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Table 1. Patient profiles in pharmacokinetic study Joooooooooonooooonooobooobon
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Item subjects OASTGOTIDOOOO00000000000OIALT
Gender gxm g OGPTODALPOOOOOOOOy-0000000000
0000My-GTPIO 000000 MILDHIN OO OO
xgg% i 00000000 LAPOBUNDO 00000000 M
Ageld yr0 700-0 80 3 000000NadOKOCIOOOOOD0000000000
mean 67.4 0000000000000000000000000
Sb 98 000000000000 0000000000000
gggg ; 0D000000000000000000000000
Body weightr) kgt 600-0 70 X 0000000000000000000000000
mean 56.3 goo

SD 51 (4) O0DDOOOOoOoOo
Category inpatient 4 000000000000000000000000
- outpatient ! D00D00D000000000000000000
e isease or rore : D00000000D00000000000000000
- 0 0000000000000000000000000
Antimicrobials in advance o 5 0000000000000000000000000
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Fig. 1. Concentration of doripenem in aqueous humor and

plasma after intravenous infusion.
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Fig. 2. Concentration ratio of aqueous humor to plasma af-
ter intravenous infusion.
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Table 2. Patient profiles in clinical study

It No. of subjects
em
Corneal ulcer Orbital infection | Endophthalmitis Total
Gender male 6 2 1 9
female 4 2 0 6
200-0 30 2 0 0 2
300-0 40 2 0 0 2
40 0 -0 50 0 1 1 2
50 0 -0 60 1 0 0 1
Agel yrDd 600-0 70 3 2 0 5
700-0 80 2 1 0 3
mean 51.8 63.0 48.0 54.5
SD 18.7 13.7 — 17.1
50 O -0 60 4 2 0 6
600-0 70 5 0 1 6
) 700-0 80 0 1 0 1
Body weight kgOl 80 0 1 1 0 2
mean 61.4 64.3 60.0 62.1
SD 111 15.5 — 115
Category inpatient 10 4 1 15
Severity of infection moderate ! ! 0 8
y severe 3 3 1 7
Underlying disease none 4 1 0 5
or complication yes 6 3 1 10
. L none 3 1 1 5
Antimicrobials in advance yes 7 3 0 10
monomicrobial 4 2 1 7
Infection condition polymicrobial 0 1 0 1
unknown 6 1 0 7

Table 3. Distribution of dose and duration

Duration of No. of subjects
administration
0 daysO Corneal ulcer Orbital infection | Endophthalmitis Total
3-6

250 x 2 7-8
9-15
3-6
250 x 3 7-8
9-15
3-6
500 x 2 7-8
9-15
3-6
Total 7-8
9-15

Dose per day
0 mgO
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Table 4. Clinical results of DRPM treatment

Case Administration Evaluation
No. | Age | Eye | Diagnosis | Severity Organism 0 mgxO timeld WBC CRP Clinical | Bacteriol-
x[J daysl] ogical

corneal

1 38 | R ulcer moderate gooo 250%x 2x 7 5,160 - 4,290 0.2 - 0.2 excellent | unknown

2 |s9| L Cﬁlr(’;‘:f" moderate ooo 250x 2x 7 | 3190 - 6,010| 07 -0 05 | good | unknown
corneal

3 63 | R ulcer moderate oo 250 x 3x 8 |10,100 - 5,900 2.24 - 0.75 excellent | unknown
corneal

4 36 | L ulcer moderate ooo 250x 3x 8 6,400 - 4,400 | J 0.05 - 0.05 excellent | unknown
corneal

5 23 L ulcer moderate oood 250x 2x 7 6,600 - 4,600 0.06 - [0 0.05 good unknown

6 | 71| L | Omeal | moderate Cory”eg‘;‘“e”“m 250x 3x 8 | 7,300 ~ 4,700 022 0 0.05| excellent | eradicated
corneal . .

7 61 | R ulcer severe P. aeruginosa 250x 2x 7 (10,100 - 7,400 112 -0 0.24 good eradicated
corneal

8 61 | L ulcer severe ooo 500x 2x 7 7,140 - 6,290 | O 0.5 -0 0.5 | excellent | unknown

o |77 | L | comeal | moderate Cory”egzae”“m 250x 2x 7 | 7,600 — 6,500 |0 0.26 -0 0.26 | excellent | eradicated
corneal - .

10 29 | R ulcer severe P. aeruginosa 500x 2x 7 (12,100 - 4,900 OO0~ 0.1 excellent | eradicated

11 76 | R ir?fzzzltti%ln severe a-Streptococcus | 250 x 2x 7 {13,200 - 7,500 2.24 - 0.54 excellent | eradicated
orbital S. aureus -

12 69 R infection | Severe P intermediate 250x 2x 10 {10,200 - 5,800 8.66 - [ 0.24 good eradicated
orbital -

13 44 | R infection moderate P. acnes 250x 2x 5 7,400 - 4,700 0.2 - NT good eradicated

14 |63 | L | obital oo 000 250% 2x 12 | 6,630 - 6510| 0.6 - 1.0 good | unknown
infection ' ' ' '

15 |48 | R |ENUOPNL | oo ope | COrynebacterium | 5o 50 g | 7400 L 6,600| 23 - 01 good | eradicated
halmitis sp. ' ' ' '

NT: Not tested
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Table 5. Clinical efficacy, by diagnosis

Clinical efficac ini ; al)

Diagnosis s[]lk;)j.egzs excellent good i poor C“mCEI ‘;’glcacy 9% C.L2
Corneal ulcer 10 7 3 0 100.00 10/100 | O 69.2, 100.00
Orbital infection 4 1 3 0 04/40 1 39.8, 100.00
Endophthalmitis 1 0 1 0 0110 J 2.5, 100.00

Total 15 8 7 0 100.000 15/150 | 00 78.2, 100.000

3 Clinical efficacy:[J excellent + good[INo. of subjects x 100
b0 C.1.: confidence interval

Table 6. Improvement on day 2 after administration

Improvement trend al)

Diagnosis s[]lt())jégzs )'/)es i Imprg\gzgwnt 95% C.].b0
Corneal ulcer 10 10 0 100.00 10/100 | O 69.2, 100.00
Orbital infection 4 4 0 0 4/40 [139.8, 100.000
Endophthalmitis 1 1 0 01/10 0 2.5, 100.000

Total 15 15 0 100.000 15/150 | O 78.2, 100.001

3 Improvement: yes/No. of subjects x 100
b0 C.1.: confidence interval

Table 7. Clinical efficacy, by severity of infection and dose

Severity of No. of Clinical efficacy Clinical ) bO
infection | DOSe per day subjects | gxcellent good poor efficacy?” 9% C.I.
250 mg x 2 5 2 3 0 0 5/50 0 47.8, 100.00
moderate 250 mg x 3 3 3 0 0 03/30 [0 29.2, 100.00
500 mg x 2 0 0 0 0 — —
250 mg x 2 4 1 3 0 04/40 [0 39.8, 100.00
severe 250 mg x 3 0 0 0 0 — —
500 mg x 2 3 2 1 0 03/30 0 29.2, 100.00
250 mg x 2 9 3 6 0 09/90 0 66.4, 100.000
Total 250 mgx 3 3 3 0 0 03/30 0 29.2, 100.00
500 mg x 2 3 2 1 0 03/30 0 29.2, 100.00

al Clinical efficacy:(J excellent + good[INo. of subjects
b C.1.: confidence interval

Table 8. Bacteriological effect, by diagnosis

No. of Bacteriological effects Eradications®

- - 0.0 radication

Diagnosis subjects eradication _ decrease persistence 0 %0 95% C.1.>7

O presumptive eradication[] | partially eradication[]

Corneal ulcer 4 4 0 0 0 4/40 [0 39.8, 100.000

Orbital infection 3 3 0 0 03/30 00 29.2, 100.00

Endophthalmitis 1 1 0 0 0 1/10 0 2.5, 100.00
Total 8 8 0 0 0 8/80 [0 63.1, 100.000

3l Eradication: eradication/No. of subjects x 100
b0 C.1.: confidence interval

goooodoooooobooooo brRPMOOOOOO 0 O O Staphylococcus aureus Streptococcus penumo-
godooobooooooooboooooboooooa niee 0000000000 DO0O0O0O MIC,ODOODOO
0o0o00oo0ooooooooooad 000 0.1 ug/mO methicillin-susceptible S. aureus1D.2

godooobooooboooobuooobooooon ug/mLDDDDDDDDDDDDDDDD“DDDDD
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Table 9. Bacteriological effectl] by causative organism
) ) No. of Bacteriological effects Eradication
Causative organism - 95% C.1.9°
g subjects | eradication®® | decrease® | persistent ratec”
o a-Streptococcus 1 1 0 0 0110 0 2.5, 100.00
Gram-positive -
bacteria Corynebacterium 3 3 0 0 0330 |029.2, 10000
Mono- SP-
microbial  Gram-negative .
bacteria P. aeruginosa 2 2 0 0 02/20 [J 15.8, 100.000
Anaerobes P. acnes 1 1 0 0 0110 0 2.5, 100.00
Poly- S. aureus
microbial P. intermedia 1 1 0 0 010 025, 100.00
Total 8 8 0 0 0 8/80 [J63.1, 100.00

at Eradication: eradication(] presumptive eradication(]
b% Decrease: decreasel] partially eradication(]

¢t Eradication: eradication/No. of subjects

40 C.1.: confidence interval

Table 10. Susceptibility of causative organisms to carbapenem antibiotics

MICOp g/mLO
DRPM MEPM IPM PAPM
S. aureus OnO 10 0.05 0.1 0.05 0.05
* a-Streptococcus  On0 10 | 0 0025 | 0 0025 | 0 0025 | 0 0.025
"""""""""""""""""""""""""""""" 00025 | 005 | 00025 | 00025
Corynebacterium sp.00 n 0 30 0 0.025 0.05 0 0.025 | O 0.025
0 0.025 0.05 0 0.025 | O 0.025
. 0.1 0.1 1.56 3.13
P. aeruginosa OnO 20 039 0.39 156 125
Cpoacnes ono10 | 005 | 01 | 00025 | 00025
P intermedia | on010 | o1 | 01 | 01 | 01
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Study of doripenem distribution in ocular tissue and its clinical relevance
in ophthalmological infection

Masao Ooishi*, Yoshitaka Miyanaga™, Shigeaki Ohno*, Takaaki Fujiwara®
Kazuyuki Sasaki®and Hiroshi Shiota™

"Department of Ophthalmology, Shirone Kensei Hospital,

770-1 Jougesuwanoki, Shirone, Niigata, Japan
“Nishikasai Inouye Eye Hospital
*Department of Ophthalmology, Hokkaido University School of Medicine
“Department of Ophthalmology, Kyorin University School of Medicine
*"Department of Ophthalmology, Kanazawa Medical University
S"Department of Ophthalmology, University of Tokushima School of Medicine

We studied the distribution of doripeneril DRPM[] a new carbapenem antibiotic for injection, in ocular tissue

O aqueous humorCafter DRPM infusion at a dosage of 250 mg, and evaluated the efficacy and safety of DRPM ad-

ministered in patients with corneal ulcer, orbital infection, and endophthalmitis after DRPM infusion at a dos-
age of 250 mg, b.i.d. or t.i.d., or at 500 mg, b.i.d.

DRPM concentration in the agueous humor of those undergoing cataract surgery was 0.16-0.87 ug/mL within
70-115 minutes of the start of infusion. Plasma concentration in the same period was 6.86-12.9 g/mL.

Of 15 patients evaluated for efficacy—corneal ulcer in 10, orbital infection in 4, and endophthalmitis in 1—
DRPM was administered to 9 at a dose of 250 mg b.i.d., to 3 at a dose of 250 mg t.i.d., and to 3 at a dose of 500
mg b.i.d. Clinical efficacy, the primary endpoint in this study, was 100.00 0 15/1500 Improvement on Day 2, a
secondary endpoint, was 1000 0 15/150

Bacteriological response was evaluated in 8 patients—corneal ulcer in 4, orbital infection in 3 and en-
dophthalmitis in 1—1 of whom had a-Streptococcus infection, 3 Corynebacterium sp. infection, 2 P. aerugi-
nosa infection, 1 P. acnes infection, and 1 S. aureus-P. intermedia mixed infection. Causative bacteria were
eradicated in all 8 and no new strains appeared after DRPM administration.

All 15 were evaluated for safety, with the primary endpoint the absence or presence of adverse drug reac-
tionsd symptoms and laboratory findingsd and the secondary endpoint overall safety. In 4, the 8 adverse events
observed were mild to moderate and none was judged to be related to DRPM. In the abnormal laboratory find-
ings reported in 50 5 events[] the causal relationship to DRPM could not be ruled out resulting in these 5 ad-
verse events judged to be adverse drug reactionsd abnormal laboratory findings including an increase in ALT

0 3 events[ an increase in ASTO 100 and an increase in y-GPTO 10 The incidence of adverse drug reactions was
33.30 0 5/150 and all were mild and returned to normal. Many of these adverse drug reactionsd abnormal labo-
ratory findingsCwere similar to those of currently available carbapenem antibiotics. The overall safety of DRPM
was 100.00 0 15/1501



