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Table 1.

Institutions participating

Institution

Principal Investigator

Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and Respiratory

Diseases Center Hospital

Department of Surgery, Nagoya City Midori Municipal Hospital

Department of Urology, Kobe University Hospital
Department of Urology, Nishiwaki Municipal Hospital
Department of Urology, Sanda Municipal Hospital

Department of Urology, Kobe Municipal Nishishimin Hospital

Department of Surgery, Hiroshima University Hospital
Department of Surgery, Hiroshima General Hospital

First Department of Internal Medicine, University of the Ryukyus University Hospital
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Table 2. Clinical results of doripenem in treatment of sepsis™
__Age/Gender | Suspected infection site |
. Admission in ICU/
BOWWEINt | Use of respirator | acteriological
No. . Underlying disease/ Symptom/Findings r
esponse
| Dalydose | complication | P
Treatment
duration APACHE Il score
77/M Urinary tract Time of evaluation Preadministration End of
S S S SO administration
Highest body
| Ynkeown | A temperatureD 00| R B
500 mgx 2 | sequelae of cerebral Heart( /minC] 116 70 Klebsiella
”””””””””” infarction pneumoniae
! hypertension __Respiration0/min0)_ | 22 | o [ Eradicated(]
neurogenic bladder Consciousness disorder | O New pathogen: O
7 days prostate hypertrophy e St
0 14 infusions | pyelonephritis Resplratoryfallure ,,,,,,,,,,,,,,,, o ] o
constipation | WBCO/mmO | 3980 ... 6,000 .
16 CRPO mg/dLO 9.00 6.18
79IM Urinary tract Time of evaluation Preadministration End of
""""""""""""""""""""""""""""""""" Highest body |
A T Nomo | temperature0 00|
500 mg x 2 prostatitis Heart[ /min0J Escherichia coli
2 [ prostatitls e e St o e o U Eradicated
interstitial pneumonitis | ___ Respirationd /mint) | 24 | 16 New pathogen: (1
nd right pleural effusion Consciousness disorder O O
ays prostate hypertrophy T Reeniratary failure | A | T/ T
0 27 infusions] | eataract ___Respiratory failure | | S S
e WBCO T 6200 | | 6,700
15 CRPO mg/dLO 6.60 1.95
. . . . . End of
A Vrinany et Time of evaluation | Preadministration | aqministration_
Highest body
2 A temperawren 00 | %0 ] %5
S0mgx2 HeartU/min0 | 02 T
3 ?c#te %yelohnephr::isl_ . Respirationd /minQ 36 21 -
eft and right nephrolith [~ s e I
7 days right_rgnal afunction Consciousness disorder ] m]
0 14 infusions(] | 9astritis
1 CRPO mg/dLO 205 17
. . . . . End of
A Vrinary et Time of evaluation | Preadministration | aqministration_
Highest body
o ] AT temperawres 01| ¥4 | %0
500 mg x 2 diabetes HeartO /minJ 104 76 Escherichia coli
4 [T Habetes o T e Seatine T frmi e Y [ Eradicated(]
hyperuricemia __Respirationl /mint) | 18 | 24 New pathogen: [
24 neurogenic bladder Consciousness disorder 0 0
ays pyelonephritis " Respiratory failure | o | o
0 13 infusionsO | right inguinal hernia ~ f--------- piretor PPN S VSR
e wecgmmn 15200 | 7900
11 CRPO mg/dLO 35.1 4.4
Intestinal tract/ Time of - - End of
DS peritoneal cavity | evaluation | Preadministration | administration
Highest body
54kg 777777777777777777 Yes/Yes 777777777777 temperature 00 O 382 367
500 mg x 3 | peritonitis by
6 | T perforation of colon _
diverticula
DIC
6 days acute pulmonary
0 15 infusions[d | dysfunction
constipation |
11 CRPO mg/dLO 12.14 1.36

(Continue)
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Time of evaluation

Highest body
temperatured 00 0

CRPO mg/dL0]

Time of evaluation

Highest body
temperatured O O

CRPO mg/dLO

Time of evaluation

Highest body
temperatured O O

CRPO mg/dLO

65/M Liver/biliary tract
68 kg No/No
- 500 mg x 3 | cholecystolithiasis
8 acute emphysematous
cholecystitis
6 days hypertension
0 15 infusions | 90Ut
pericystic abscess
8
75/M Urinary tract
56.4 kg No/No
" 500mgx 3 | postoperative for |
""""""""""""" bladder cancer
9 left and right
hydronephrosis
emphysema
07 iifcljj?ilgnsD ischialgia
insomnia
Ppyelonephritis |
15
59/M Urinary tract
65 kg No/No
s0mgx2 |
0 [T . .
right ureteropelvic
junction
12 days arctation
[ 22 infusionstd
6
61/F Urinary tract
58.85 kg No/No
s0mgx 2 | ]
m [
pyelonephritis
10 days
[0 19 infusions
,,,,,,,,,,,,,,, R

Time of evaluation

Highest body
temperatured 0 0

CRPO mg/dLO

. . End of
Preadministration | agministration
375 36.4
A
B S 5 -
,,,,,,,,,,, SR
,,,,,,,,,,, ER O
,,,,,,,,, o050 | a0
18.3 1.4
L . End of
Preadministration | 4 gministration
39.5 36.8
110 100
19 20 —
O O
O O
10,700 7,200
12.36 10.57
. . End of
Preadministration | 4 gministration
40.1 36.7
I R
I - N BN v -
,,,,,,,,,,, [ N
,,,,,,,,,,, SR
,,,,,,,, 1500 | 7a00
5.62 0.64
. . End of
Preadministration | agministration
39.2 36.4
I I A
A 28 -
,,,,,,,,,,, [ E =
,,,,,,,,,,, [ A
,,,,,,,, 12100 | 7800
22.3 2.6

“1In clinical efficacy, a
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Il cases were cured.
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Table 3. Clinical results of doripenem in treatment of infective endocarditis™

Age/Gender | Suspected infection site
- Admission in ICU/
Body weight Use of respirator Bacteriological
ffffffffffffffffffffffffffffffffffffffffffffffffffff - acteriologica
No. . Underlying disease/ Symptom/Findings response
Daily dose complication P
Treatment
duration APACHE Il score
67/F Cardiovascular system Time of evaluation Preadministration I.En.d of -
administration
Highest body
47.2 kg No/No temperaturel] °Cl] 385 36.4
500 mg x 3 Heart /minJ 114 88
—————————————————————————————— Streptococcus
12 mitral insufficiency __Respirationd/minbl | 22 | 18 . Esac?'gu;sdm
ruptured mitral Consciousness disorder | | racicatedt
tendinous chord R e s New pathogen: [J
28 days lacunar infarction __Respiratory failure | o o
00 82 infusions(] | left renal infarction Verruca existed shrunk
WBCO /mm3[J 5,700 4,200
13 CRPO mg/dLO 2.8 0.1
T8/F Cardiovascular system Time of evaluation Preadministration End of
administration
Highest body
42.66 kg No/No temperature] °Cl] 38.7 36.7
500 mg x 3 Heart[ /minJ 72 68
———————————————————————————————————————————————————————————————————————————————————————————————— Streptococcus
13 h fail Respirationd /min] 26 20 vestibularis
congestive heart failure - I By R [ Eradicated
mitral insufficiency _Consciousness disorder | | R 0o New pathogen: [
28 days | aorC Stenosis __Respiratory failure | | I o
0 83 infusionsD) Verruca existed shrunk
WBCO /mm3[] 10,400 8,300
15 CRP mg/dLO 4.1 0.5

“IIn clinical efficacy, all cases were cured.
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Table 4. Nonlaboratory adverse drug reactions™: "

Daily dose Therapy Day of - . o0
No. Age/Gender duration[ days™] Symptom appearancel” Severity Prognosis
12 67/F 500 rgg x 3 Constipation 2 Moderate | Disappeared on Day 23
13 - 500 mg x 3 Diarrhea 8 Mild Disappeared on Day 1
28 Vomiting 9 Mild Disappeared on Day 1

10 Counted from initiation of treatment(] Day 0[] ?” Counted from initiation of appearance] Day 00
“IThe relationship to the drug was “probable” in all cases.
*2Action taken was other medication in all cases.

Table 5. Laboratory adverse drug reactions™ "3

N Age/Gend Daily dose Ab it Value
0. e/Genaer i normal 1items
g Therapy durationl] days[] pre attheend follow up
ALTOGPTOD | 18 32 59 52 27

0 so/m soomgx 2 | ALTOGPTO | 18 32 I S L
12 y -GTP 29 51 8l 69 51

11 6L/F P00mg 2 ALTOGPTD | 20 26 44 2 17

12 67/F S00mgx 3 eosinophil 10 08 88 106 3.0

Underlined values are abnormal.

“ISeverity was slight in all cases.

*2The relationship to the drug was “probable” in all cases.
“No action was taken.

Table 6. Overall safety

No. of Overall safety

. Safety 211 %0 95% C.1.bY
patients | safe | almostsafe | slight problem | problem Y

11 7 3 1 0 90.9 [0 58.7, 99.800

aJ Safety:[] safe + almost safe[JNo. of subjects x 100
b0 C.1.: Confidence interval
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Study of safety and efficacy of doripenem in patients with sepsis and infective endocarditis
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In this study, doripenenid DRPMOwas administered to 11 patient§] 2: infective endocarditis, 9: sepsist] Of the
9 patients with sepsis, the primary focus was infection arising from urology in 7 and surgery in 2. DRPM was ad-
ministered for 3-14 days for sepsis and 28 days for infective endocarditis. Based on the health of patients, the in-
vestigator or subinvestigator chose the number of doses per day considered appropriate. Clinical findings im-
proved as expected and in all cases, DRPM was effective in treatment. The causative organism and identified in
5 cases: in sepsis, 1 case of Klebsiella pneumoniae and 2 cases of Escherichia coli, and in infective endocardi-
tis, 1 each of Streptococcus sanguis and Streptococcus vestibularis. After completion of administration, all
causative organisms had been eradicated.

For safety, nonlaboratory adverse drug reactions were observed in 2 patients: constipation in one and vomit-
ing and diarrhea in the other. Laboratory adverse drug reactions were observed in 3, i.e., increased ALT] GPTOn
1, increased ALTO GPTO and y-GTP in 1, and eosinophilia in 1.

These results show that DRPM is sufficiently therapeutic and that a dose of 500 mg b.i.d. or t.i.d. is appropri-
ate for sepsis and infective endocarditis.



