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Table 1.

Institutions participating

Institution

Investigators

Tohoku University Hospital
Shiogama City Hospital
National East Ibaraki Hospital

Keio University Hospital

Toranomon Hospital

Kanagawa Prefectural Cardiovascular and Respiratory

Diseases Center Hospital
Shinrakuen Hospital

Nishi-Niigata Chuo National Hospital
Tenryu Hospital

Kawasaki Medical University Hospital
Kurashiki Daiichi Hospital

Kaneda Hospital
Nagasaki University Hospital

University of the Ryukyus University Hospital

Akira Watanabe
Yutaka Tokue
Shigeru Itabashi
Takefumi Saito
Kazuhiro Yamaguchi
Ichiro Kawada
Kunihiko Yoshimura
Kouji Narui
Yuji Watanuki

Nobuki Aoki
Hidemi Ohi
Koichi Wada
Isao Saito
Hiroshi Hayakawa
Yasukatsu Nakano
Masahiro Shirai
Yoshito Niki
Hiroki Hara
Keiji Mohri
Masayoshi Kawanishi
Kazunori Tomono
Katsunori Yanagihara
Takashi Shinzato
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Table 2.

Evaluation of severity

Severity of infection

Mild
[ Satisfies 3 or
more criterial]

Moderate

Severe”
[J Satisfies 3 or
more criteriall

Body temperature

Number of infiltrates
on chest radiograph

0 10 mg/dL

Cases neither
mild nor severe

0 20 mg/dL

Mild

No effect on pneumonia onset and
course, such as high blood pressure,
hyperlipidemia, or mild liver dysfunc-
tion.

Mild

Moderate

Severe

Severity of underly- Moderate

ing disease and com-
plications

Possibly affecting pneumonia onset
and course but not severely, such as
mild chronic obstructive pulmonary
disease well-controlled diabetes, or
chronic nephritis.

Moderate

Moderate

Severe

Severe

Affecting pneumonia onset and course
significantly, and effects of treatment,
such as connective tissue disease,
leukemia, malignant disease particu-
larly in advanced stage, congestive
heart failure, and chronic airway
disease with respiratory insufficiency.

Severe

Severe

Severe

Y: Case with hospital-acquired pneumonia with ventilation and respiratory failured PaO2 O] 60 mmHgL are evaluated as severe.
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Table 3. Clinical results of doripenem treatment
Dosage and
. administration . . . -
Patient | Age/Gender Severity of | Underlying disease/ Clinical . - - -
# Body weight Tc;eatment infection complication efficacy Microbiological efficacy
uration
0 daysO
lung cancer, parox-
| atrial fibrilla-
500 mg x 2 ysmaj aiial Hb
85/M p - tion, cardiac failure,
01 61 kg 014 |nfg3|onsD Moderate constipation, deaf- Cure —
ness
APACHE Il score: 15
diabetes, angina pec-
toris, congestive
80/M 500 mg x 2 heart failure, gastric
02 53 K 0 13 infusions] | Moderate | cancer, chronic Cure —
9 7 hepatitis C, diabetic
retinopathy
APACHE Il score: 9
Alzheimer’s disease
500 mg x 2 - aoT
79/F - - - decubitus, constipa-
03 40 kg 013 mf;JsmnsD Mild tion Cure —
APACHE Il score: 20
chronic respiratory
79/M 500 mg x 2 failure, chronic em-
04 Unknown [ 16 infusionsO Mild physema, sick sinus Cure —
9 syndrome, diabetes
APACHE Il score: 15
respiratory/cardiac
failures caused by
500 mg x 2 -
71/F - - Severe previous pulmonary
05 37 kg 0l14 'nf;JS'O”SD 0 VAPO tuberculosis, consti- Cure —
pation
APACHE Il score: 13
cardiac failure, bron-
D%O?nﬁgi;nszlj chial asthma, se-
95/M quelae of cerebral
06 Unknown 0 fZS?nTt?sixonst Moderate infarction, anemia, Cure -
10 hypoalbuminemia
APACHE II score: 37
lung cancer, arrhyth-
500 mg x 2 Severe : ' - . :
78/F - - - mialJ supraventricu- Moraxella catarrhalisC] Eradicated]
o7 43 kg 013 |nf;15|0nsD - ri;?lll:?é%’y lar] insomnia Cure New pathogen: O
APACHE Il score: 15
chronic heart fail-
82/M 500 mg x 3 ure, hemorrhagic Klebsiella pneumoniaell Eradicatedd
08 32 K [0 30 infusions] | Moderate | gastric ulcer Cure Enterobacter cloacael] Eradicated(]
g 11 [ postgastrectomy] New pathogen: [
APACHE Il score: 12
hypoproteinemia,
gastric cancerl] post-
operation], hypoten-
sion, atrial
fibrillation, neuro-
500 mg x 2 Severe : oL - . .
81/M - - p genic pollakiuria, - Escherichia colil] Eradicated]
09 Unknown 015 InfgsmnsD - ri;?;;?é%’y compressed fracture Failure New pathogen: O
of lumbar vertebrae,
osteoarthritis of lum-
bar spine, anemia,
insomnia, edema
APACHE II score: 15
sequelae of cerebral
infarction, postgas- —
500 mg x 3 "
59/M - - trostomy, congestive | Excluded due
10 45 kg b2 |nfgsmnsD Moderate heart failure, gener- | to nonappli- o
alized toxicoderma cable disease
APACHE Il score: 15

0 continuel
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iy
11 47 kg
67/M
12 43 kg
69/M
13 48 kg
87/M
14 43 kg
78/M
15 Unknown
81/F
16 Unknown
90/M
17 Unknown
44/M
18 60 kg

500 mg x 2
[ 13 infusions[]

500 mg x 3
[ 17 infusions[]
6

500 mg x 3
[J 20 infusions[]

500 mg x 2
[0 13 infusions[]

500 mg x 2
[ 14 infusions[]

500 mg x 3
[J 36 infusions[]
13

500 mg x 2
0 14 infusions[]

1,000 mg x 2
J 13 infusions[]
7

Mild

Mild

Moderate

Moderate

Severe
0 VAPO
in ICU

unstable angina pec-
toris, blood-pressure
fall, aortic valve
stenosis, Alzheimer’s
disease, hyperten-
sion

APACHE II score: 7

bronchopulmonary
aspergillosis, bron-
chial asthma, bron-
chiectasis, sequelae
of previous
pulmonary tubercu-
losis, chronic respi-
ratory failure, osteo-
porosis, atrial fibril-
lation, cardiac fail-
ure, hypertension,
keratitis, cataract
APACHE II score: 14

infantile paralysis
[ logopathy,
quadriplegial]
chronic bronchitis
APACHE II score: 17

lung cancer, hyper-
tension, diabetes
APACHE II score: 11

emphysema, bron-
chiectasis, hypoka-
lemia, allergic rhini-
tis, cor pulmonale
Oright cardiac
failure[] chronic gas-
tritis

APACHE II score: 12

interstitial pneumo-
nitis, multiple cere-
bral infarction, se-
nile dementia

APACHE II score: 9

sequelae of cerebral
thrombosi] confined
to bedl] dementia,
pulmonary tubercu-
losis, cardiac failure,
eczema, constipation
APACHE II score: 12

liver cirrhosis, pul-
monary hemorrhage,
hyperammonemia,
hepatic encephalo-
pathy, hepatitis C,
atrial septal defect
[] post-operation(]
pulmonary hyperten-
sion, chronic heart
failure, chronic res-
piratory failure, con-
stipation, insomnia
APACHE II score: 12

Cure

Not evaluable
due to sud-
den death

Cure

Excluded due
to concomi-
tant use of
prohibited
drug

Cure

Pantoea agglomeranst Eradicated
New pathogen: [

Staphylococcus aureus] Apparent
new infection[]
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Fig. 1. Treatment course in case 050 71 Y, female, 37 kg[d
2003 1/6 u7 1/8 1/9 1/10 111 112 113 114 115 116 1n7 118 119 1/20 121 1/22
\ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \
Drugs [ DRPM 500 mg b.i.d. |
furosemide iv 20 mg/day [ furo
Mechanical | Puton 2002/12/1 Removed
ventilator
394
Body 38
temperature
pooo 37
361
357
Pathogen normal flora normal flora normal flora normal flora
from sputum
Volume
of sputum 000 00000000 0ooo0 ooo oo oo oo oo oo oo 0o oo oo oo oo oo
Purulent
of sputum P P P PM PM M M M M M M M M M M M M
Rales oo oo oo oag oo oo oo oo oo oo oo oo oo oo oo oo 0o
Dehydration oo oo oo oo oo oo oo oo oo oo oo oo oo oo oo oo oo
Pa0z) mmHgLd 78.8 713 86.5
0 on oxygend O 0 on oxygenO O 0 on oxygenO 0
WBC! /mm3[T] 9,6000 ¢ 6,000 7,300 6,700
Stahi] %[ 10 0.0 0.5 0.0
Sed] %] 82.070 74.000 64.500 76.000
CRP] mg/dLLI) 2.460°0 3.12°0 0.69° 0 0.23
Chest X-ray
score ! 1 0 0
9: abnormal
Fig. 2. Treatment course in case 0800 82 Y, male, 32 kgl
2003 2/21 2122 2/23 2/24 2/25 2/26 2127 2/28 311 32 3/3 3/4 3/5 3/6 317 311 3/12 3/13
\ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \
Drugs \ DRPM 500 mg t.i.d. |
furosemide iv \ 10 mg \ 20 mg/day \ 10 mg/day \
Oxygen | === > >
inhalation 1-2 L/min 2 L/min 12 L/min 2.3 L/min 2 L/min
3 8 mask[- & mask(-5-6-7 L/min 3 L/min 1L/min
8-7-5L/min 91 mask-2-3 L/min
4-5-4-3-2L/min
399
Body 38
temperature
pooO 374
36
354
Pathogen K. pneumoniae normal flora normal flora normal flora normal flora
from sputum E. cloacae
Volume
of sputum OooooO o000 000 000 000 000 000 OO0 D00 00D D00 ooo 0ooo ooo
Purulent
of sputum P P P PM PM PM PM PM PM PM  PM  PM PM  PM
Dyspnea 000 000 OO0 000 000 000 OO0 000 OO0 000 000 ooo 0ooo ooo
Rales 000 0ooo0 oobo ooo ooo 0o oo oo oo oo oo oo oo oo
Dehydration ao oo ao oo oo oo oo oo oo oo oo oo oo oo
PaOz] mmHgC| O 64 75 80 58 102
0 on oxygenOd O 0 on oxygenO O 0 on oxygenO O 0 on oxygenO O O on oxygenOd O
WBCI /mm30 [0 14,3007 11,700 5,500 5,200 8,200 13,400""
Stab.[ %0 0 4571 16" 8 1200 5 7
Seg.U %0 U 40 770" 697" 73! 8200  g7°"
CRPO mg/dLO O 17.9°Y 12.8°Y 5.0°Y 1.8°° 129°  10.9°F
Chest X-ray
score 8 6 5 5 5

o abnormal
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Table 4. Nonlaboratory adverse drug reactions
Dosage and
administration . .
Age/ Day of - . - o1 | Relationship
No. Gender Téﬁ?;?gﬂt Symptom appearance'” Severity Action taken Prognosis to drug
0 dayst
500 mg x 3 Other medication .
08 82/M [J 30 timesO Pseudomle_mbranous 16 Mod_erate 0 Vancomycin Disappeared Probable
11 colitis O Seriousd 2 glday(] on day 13
10 Counted from initiation of treatment] Day 0[] 2” Counted from initiation of appearancel] Day 0[]
Table 5. Synopsis of mortality
Age/ Daily dose - Day of Day of | Relationship
No. Gender | Therapy duration(] days[] Cause of death Severity appearance!” | death?” to drug
10 59/M 500mg x 3 DIC Severe Day 9 Day5 | Not related
9 [ Serious
12 67/M 500 rrég x 3 Airway obstruction O SS:r\gg[JesD Day 6 Day 0 Not related
10 Counted from initiation of treatment(] Day 0[] ?” Counted from initiation of appearancel] Day 0]
Table 6. Laboratory adverse drug reactions™ 2 "3
Age/ Dosage and administration - Values
NO- | Gender Treatment duration(] days[] Abnormal items pre atend | follow-up
500 mg x 2 eosinophil
02 80/M 7 £ %01 0 9 8 5
2S00 21 17 51 21
05 | 7UF 500 mg > 2 =
0 1ULD o 0] 42 16
LI
500 mg x 2
4 GPT
06 | 95M 250 mg x 2 0 IULD 13 8 | B 28
6 A
Total Bilirubin
0 mg/dLO 0.3 16 12 08
500 mg x 2 y -GTP
07 78/F 7 0 UL 44 80 82 52
500 mg x 3 GOT
16 81/F 13 0 IULD 18 28 45 30
Underlined values are abnormal.
1 Severity was slight in all cases.
"2 No action was taken in any cases.
*3 Relationship to the drug wa$ probable” in all cases.
Table 7. Overall safety
No. of Overall safety Safety?” 95% C.1b0
patients | safe | almost safe | slight problem | problem 0 %0
17 11 5 1 0 94.1 [071.3,99.90

al Safety:(] safe [ almost safe[INo. of subjects x 100
b0 C.I.: Confidence interval
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Therapeutic exploratory study of the efficacy and safety of doripenem in
patients with hospital-acquired pneumonia
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We conducted a therapeutic exploratory study to evaluate the efficacy and safety of doripenenil DRPM,
a new carbapenem antibiotic for injection, in 18 patients aged 44 to 95 years, with hospital-acquired pneumonia.
Of these 18 were evaluated for DRPM efficacy and divided by dose as follows:10 at 500 mg b. i. d., 3 at 500 mg
t.i.d., 1at 1,000 mgb.i.d., and 1 at a starting dose of 500 mg b.i.d. followed by 250 mg b.i.dJ downward titration
based on improvement in symptoms and patient agel]

In all 1 of 18, DRPM was effective and clinical efficacy was evidenced as expected before the start of treat-
ment.

For safety, nonlaboratory adverse drug reactions were observed in only 1 case, pseudomembranous colitis.
Laboratory adverse drug reactions were observed in 5, most in abnormal liver function tests.

These results show that DRPM is useful for treating patients with hospital-acquired pneumonia.



