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Fig. 1. Therapeutic effect of cefditoren pivoxil of 7.5, Fig. 2. Therapeutic effect of amoxicillin of 18.8, 75, or

30, and 120 mg/kg/day on the number of bacteria
in the lungs of mice with pneumonia caused by
penicillin-susceptible S. pneumoniae MSC-178
and f-lactamase-negative ampicillin-resistant H.
influenzae TH-1562. Mice were intranasally in-
fected with 10° CFU/mice of PSSP and BLNAR, 1
day after intraperitoneal administration of cyclo-
phosphamidé] 200 mg,/kgCl Cefditoren pivoxil was
orally administrated 3 times a day for 3 days. Col-
umns show means* S.D., n00 4-5. “: PO 0.05 ver-
sus untreated control by Steel’s multiple compari-
son test.

CDTR-PI: cefditoren pivoxil

OBHIBODifcod DO O0O0O370 0000000000
D000 BHBOOOOOOOGONMOOOOOO O
0 U-2000A00 00000 0800000370 0000
ooooo

H.influenzae:50 00 00000000 DOOO
BHIAOOOOOO H. influenzae TH-1562 O BHIB O O
D00O0oOdesonmO0000007500000000
ooo

200000

00000000000 mO0dg 50mg/mL 00
MO0MO00000000000020 0000000
00MNU0MOo00000000oooooooooo
000000MmMmOOn2:1:260uL 00000000
00000000000 30puL00000000000
oooo

300o0o0oo

0000 o050 00000000000 OOOO 10
0001030000300 9000000omo
000000000000000000™MO00mMmO0
O000D0O000OCDTRPIOOO AMPCOOOODODO
0000000000 7.50300120 mg/kg/day O O
0 18.80 750 300 mg/kg/day O 0 0 0 AMPC 300 mg/kg/
dayDOODOODOOODODOOOCDTRPIODOO
CFPN-PIO 0 O OO 120mg/kg/dayd O OO0 OO
AMPC 75mg/kg/day 0 0 000 0O O OOCDTR-PIO

300mg/kg/day on the number of bacteria in the
lungs of mice with pneumonia caused by S. pneu-
moniae MSC-178 and H. influenzae TH-1562.
Mice were intranasally infected with 10° CFU/
mice of PSSP and BLNAR, 1 day after intraperito-
neal administration of cyclophosphamidél 200mg/
kg Amoxicillin was orally administrated 3 times
a day for 3 days. Columns show means + S.D., n(J
3-5.": PO 0.05 versus untreated control by Steel’s
multiple comparison test.

AMPC: amoxicillin

CFPN-PIO 0O CFDNO O O O O 30 mg/kg/day O O
aad

500000000oogad
0400000000000 0000DODO1.8mL
gddddooooooooooboboboboboooooo
goo0oboobooobooobobooboobo o
ggooobbobboobobbbooog opLdod
DDDDDDDPSSPDDDDDDDDO.25ug/mL|]
norfloxacinO Sigma 000 0O 50 000 OO O O BHIA
OOBLNARO OO O OO O 5pug/mLO vancomycin
OSigmaO0O0O O500 O O O O O O isovitalex-
enrichment BBLO M OOOOOO BHIAOOOODOO
00370 dooboboboboboododooooooad
goddddoooooooooobobobobobooooo
000000000000 20x 10°CFU/lungd O O
oad

e0ooogag
O00D0D00D0DOO0O0OO0OD0OO00O+00000meanof
logo CFUz SD.OOOOOOOOODOODOOOOOOO
godd SASver. 100000O0OOOOOOOOOO
O nonparametricO Steel D0 OO0 O0OO0OO0OO0O0O0OOOO
gos0 doo0ooooooooboobobooooon
godddoooo AMPCOODODOOOOOO nonpara-
metric0 SteelD 00000000000

o o a

10CDTR-PID OO AMPCOOOOO



VOL.52 NO. 5 obooobooooo AMPCOO COTR-PIDOOOOODOO 253
79 == S. pneumoniae MSC-178 (PSSP) 9 3 S. pneumoniae MSC-178 (PSSP)
8 _ 3 H. influenzae TH-1562 (BLNAR) o _ 8 3 H. influenzae TH-1562 (BLNAR)
5% o 5% °)
g5 | * 837
S55° * T =D 6
[S3™ oL
s O T O g
o~ 4 I Q
oD oo
EQ J_ E S 44
33 32
=z z 3
241 21k
>
&
g &
« &

]
3
®

Fig. 3. Comparative therapeutic effect of amoxicillin alone
when swithcing from amoxicillin to cefditoren pivoxil or
cefcapene pivoxil on the number of bacteria in the lungs
of mice with pneumonia caused by S. pneumoniae
MSC-178 and H. influenzae TH-1562. Mice were intrana-
sally infected with 10° CFU/mice of PSSP and of
BLNAR, 1 day after intraperitoneal administration of cy-
clophosphamidél 200 mg/kgd Amoxicillin was orally ad-
ministrated 3 times a day at a dose of 300 mg/kg/day.
Cefditoren pivoxil and cefcapene pivoxil were orally ad-
ministrated 3 times a day at a dose of 120 mg/kg/day for
2 days following oral administration of amoxicillin at a
dose of 300 mg/kg/day for 1 day. Columns show means
+S.D.,, n0O6.": POO0.05 “": PO 0.01 versus untreated
control by Steel’s multiple comparison test. ##: PO 0.01
versus amoxicillin by Steel’ s multiple comparison test.
AMPC: amoxicillin, CDTR-PI: cefditoren pivoxil, CFPN-PI:
cefcapene pivoxil
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Fig. 4. Comparative therapeutic effect of amoxicillin
alone when switching from amoxicillin to cefdi-
toren pivoxil, cefcapene pivoxil, or cefdinir on the
number of bacteria in the lungs of mice with pneu-
monia caused by S. pneumoniae MSC-178 and H.
influenzae TH-1562. Mice were intranasally in-
fected with 10° CFU/mice of PSSP and BLNAR, 1
day after intraperitoneal administration of cyclo-
phosphamidel] 200mg,/kg] Amoxicillin was orally
administrated 3 times a day at a dose of 75 mg/
kg/day. Cefditoren pivoxil, cefcapene pivoxil, and
cefdinir were orally administrated 3 times a day at
a dose of 30 mg,/kg/day for 2 days following oral
administration of amoxicillin at a dose of 75 mg/
kg/day for 1 day. Columns show means S.D., n(J
6.“: PO 0.05,“": PO 0.01 versus untreated control
by Steel’s multiple comparison test. #: P 0.05
versus amoxicillin by Steel’s multiple comparison
test.
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Efficacy of a therapy switching from amoxicillin to cefditoren pivoxil
against a mixed pneumonia model in mice

Yuko Muto, Atsuyuki Shimizu, Toshihiko Takata,
Hiroomi Watabe and Muneo Hikida

Infectious Disease Research Laboratories, Meiji Seika Kaisha, Ltd.,

760 Morooka-cho, Kohoku-ku, Yokohama, Kanagawa, Japan

We studied the therapeutic efficacy of cefditoren pivoxill CDTR-PI0and amoxicilliid AMPCOagainst a mixed
pneumonia model of penicillin-susceptible Streptococcus pneumoniae 0 PSSP and S-lactamase negative am-
picillin resistant Haemophilus influenzae 0 BLNARDO in mice. The efficacy of CDTR-PI against PSSP was ob-
served at doses of 30 mg/kg/day or higher, and of AMPC at doses of 7.5 mg/kg/day or higher. CDTR-PI treat-
ment against BLNAR also showed therapeutic efficacy at doses of 18.8 mg/kg,/day or higher, unlike AMPC.
Moreover, the efficacy of a therapy switching from AMPC to CDTR-PI was superior to that of AMPC monother-
apy against BLNAR. The effect of switching from AMPC to CFPN-PI and CFDN was approximately equal to that
of AMPC monotherapy. This suggests that CDTR-PI is likely to become the drug of choice due to its balanced
activity against mixed infection caused by S. pneumoniae and H. influenzae. CDTR-PI is likely to become the
drug of second choice in failure of AMPC therapy as the first choice.



