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MAREEAOTELE Y FVAMHEREFVEMAERL, ROt 7 x4 5 BHOHMRMNR % WEBRG
Lize RV Y VRSV RERE (PSSP) 12X B2HHRKEFVIIHL, cefteram pivoxil (CFTM-PI)
X U cefpodoxime proxetil (CPDX-PR) i3 10 mg/kg @ 1 H 2 [l 2 H x5 THEAMEF AP H
BANERREFETICHY S® (p<0.01), cefdinir (CFDN), cefditoren pivoxil (CDTR-PI), cefa-
clor (CCL) XN EER L. SORBBIZIEEHD in vitro LW B X KN B)E 2 B
LEborEZONZ, X2V ) VRRZEWMARIRE (PISP) X 2PHREFNVIINL, CFTM-PI
Z 10 mg/kg ® 1 H 2 Il 2 HE$%G CTHBDRZ RE L h »7225 50 mg/kg (BT 2 EHHEFEIN
AR ERBBARUT TR SE72 (p<0.01), ZO%)EI: CPDX-PR L[F%T, ALV ELTY
72 (p<0.01), %72 CFTM-PI ® 20 mg/kg 1 H 2 [l 5 HR#HTH 50 mg/kg 1 H 2 B 2 HEH#EE
% DBEBMELREONT, UL, PSSP BIXU PISP L2 ENVEY PHEREFVIINL
CFTM-PI $ X 0* CPDX-PR & CFDN, CDTR-PI, CCL & Y& %R L7z, $72 PISP I
EBNPHRIIH L TIZ PSSP DA & 5B G B ORRSULETH - 72,

Key words: &11t 7 = &, &K@, EVvEY b, hHE

BB E RO FELEBRAIMRREE A 7T
YHRTHY, #IE7 2 2HREThSORMICHIELR
W ERLHBIIECHYORTWS 2, LA LIRIRET
134 penicillin G (PCG) @ MIC %% 0.1~1 ug/ml HR=
) YREZYEMR (penicillin-intermediate Streptococcus
pneumoniae: PISP) B XU 1 ug/ml LA E o & BEi P
(penicillin-resistant S. pneumoniae: PRSP) AsHiBIL, #
DI BB M RIRAZRD 25~60 % (ZET 5 LG X
NTW539, PISP BX T PRSP 31+ 7 L 23T L
THEBZMALTBY, 5127 MBI AFI 43/
WFF 2-ANKEF I F)F U REHOL T 2 A BIH
R L IRBREEROFED MES TS,

PISP I2& 2 H KL 1~4 FOEMEIIL L, "=
) O RAEKS THIRIZZILT 5245 PISP 2'%4&ICBRW
ENLViDB G RIET A LRI TS L, RAITHM
KA ZDOHRGFEEWHICTHI LU ETH S LI5S
NTWwaes, ZZT, 44 ix PSSP B U PISP 12 &
LHENEY MHREFVEERL, B0 7 x4 5 %#|
DEFRNEERH L 72O THET 5,
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1. fEMH R

BWFTEFT PR AE DR 57 ¥ Streptococcus pneumoniae
D-1481 (penicillin-susceptible S. pneumoniae: PSSP)

B XU S. pneumoniae D-1408 (PISP) % L7z,

2. MEHEH

Cefteram pivoxil (CFTM-PI) (3 4#A K5, cef-
podoxime proxetil (CPDX-PR; =3t), cefditoren
pivoxil (CDTR-PI; BH{A® ¥ ), cefaclor (CCL;
SIGMA), penicillin G (PCG; #A& ®E) 1k,
cefdinir (CFDN; BEIRIEM) 1ZH KM A S BTl
L72bDMEH LA, 2EHAKD cefteram
(CFTM), cefpodoxime (CPDX), cefditoren (CDTR)
BEHAERMEFEHA L, 70 FJ v ZidEEAKC
WELTHRE L7,

3. Y

Hartley &, HePE, A& 250~300g DENVEY M2
L7,

4. ERIEZHEONE

HAL A9k e o 1HE U, R ERARE
T MIC #Z#fl# L 72, Brain heart infusion broth
(BHIB; %#F) T 387 C, 6 WM& LAEH (W
10°CFU/ml) #3I72u7/35 v ¥ —% MW\, BH 2 E
5 % WLSEMEME 0N heart infusion agar (HIA; %
W) CHREL 7o MIC O¥5Eid 37 C, 18 WeRsi##
247 720

5. ELEy MIBEREFVICHT B BHDE

swribihi FRF 2-4-1
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L—FVEEET, KWz idiz 1/5 B TFe &0
WEEEEVT, ELEY b 1B S~TIL, 6~14 )
OWEEEMNIC BHIB T 6 RN #ELARWHE (107~
10° CFU/ml) 50 ul % #ES B HeMl LIS S 672, Ik
BBANPD 05 % AFVEruo—2 (MC; E#1ty)
CBEHL-EH % S. pneumoniae D-1481 Tit 10
mg/kg (CCL: 20 mg/kg) 1 H 2 Ml 2 H#, S. pneu-
moniae D-1408 TiX 10~50 mg/kg (CCL: 100 mg/kg)
1H2M 2 HREAE 5 HEEO®RE L, EVvEY
b EREREG 24 MBS — 7 VEREE T, BEERK
BRGKICE DML S ¥, PHE A2 BL
7o BEHYARTEHEL %, 10 ml OEBAER%
MATESHEBEL, FRBEREICLIVPHBOUNER
MEllE L,

6. RERMLRR A RRGET

EVEY b (LA 2100) ZEABERELS 24 BR#IC
Binse <&, Ko, BHERE )OS, HEFTE 10
% PRGNV YBRICRIEBE Lz, BEEET#,
Plank & Rychlo #IC X W BIKL, 7857 1 YUK 21
#1172, Hematoxylin-Eosin Jefat£85M L 72,

7. WEHMEBITEORET

S. pneumoniae D-1481 #EXE/-ELVEY b (1
B3I 12, BH 0.5 % MC % L 72 %A1 200 mg/kg
EROKS L, &5 05, 1, 2, 4 BFEZICMES &
U ERIRE 2 SR L 720 MM = — 7 OV RREE T ISR 30

Escherichia coli NIHJ, CCL Ti¥ Micrococcus luteus
ATCC 9341 ZHE W & ¥ % bioassay # (RX—78—F
{1 A7) Tiro7

8. MEAHBT

EHRROMEAHANTIE Tukey DL EIEIZL D
o7

II.

1. AR

R L 7= Rtk A RZM % Table 1 2R T,
S. pneumoniae D-1481 |Z%}9 % MIC % 0.0125~0.39
ug/ml T Y, CFTM # LU CDTR 5 - & £ <,
R\T CPDX, CFDN, CCL DI TH 720 S. pneu-
moniae D-1408 12349 % % ¥EH|D MIC ik 0.2~12.5
ug/ml THY, S. pneumoniae D-1481 (T~
23 1/4~1/32 I F L T 7z,

2. ENVEy PPHREFNVIINT BB E

PSSP T#® 5 S. pneumoniae D-1481 (2 X 2 H %
EFNICBITAEOL7 24 10 mg/kg (CCL: 20
mg/kg) 1 H 2 [ 2 HERHFEEOHFHEFANER %
Fig. 1 IZ/R¥, PHEANERBITERHER TIZFEY

X B K R

Table 1. Antibacterial activity of oral cephem antibiotics against
Streptococcus pneumoniae D-1481 (PSSP) and D-1408

(PISP)

MIC (ug/ml)

Strain

KR & O IRIUL, 30T & Y i & 58 L7, B CFTM CFDN CPDX CDTR CCL PCG
3 2, PO S. pne 1
HEGHERE /15 M ) Y BEBH®R (pH 7.0) 12T 10 D_f:g:'::g:;) 0.0125 0.1  0.05 0.0125 0.39 0.0125
EARLTHEEYF L XL, #mLLEFEEF Y TIVEL s )
N . . . pneumoniae
2o EHNREDOHE X CFTM Tld Klebsiella pneumo- D-1408 (PISPy 02 089 039 02 125 02
nice ATCC 10031, CFDN, CPDX, CDTR T
8r . :
7t L7 % . &
g - y
s 6F L ]
54 . .
% : s .
S 5 S £ Detection limit
23F-----------mmmmmm-- @@ - T - - -------------- e -1 ------ @- -
<23 2 ooe
Co;xtrol CF'I“M-PI CFbN CPDX-PR CDTR-PI  CCL
10 mgrkg 10 mgkg 10 mg/kg 10 mg/kg 20 mg/kg

Fig.

CFTM-PI: cefteram pivoxil, CFDN: cefdinir, CPDX-PR: cefpodoxime proxetil,

CDTR-PI: cefditoren pivoxil, CCL: cefaclor

Challenge dose: 9.3 x 10° cells/middle ear

Therapy: P. O. administration twice daily for 2 days

Observation: at 24 hours after final administration of drug

Guinea pigs: Hartley male guinea pigs (250300 g), n=5 (10 ears)

—O—: Mean*SD

1. Therapeutic effects of oral cephem antibiotics on experimental otitis
media in guinea pigs caused by Streptococcus pneumontiae D-1481 (PSSP).
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6.93 (Log CFU/middle ear) Th ¥, MIHH (HH
MIAKE) ORI 7.50 (Log CFU/middle ear) & iLfil
L Tw7:, CDTR-PI 5 XU CFDN 10 mg/kg, CCL
20 mg/kg G5BT ENER 4.60, 6.47, 7.13 (Log
CFU/middle ear) Th ) HELEHBOBPIIEED S
hieh ot THIZHL CFTM-PI, CPDX-PR 10
mg/kg BEBMTIRFLEFh <244, <2.77 (Log
CFU/middle ear) Tdh 0, HEHFEBICHBELARLRE
RO HERD Stz (p<0.01),

PISP T# 5% S. pneumoniae D-1408 2 X 2 HHRE
F W23 % CFTM-PI 10, 20, 50 mg/kg 1 H 2 Il 2

Log CFU/middle ear

Detection limit

Control 10 mg/kg 20 mg/kg 50 mg/kg

Challenge dose: 1.3 X 107 cells/middle ear

Therapy: P. O. administration twice daily for 2 days

Observation: at 24 hours after final administration of drug

Guinea pigs: Hartley male guinea pigs (250 —300g),n=3-5
(6 —10 ears)

+—0—: Mean*SD

Fig. 2. Effect of dosage on therapeutic effect of cefteram
pivoxil against experimental otitis media in guinea

pigs caused by Streptococcus pneumoniae D-1408
(PISP) .

HiasmohEEaNER T Fig. 2 IIR°¥, #F
B A B B IR RE T 5.53 (Log CFU/middle
ear) ThHY, BREFHOERE 598 (Log CFU/mid-
dle ear) 3EMLTWw72, CFTM-PI 10 mg/kg 5T
13 5.38 (Log CFU/middle ear) TV, MEiGHEFIZH
BLERDRIED O LD 5720 CFTM-PI 20
mg/kg ¥ 5 Tid <3.84 (Log CFU/middle ear) T,
HOBREMADRONLD, EERBICHNEELER
KORBRIIED SN (p<0.05). 50 mgkg 5 Tit
WERLBRHBREUT I THEBRERD L, BEDSE
»ED LNz (p<0.01),

S. pneumoniae D-1408 (2 X ZHHRETFIVIZBITS
#1147 = & 50 mg/kg (CCL: 100 mg/kg) 1 H 2 A 2
HEEgREOTEEANER L Fig. 3 IZRT, EH
WHOBH G ANER UL 6.47 (Log CFU/middle ear)
¢# 72 CFDN # & U CDTR-PI 50 mg/kg, CCL
100 mg/kg ¥ 5 TIZE N Zh 4.94, 4.96, 5.81 (Log
CFU/middle ear) TH» Y, AELERBOBRIETED
bhehoiz. i L CFTM-PI, CPDX-PR #5&
BT ZFhZh <254, <260 (Log CFU/middle ear)
ThHY, WHERFICHRARLRERBORIVEDL
h7: (p<0.01),

S. pneumoniae D-1408 {2 X 2HHREFNIZBITS
CFTM-PI 20 mg/kg 1 H 2 [l 5 H BB EOHEEE
NAREE Fig. 4 IR T, BHERROTHELNAR
¥#% 5.57 (Log CFU/middle ear) Td - 72=DIIHL,
CFTM-PI if## Ti13<2.48 (Log CFU/middle ear)
ThY, AREERBORBIED SN (p<0.01),

FoBaedy, PHEANIBOWIRBIEZ T8
#, S. pneumoniae D-1481 RPFTIXEYR HICEHT

8
]
7t H 4
o PY
. 6l & . .
« L J
S ]
2 ° s .
3 st . -
E . .
2 .
[S) oo ° ° * *
® ¢ .
3 37
O | R EEEEEEEEEE e coool - - LI Detection limit
<23 a2 b
n 1 1 1 1 1 J
Control CFTM-PI CFDN CPDX-PR CDTR-PI CCL
50 mg/kg 50 mg/kg 50 mgkg 50 mg/kg 100 mg/kg

CFTM-PI: cefteram pivoxil, CFDN: cefdinir, CPDX-PR: cefpodoxime proxetil,

CDTR-PI: cefditoren pivoxil, CCL: cefaclor
Challenge dose: 1.6 X 107 cells/middle ear

Therapy: P. O. administration twice daily for 2 days
Observation: at 24 hours after final administration of drug
Guinea pigs: Hartley male guinea pigs (250 — 300 g), n=5 (10 ears)

+—O—: Mean = SD

Fig. 3 Therapgutic effects of oral cephem antibiotics on experimental otitis media
in guinea pigs caused by Streptococcus pneumoniae D-1408 (PISP).
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ENE Y MPEREF AT T B R 4y

w2 EREOKBRATINICED Sh, %Y 3
H O HHE TR OB BANZIZHM L T 7,
S. pneumoniae D-1408 B&3e T3 AR B IZ P o fiy
A, BYe 3 BB At o B A
BITERD HNT2D, S. pneumoniae D-1481 Kz
REE»LWHIL RO, WThoKTy phEE
BoORFEBLOEREVRZD SNz ShiZH LEO¢
7z AEHRGAZ XY LR U726 Tl rh By
nFFR, BERIERON-25, BFHEBREED SRV,

Log CFU/middle ear

<23 334

20 mg/kg

Challenge dose: 2.4 X 107 cells/middle ear

Therapy: P. O. administration twice daily for 5 days

Observation: at 24 hours after final administration
of drug

Guinea pigs: Hartley male guinea pigs (250 — 300 g),
n=6-7 (12— 14 ears)

—0—: Mean*=SD

Control

Fig. 4. Effect of 5 days therapy with cefteram pivoxil on
experimental otitis media in guinea pigs caused by
Streptococcus pneumoniae D-1408 (PISP).

HHCITHEHEEZ 2 3MMEOBIRBER DT HICEDS
n7z,

3. ARG R

Fig. 5 I[ZIEKSMFE, S. pneumoniae D-1481 &AL MG
HERES L O CFTM-PI 10 mgrkg 1 A 2 [ 2 B E#k 5.5
DR ET ROR LB %2R T, FEEEMITT
NHIEERE L7 S. pneumoniae D-1481 [&Ye i G
TR HEMICKEDICIREZ I 2380 5 h,
HMHRBEIZBW T B RREBEFZD SR,
2B ORHE, HEMROBA R X O MAF IR
X BHPBERBEDOMIE A ¥ T o 720 BEEIZB VT
REBORE LIFhROE»RBD LN, HEEND
RIEHW R LTV /2 CFTM-PI 5 Tl HERD
TLIRTEER MY OB T EERFICHRTELIRBAL,
HHBEOhERZERLEEDLHS NCBETH - 72,
FHRICBWTREBOMEIXR SNhi22%5 HHEROR
HB L UONEEANDRIEDW RIIEETH - 72

4. PEHREFNIIBIT S hERBEEITS®

S. pneumoniae D-1481 THHRZEHERL/ZEN £ v
MZ&EA] 200 mg/kg % RS LBEO MG RSB X
R EHRBEPRIL % Fig. 6 [C489 . CFTM-PI,
CPDX-PR, CCL # 58 ClxdEHMBEFREII®RS 1
REEZ B SEEZ2R L, CPDX (12.1 ug/g) >CFTM
(4.79 uglg) >CCL (3.96 uglg) T -72o CDTR-PI
WHBETIZ 2 BRI#IC 4.22 uglg #7RL, ZOBER
CFTM X IIZF%TdH>72s CFDN &5 TidWv¥Fhi
KIBBER (3.9 uglg) LLFTH-72o MiFttid CFTM
T 0.43~1.40, CPDX T 0.48~0.57, CDTR T 0.35~

Fig. 5. Histopathological examination of middle ear. Sections of the middle ear were obtained from
normal control guinea pigs (a) , untreated guinea pigs 3 days after inoculation (b) and cefteram
pivoxil-treated (10 mg/kg twice daily for 2 days) guinea pigs (c).

TC: Tympanic cavity, TM: Tympanic membrane, MEM: Middle ear mucosa, EAM: External
acoustic meatus, C: Cochlea, M: Malleus, E: Effusion .

Challenge dose: 4.0 % 10° cells/middle ear (Streptococcus pneumoniae D-1481)

Observation: at 24 hours after final administration of drug

Stain: hematoxylin and eosin
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CFTM: cefteram, CFDN: cefdinir, CPDX: cefpodoxime, CDTR: cefditoren,

CCL: cefaclor

Fig. 6. Serum and middle ear mucosa levels of oral cephem antibi-
otics after oral administration of 200 mg/kg in guinea pigs with
the otitis media caused by Streptococcus pneumoniae D-1481.

0.96, CCL T 0.48~1.17 Th -7
L. = =

AN BT EROFELRREADO D TH LML
RETI, XR=YYy0iauLY, 724, ¥701
4K, FEIHA ) rRECHEDOLAHERER,
FFIAIOEKEETHET 2 ABICHERNLERZ
HEOHHALRE Sh TR, XR=P Y SRR
HDOMi%&IKE (PISP) X 2HhHE X TIIEAEEGICX
PZRELBEVPBEONRZVOBEBRTLII LN S VE
h, BKREMBEEZ>Tw5ae, £22°TC, 4 PSSP
BLXUPISPIZLAHHREFVEERL, BOX7 <
LEDERNRERET L7

EBRIPEREFVIZOVWTIEELEY b, FUF
F, TVLFAXI R EEHOTHRIMTOR TS89,
SHZD) bRV ELHTHY, BRBERPFHED
HEPEWI EPSENEY PEEDY, BB
RF BT HMELHETHEREERLR ST,
COFEREFMIIBOTIE—ENEED contamina-
tion £ ¥ 2 5N 5 S. pneumoniae UHO WD LI
7245, MBCTEAR ET S. pneumoniae & 13 S HIZX G
ShibZahs, BYESE72 S pneumoniae DHEH
MEWNETAHAILATE, TOMRE, BERHO S,
pneumoniae D-1481 Tid 10°~10" cells/middle ear,
S. pneumoniae D-1408 Tid 10°~10° cells/middle ear
DEREBAEY: 6 BHEZ TIRIIHRSH, FHAOH
ODRFLEEVROON, FLRMRBIETIE S.
pneumoniae D-1481 3 X ¥ D-1408 EH DT hilh
WTHHH PN RARD b, S. pneumoniae
D-1481 3l 0 i PR RE S RRES Tl B IE, s
NHETHEDRIERIPBE SN/, ZhiHLE7
2 LAEEGICE D EREPRBY LT Th A

REBEZCBCTHERROHS LRIV ARDLN, K
BABFORTICBOTHREREE, B AEEED
RIEIBEETHY, LRBEHBET I DEEXLN
72

¥4 PSSP T® 5 S. pneumoniae D-1481 (X 5%
HREFVIZBWTROL 7 2 & 5 EHOHBRBEHRE
k@ L7t 2%, CFTM-PI XU CPDX-PR it 10
mgkg ® 1 H 2 [ 2 HEHES THREBRMGE T THE
BANAERBERD S, BRLHBERBELRLT
In vitro DIEYTH % CPDX-PR %% CFTM-PI L [A%
OREZERL, CFTM-PI L [A%D in vitro EHERT
CDTR-PI DEHEFEHS S > Tz &hd, FERE
hEFBEONEZITo 72, G BIIBRENCEED
MI%EA 5 200 mg/kg & L7zo DR, CPDX OHH
WEGBREIX CFTM O 3 fThh, 0D
CFTM-PI L RI%DHEBMHMREERLIZbOLERLN
720 CDTR X CFTM & 2IZFA% 0 EHREFRES &
OCHE~OBITHER LA, EVEY b TOMFE
A&SER GLORSEME) 3 97 % THhY, CFTM
D 87 % THNREh o7z (RERF—5)o LIchsT
P MBI B W TiEM 2 RT 7 ) — kAt CFTM & 9%
2 kA% CDTR-PI O i&#% £45 CFTM-PL £ 9%
Sl —HTHBEHBINS, B, b MIBITAIM
HEOMEFIE CFTM 2% 74.6 %, CDTR 7% 91.5 %
ThHoEBMESINTWS ™, 7 CFDN 3 X UHK
% Z LT 2 514k 5 L7 CCL T3, HEHR
TR EEAS MIC (23 R RAA NP7 b D
LEbR, EROTHECHT &7 2 AEOH
BRI BB A in vitro FEH B X CHRNEE (FE
W IR, MEEAMEAE) AEMLEbOLEL
Y (VA
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K2 PISP T35 % S. pneumoniae D-1408 2 L 2
FREFNVIIBOVTHERME LR Lo ok
S. pneumoniae D-1481 (ZH~GRER L 72\ Fh o 45412
W AREHDBETLTVBEIENS, S. prneumoniae
D-1481 LR LI 5B TREFIEI B S v Lt
z2oh, £3 S. pneumoniae D-1481 2 X B H %
Thot bIBENEOENT W/ CFTM-PI TH 5/
OREEIToTe ZOER, 10mghkg D1 H 22 H
M5 CTRERDRIZD N2 57205, 20, 50
mg/kg 5 TREG RIS U THE S EPHAER KR
PL7

#5 8% CFTM-PI THoakhE#EMENTDO LR
50 mgkg £ LT 5 EROHEFELHBEL-L 2 5,
S. pneumoniae D-1408 IZB\TH CFTM-PI B X *
CPDX-PR 3 MtbHl & W I, ZDOHEBEEIE S. preu-
moniae D-1481 (2 X 2HEHRIZBIT 5 10 mg/kg HH
LIZIZR%ETH 572, F£7/2 CFTM-PI 20 mgrkg ® 1 H
2 0 2 HEZRS CIRRERMEVBL T TH-722 e H»
LB AERE L2 EIIOVWTORF L. 20
&2 CFTM-PI O 20 mg/kg 5 0GB TIE 2 HEHG
FLYVBELEEDEIDD SN, 50 mgkg 2 HREHE
REABREORBEMRMN BB ONL, FHEUNEREK,
FEBONKE L UB2 5 S. pneumoniae D-1481 &
D-1408 2L 2B R TRPIRBIIETOERDSDH S &
Zi6NBH00, ThOHDERM,S PISPIC L 5 EH
RERGROMIMRE G W O I X - THHBETE
ThoHILHRBEINT,

DL, PSSP BLU'PISP 2L B ENEY MhEEE
FWIZx L CFTM-PI B X U CPDX-PR (& CFDN,
CDTR-PI, CCL L W EN/I-EHEDFELR L, 72
CFTM-PI TO®EH 5, PISP (ZX A2 H &I
LT PSSP 04 X Y &5 ROt oL
RPLETH 572

X 73
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Therapeutic effects of oral cephem antibiotics on experimental otitis media
caused by Streptococcus pneumoniae in guinea pigs

Ritsuko Hori, Seiji Yamamoto, Rieko Kitayama, Takahiro Sanzen, Harumi Araki,
Shinzaburo Minami, Yasuo Watanabe and Hirokazu Narita

Research Laboratories, Toyama Chemical Co., Ltd., 2-4-1, Shimookui,
Toyama city, Toyama 930, Japan

The therapeutic effects of oral cephem antibiotics on experimental acute otitis media
caused by Streptococcus pneumoniae were evaluated in guinea pigs. In the otitis media caused by
penicillin susceptible S. pneumoniae (PSSP), cefteram pivoxil (CFTM-PI) and cefpodoxime proxetil
(CPDX-PR) significantly reduced viable cell counts in the middle ear at a dose of 10 mg/kg twice
daily for 2 days (p<0.01 compared with control). The therapeutic effects of CFTM-PI and
CPDX-PR were superior to those of cefdinir (CFDN), cefditoren pivoxil (CDTR-PI) and cefaclor
(CCL). These therapeutic effects were reflected in both in vitro activities and pharmacokinetic
properties of the drugs. In the otitis media caused by penicillin intermediate S. pneumoniae
(PISP), CFTM-PI showed no effect on viable cell counts in the middle ear at a dose of 10 mgkg
twice daily for 2 days, but the higher dose (50 mg/kg) did produce a therapeutic effect (p<0.01).
The therapeutic effects of CFTM-PI and CPDX-PR at a dose of 50 mg/kg twice daily for 2 days
were superior to those of other drugs (p<0.01). CFTM-PI was also effective at a dose
of 20 mg/kg twice daily for 5 days (p<0.01). In conclusion, the therapeutic effects of CFTM-PI
and CPDX-PR on otitis media caused by PSSP or PISP in guinea pigs were superior to those of
CFDN, CDTR-PR and CCL, and an increased dose and prolonged treatment period were required
to cure the otitis media caused by PISP.





