — — — eradicated
3 M2a7|e S. epidermidis 0.78 1.56 6.25 0.20 | 1250 — persisted excellent
4 Female S. pyogenes 0 0.025 | 00.025 | O 0.025 | O 0.025 0.10 — eradicated good
25 S. aureus 0.05 0.10 0.05 0.05 | 1250 0.20 persisted
5 Female S. aureus 0.05 0.10 0.05 0.05 6.25 0.39 persisted good
61 Prevotella sp. 0.05 0.05 0.10 0.05 0.78 — eradicated
6 Female P. asaccharolytica [0 0.025 | 00.025 | O 0.025 | O 0.025 0.20 — eradicated excellent
40 Peptostreptococcus sp. 0.05 0 0.025 | O 0.025 | 0 0.025 | 0.39 — eradicated
7 Feg;}ale K. oxytoca 0.05 0 0.025 0.20 0.10 0.10 — eradicated excellent
8 Male E. cloacae 0.10 0.10 0.78 0.78 0.39 — eradicated excellent
46 K. oxytoca 0.05 0.05 0.39 0.20 0.05 — eradicated
9 Feg‘la'e S. pyogenes 00025 | 00025 | 00025 | 00025 | 010 — eradicated good
10 Male S. pyogenes 0 0.025 0.05 [0 0.025 | [0 0.025 | 0.20 — eradicated excellent
50 A. calcoaceticus 0.20 0.20 0.39 0.20 3.13 — eradicated
Table 12. Adverse reactions !
No GeAncéer Infection Underlying disease Dosage Symptom Day of Degree of Course
' Dy?s[l Complication O periodd ymp appearance | symptom
Cellulitis - . -
Gastrointestinal Disappeared
Female ! 250 mg x 2 Pseudo-mem b
1 74 Final diagnosis: ggnmsc,:irrgggi [ 8 dayst branous colitis 10° Moderate on ii/a(l:yMG by
Pseudogout P
Male s - ] 250 mg x 2 ] Disappeared
2 6 Lymphangitis Tinea pedis 07 days(] Diarrhea 1 Moderate on day 4
Tinea pedis -
Male " P 250 mg x 2 Stomach - Disappeared
3 Cellulitis Lymphangitis - 4 Slight
50 Lymphadenitis [ 8 dayslJ discomfort on day 2

aAfter a course of DRPM for 7 days, the treatment was followed by the oral cefcapene pivoxil.
On day 3 on cefcapene pivoxil the patient developed pseudomembranous colitis.

bSerious adverse reaction: Patient’s hospitalization was prolonged.

UlRelationships to the test drug was “possible” in all cases.
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Table 13. Abnormal laboratory test findings ©*

Values
Gender[ - Underlying disease Dosage
No. Agell yrsO Infection Complication 0 period Abnormal pre day 7 follow
Oattheendd| up
Male - . 250 mg x 2 AST 22 44 27
1 45 Cellulitis Plantar pustulosis 07 days0] ALT 18 50 30
2 Male Cellulitis Psoriasis vulgaris 250 mg x 2 AST 24 57 25
64 Diabetes 07 days ALT 11 42 12
Male ) 500 mg x 2
3 27 Carbuncle Anal fistula 0 8 days] ALT 21 38 24
Hypertension AST 29 81 25
4 Msage Cellulitis Acute gastritis ?1002 'gg ZDZ T.Bil 0.8 14 1.0
Varicose vein of lower extremity 4 LAP 60 100 45
Hypertension
5 Female | Cellulitis Osteoarthritis 20~ 2 AST 28 43 33
Hyperlipemia 4
Female 250 mg x 2 - -
6 40 Carbuncle None 07 days(] Eosinophil 3.1 7.3 4.7
Diabetes
Female - h 250 mg x 2 AST 33 153 29
7 Erysipelas Fatty liver 0 SAn
68 Cataract 0 7 dayslJ ALT 39 200 30
AST 20 73 19
. ALT 22 85 23
8 Male | celluiitis Lymehangitis 20 mg > 2 LDH 300 550 393
ymp 4 Atypical lymphocyte 0 9 0
Monocyte 9 20 7

Abnormal value is underlined.
U1Relationship to the test drug was “probable” in all cases.

Table 14.
by daily dosage

Incidence of adverse reactions and abnormal laboratory test findings,

Regimen mg x times/day[]

Item Total
250 x 2 500 x 2
Adverse reactions 3/170 17.6%0 0/5 3/220 13.6%0
Abnormal laboratory test findings | 6/170 35.3%0 2/5 8/2201 36.4%0

Table 15. Overall safety

No. of Overall safety
. . 0.0
Diagnosis B i Safetyd] %0
atients almost Sllght
P safe safe problem problem

Cellulitis 12 6 5 1 0 11/121 91.70
Erysipelas 3 2 1 0 0 313
Lymphangitis 3 2 0 1 0 2/3
Lymphadenitis 1 1 0 0 0 171
Carbuncle 2 0 2 0 0 212
Disease not listed in protocol 1 0 0 1 0 0/1

Total 22 11 8 3 0 19/2201 86.400

aNo. of safe or almost safe patients/No. of patients x 100
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Laboratory and clinical evaluation of doripenem in deep-seated skin infection
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We conducted a multicenter clinical trial of doripeneri) DRPM0O a new carbapenem for injection, to examine
its skin penetration and its clinical efficacy and safety in deep-seated skin infections. The concentration in skin
tissue was 2.29-3.15 pg/g and in plasma 6.48-18.1 1 g/mL 30-70 minutes after a single i.v. injection of 250 mg of
DRPM. The ratio of skin concentration to plasma concentration was 15.7-36.90 O

The minimum inhibitory concentrationl MICO against two clinical isolates of Staphylococcus aureus was 0.05
pg/mL.

DRPM was administered to 22 patients at a dose of 250 mg or 500 mg twice a day for 5-8 days.

Overall clinical efficacy was 1000 O 19/1901 Cases by diagnosis consisted of 10 of cellulitis, 3 of erysipelas,
3 of lymphangitis, 1 of lymphadenitis and 2 of carbuncle. The bacteriological response was 85.00 O 17/200]

Adverse reactions were observed in 13.60 O 3/220 and abnormal laboratory findings in 36.40 O 8/2200 One
developed pseudomembranous colitis after DRPM treatment followed by oral cefcapene pivoxil, and the causal
relationship to the treatment with DRPM could not be ruled out. This adverse reaction disappeared rapidly after
vancomycin administration.

These results suggest that DRPM is a useful antibacterial agent for deep-seated skin infection.



