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Enrolled
119
Excluded from safety evaluation 1
Insufficient observation period 1
Included in safety
evaluation
118
Excluded from efficacy evaluation 29
Treatment not started at 0.5 g t.i.d. 2
Treatment duration <2 days 2
Excluded severity (mild or moderate) 23
Case where MRSA had been detected 1
Severe hepatopathy 2
Severe renal disorder 1
Included in efficacy
evaluation
89

Excluded from bacteriological efficacy

evaluation 74
Bacteriological tests not performed before
and after treatment with DRPM 50
Causative organism undetected 11
Excluded causative organism 3
Inappropriate timing of bacteriological
examination 9

Inappropriate samples of bacteriological
examination 1

evaluation
15

Included in bacteriological efficacy

Fig. 1. Breakdown of patients showing the numbers included at each

evaluation stage, the numbers excluded and the reasons for exclu-

sion.
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Table 1. Characteristics of 89 patients evaluated for the efficacy and safety of DRPM
Efficacy Safety
Variable Category
No. of cases Percentage (%) No. of cases Percentage (%)
All patients 89 100.0 118 100.0
Sex Male 61 68.5 78 66.1
Female 28 31.5 40 339
Age <15 years 0 0.0 0 0.0
> 15 years, <65 years 43 483 57 483
>65 years, <75 years 27 30.3 36 30.5
>75 years, <80 years 11 124 14 11.9
>80 years 8 9.0 11 9.3
Mean (year) 61.5 61.2
Standard deviation (year) 16.0 16.6
Minimum (year) 17 17
Median (year) 65.0 65.5
Maximum (year) 87 87
Weight <40kg 3 34 4 34
>40 kg, <50 kg 17 19.1 24 20.3
>50 kg, <60 kg 33 37.1 36 305
>60kg, <70kg 23 25.8 32 27.1
>70kg 10 11.2 14 119
Unknown 3 34 8 6.8
Mean (kg) 57.7 57.7
Standard deviation (kg) 12.8 12.6
Minimum (kg) 35.0 35.0
Median (kg) 54.8 55.0
Maximum (kg) 110.0 110.0
Diagnosis Gastrointestinal perforative 53 59.6 65 55.1
peritonitis
Intraabdominal abscess 36 40.4 53 449
Number of days from onset to start <3 days 77 86.5 100 84.7
of treatment >4 days, <7 days 7 7.9 9 7.6
>8 days 5 5.6 8 6.8
Unknown 0 0 1 0.8
Mean (day) 1.9 1.9
Standard deviation (day) 4.1 3.9
Minimum (day) 0 0
Median (day) 1.0 1.0
Maximum (day) 33 33
History of Allergy No 82 92.1 111 94.1
Yes 7 7.9 7 5.9
Underlying disease - Complications No 8 9.0 11 9.3
Yes 81 91.0 107 90.7
Prior antibiotic No 33 37.1 42 35.6
Yes 55 61.8 75 63.6
Unknown 1 1.1 1 0.8
Concomitant Drugs No 23 25.8 34 28.8
Yes 66 74.2 84 71.2
Concomitant Therapy No 10 11.2 15 12.7
Yes 79 88.8 103 87.3

(Continued)
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Table 1. (Continued)
Efficacy Safety
Variable Category
No. of cases Percentage (%) No. of cases Percentage (%)

Duration of Treatment >1 days, <3 days 11 12.4 17 14.4
>4 days, <7 days 47 52.8 60 50.8
>8 days, <14 days 27 30.3 37 314
>15 days 4 4.5 4 34
Mean (day) 7.1 7.0
Standard deviation (day) 3.4 3.5
Minimum (day) 3 1
Median (day) 7.0 6.0
Maximum (day) 20 20

Total Dosage <30g 0 0.0 2 1.7
<3.0g <60¢g 24 27.0 35 29.7
<6.0g <100g 30 33.7 37 31.4
<10.0g, <150¢g 23 25.8 27 22.9
>150g 12 13.5 17 144
Mean (g) 9.78 9.54
Standard deviation (g) 4.74 4.92
Minimum (g) 3.50 0.50
Median (g) 9.00 8.63
Maximum (g) 25.50 25.50
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Table 2. Breakdown of diagnoses

. . Details of Diagnosis
Diagnosis . Cases Total
(Abscess by scheduled operation)
Gastrointestinal perforative peritonitis Upper gastrointestinal tract 20 53
Lower gastrointestinal tract 33
Intraabdominal abscess Upper gastrointestinal tract surgery 3 36
(Postoperative infection) Lower gastrointestinal tract surgery 13
Operation on liver, gallbladder, and pancreas 15
Operation on vermiform appendix 4
Other operations 1
Table 3. Efficacy rates in 89 patients evaluated for the efficacy of DRPM
Efficacy
Variable Category
Efficacy rate (%) 95% CI p-value
All patients 77.5(69/89) (67.4,85.7)
Sex Male 78.7 (48/61) (66.3,88.1) p1=0.699
Female 75.0 (21/28) (55.1,89.3)
Age <15years — — p1=0.670
>15 years, <65 years 81.4 (35/43) (66.6,91.6)
>65 years, <75 years 77.8(21/27) (57.7,91.4)
>75 years, <80 years 72.7 (8/11) (39.0, 94.0)
>80 years 62.5(5/8) (24.5,91.5)
Weight <40kg 66.7 (2/3) (9.4,99.2) pl1=0.855
>40kg, <50 kg 82.4 (14/17) (56.6,96.2)
>50kg, <60kg 75.8 (25/33) (57.7,88.9)
>60 kg, <70 kg 78.3 (18/23) (56.3,92.5)
>70kg 90.0 (9/10) (55.5,99.7)
Unknown 33.3(1/3) (0.8,90.6)
Diagnosis Gastrointestinal perforative 73.6 (39/53) (59.7, 84.7) pl1=0.280
peritonitis
Intraabdominal abscess 83.3(30/36) (67.2, 85.7)
Number of days from onset to start <3 days 81.8 (63/77) (71.4,89.7) pl1=0.038
of treatment >4 days, <7 days 57.1(4/7) (18.4,90.1) p2=0.011
>8 days 40.0 (2/5) (5.3,85.3) p3=0.839
Underlying disease * Complications No 100.0 (8/8) (63.1, 100.0) pl=0.110
Yes 75.3 (61/81) (64.5,84.2)
Concomitant Drugs No 78.3 (18/23) (56.3,92.5) pl1=0.922
Yes 77.3(51/66) (65.3, 86.7)
Concomitant Therapy No 70.0 (7/10) (34.8,93.3) pl=0.545
Yes 785 (62/79) (67.8,86.9)
Duration of Treatment >1 days, <3 days 72.7 (8/11) (39.0, 94.0) pl1=0.539
>4 days, <7 days 78.7 (37/47) (64.3,89.3)
>8 days, <14 days 81.5 (22/27) (61.9,93.7)
>15 days 50.0 (2/4) (6.8,93.2)
Total Dosage <30¢g — — pl1=0.295
>3.0 days, <6.0 days 75.0 (18/24) (53.3,90.2)
>6.0g <100g 73.3 (22/30) (54.1,87.7)
>100g, <150¢g 91.3(21/23) (72.0,98.9)
>150g 66.7 (8/12) (34.9,90.1)

p-value: p1 (independency), p2 (trend), p3 (compatibility)
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Table 4. Effect of prior or concomitant antibiotics on the clinical efficacy
Concomitant antibiotics
No Yes Total p-value
No 93.1(27/29) p=0.050 —(2/4) 87.9(29/33) p=0.094
Yes 75.5 (37/49) —(3/6) 72.7 (40/55)
Preliminary Unknown —(0/1) — —(0/1)
timicrobial
antimierobla Total 81.0 (64/79) 50.0 (5/10) 77.5 (69/89)
p-value p=10.027 p=0.033
Table 5. Clinical efficacy of cases with/without operation or transdermal drainage
Cases Efficacy (%) p-value
No 10/15 66.7
) p=0.269
Operationor | Yes 59/74 79.7
transdermal Before 10/13 76.9
drainage Simultaneous 41/51 80.4 p=0.962
After 8/10 80.0
Table 6. Clinical efficacy and eradication broken down by isolated strains
Isolated strain Efficacy (%) 95% CI Eradication (%) 95% CI
Staphylococcus spp. —(4/6) (22.3,95.7) —(1/1) (2.5, 100.0)
Streptococcus spp. 80.0 (8/10) (44.4,97.5) —(4/4) (39.8, 100.0)
Enterococcus spp. 71.4(10/14) (41.9,91.6) —(2/5) (5.3, 85.3)
(excl. Enterococcus faecium)
Escherichia coli 69.2 (9/13) (38.6,90.9) —(5/6) (35.9,99.6)
Citrobacter spp. —(3/3) (29.2,100.0) —(1/1) (2.5, 100.0)
Klebsiella spp. —(4/6) (22.3,95.7) —(3/3) (29.2, 100.0)
Enterobacter spp. —(3/4) (19.4,99.4) —(1/2) (1.3,98.7)
Serratia spp. —(1/2) (1.3,98.7) —(1/1) (2.5,100.0)
Proteus spp. —(1/1) (2.5,100.0) —(0/1) (0.0,97.5)
Morganella morganii —(0/1) (0.0,97.5) — —
Providencia spp. —(1/1) (2.5, 100.0) —(1/1) (2.5, 100.0)
Haemophilus influenzae —(0/1) (0.0,97.5) — —
Pseudomonas aeruginosa —(3/4) (19.4,99.4) —(3/4) (19.4,99.4)
Peptostreptococcus spp. —(0/1) (0.0,97.5) — —
Bacteroides spp. —(3/5) (14.7,94.7) —(1/1) (2.5, 100)
Prevotella spp. —(1/1) (2.5, 100.0) — —
2) (Table 4)
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Table 7. Incidence of adverse drug reactions, broken down by the variable
Adverse Drug Reaction
Variable Category
Incidence (%) 95% CI p-value
All patients 18.6 (22/118) (12.07,26.86)
Sex Male 18.0 (14/78) (10.17,28.28) p=0.787
Female 20.0 (8/40) (9.05, 35.65)
Age <15 years — — p=0.326
>15 years, <65 years 19.3 (11/57) (10.05, 31.91)
>65 years, <75 years 19.4 (7/36) (8.19, 36.02)
>75 years, <80 years 28.6 (4/14) (8.39, 58.10)
>80 years 0.0 (0/11) (0.00, 28.49)
Weight <40kg 0.0 (0/4) (0.00, 60.24) p=0.187
>40kg, <50kg 4.2(1/24) (0.11,21.12)
>50kg, <60kg 22.2 (8/36) (10.12, 39.15)
>60kg, <70kg 25.0 (8/32) (11.46, 43.40)
>70kg 28.6 (4/14) (8.39, 58.10)
Unknown 12.5(1/8) (0.32, 52.65)
Disease Gastrointestinal perfo- 26.2 (17/65) (16.03, 38.54) p=0.020
rative peritonitis
Intraabdominal abscess 9.4 (5/53) (3.13,20.66)
Number of days from on- <3days 20.0 (20/100) (12.67,29.18) p=0313
set to start of treatment >4 days, <7 days 11.1(1/9) (0.28, 48.25)
>8 days 0.0 (0/8) (0.00, 36.94)
Unknown 100.0 (1/1) (2.50, 100.00)
Underlying disease * No 27.3(3/11) (6.02,60.97) p=0.440
Complications Yes 17.8 (19/107) (11.04, 26.33)
Concomitant Drug No 14.7 (5/34) (4.95, 31.06) p=0.485
Yes 20.2 (17/84) (12.25,30.41)
Concomitant Therapy No 0.0 (0/15) (0.00, 21.80) p=0.485
Yes 21.4 (22/103) (13.90, 30.53)
Duration of Treatment >1 days, <3 days 17.7 (3/17) (3.80,43.43) p =0.400
>4 days, <7 days 13.3 (8/60) (5.94, 24.59)
>8 days, < 14 days 27.0 (10/37) (13.79, 44.12)
>15 days 25.0 (1/4) (0.63,80.59)
Total Dosage <30g 50.0 (1/2) (1.26, 98.74) p=0.485
>30g <60¢g 11.4 (4/35) (3.20, 26.74)
>60g <100g 18.9 (7/37) (7.96, 35.16)
>100g <150g 25.9 (7/27) (11.11, 46.28)
>150g 17.7(3/17) (3.80,43.43)
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Table 8. Adverse drug reactions
Cases
Number of cases evaluable for safety 118 Inct;e)nce
Type of adverse drug reaction Non serious Serious Total
Liver-related side effects 16 2 18 15.3
Cholestasis 1 0 1 0.8
AST increased 11 2 13 11.0
ALT increased 11 2 13 11.0
Blood lactate dehydrogenase increased 2 0 2 1.7
Y-GTP increased 7 1 8 6.8
Blood alkaline phosphatase increased 1 0 1 0.8
Blood bilirubin increased 1 1 2 1.7
Blood albumin increased 4 0 4 34
Hyperbilirubinaemia 1 0 1 0.8
White blood cell count increased 1 0 1 0.8
Platelet count increased 2 1 3 2.5
Platelet count decreased 0 1 1 0.8
Pseudomembranous colitis 0 1 1 0.8
Superinfection 1 0 1 0.8
Diarrhoea 1 0 1 0.8
Drug eruption 1 0 1 0.8
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Doripenem(DRPM, Finibax 0.25 g IV Solution, Finibax 0.25 g IV Kit) is an injectable carbapenem antibiotic
for which manufacturing and marketing approval was obtained in July 2005. In accordance with the provi-
sions of Good Post-Marketing Study Practice(GPSP), we conducted the present study between April 2006
and March 2008 to elucidate the efficacy and safety of DRPM administered at 0.5 g 3 times/day for treat-
ment of severe gastrointestinal perforative peritonitis or intraabdominal abscess (severity graded according
to the SIRS criteria). One hundred-nineteen patients were enrolled from 33 medical centers, with 118 pa-
tients evaluated for safety, 89 evaluated for efficacy, and 15 evaluated for bacteriological efficacy.

The efficacy rate for DRPM among 89 cases of gastrointestinal perforative peritonitis (53 cases) and in-
traabdominal abscess (36 cases) was 77.5% (69/89). The incidence of adverse drug reactions (including ab-
normal changes in laboratory values) was 18.6%. Adverse drug reactions concerned with the hepatic func-
tion test values were most common. Serious adverse drug reactions noted were pseudomembranous colitis
reported in 1 patient; increased AST and increased ALT in 2 patients each; and increased y-GTP, increased
blood bilirubin, increased platelet count and decreased platelet count in 1 patient each. The case of pseu-
domembranous colitis recovered following treatment with vancomycin hydrochloride(VCM). These results
provided evidence for the usefulness of DRPM for severe intraabdominal infection.



