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AINFLATH BYAILME L BRI (group A Strep-
tococcus: GAS) &, WHUE - Wbk z2EEL T2
RAGESE, BIREAYAIYE L v BRI R GYIE A 5| &
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D) v FER BRI S s & B R sl E
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NRRME T & — I LIREBD—DTH 5
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Table 1a.

WREREINTHO, 10 HEOHEHEELEE
%, L2 LoD meta-analysis DFEHR TIE, <=
V)V RIIZINT T o & RIEO S AR H
B LXOCMESIIRE 8 I2ENR TS & OWREGA
HBY, EHITH T x HRIEORIAMIEIREDOH W)
LM Eh T E ), F2204, HENTEE
32 1 E O & L CHRETH D, GAS %
% ¥ 7z potential pathogens O & 5 R 34 % ] 3

Clinical and throat finding scores for acute tonsillopharyngitis.
Criteria Value
Clinical scores
Fever
<38.0°C 0
38.1-38.9°C 1
>39.0°C 2
Pharyngeal pain/Odynophagia
(reduced intake) None 0
Mild 1
Severe 2
Bad mood
None 0
Mild 1
Severe 2
Throat finding scores
Tonsillar redness
None 0
Mild 1
Severe 2
Fur or plug of pus
None 0
Mild 1
Severe 2
Pharyngeal redness/swelling
None 0
Mild 1

Severe 2
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128 BERRANIR, MITE2RRIR, R R
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Bt X 172 GAS D emm B {r 1A & USEAIEZ
ZHEL 7O THRET 5,

MHRELVFHE
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7V MLy ERFUIL (cefditoren pivoxil:
CDTR-PI).

T7EF ) Y (amoxicillin : AMPC),

3. BEE, BEFHE
CDTR-PIid 9 mg/kg/H % 5 HREFRIHE5-L 72,
AMPC i3 30~40 mg/kg/H % 10 H R#R 85 L
770

4, EEEDE
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Table 1b. Tonsillopharyngitis severity classi-

Bde LBl &z 1L 14RO B 205 fication.
L7, Clinical scores
S GAS PEWHSE - Ribkge DRzl ix, O 1 1 ’ 2 ‘ 3| 4 ‘ 5 ’ 6
ALLE. GASPEMAHEE - Bk DFEWG A vy, @FE :
FL, WHPERE, AR 4B B & 72 I ERIEHH O | Mild
. N v e 8 2
WEhAEA L, Q) GAS AHGRYIFR A TRl X 5
\ o) - pag o . o 3
L, OMIBHRC &0 Sk X R & L 2 Moderate
nk, AFREALY VRESOBFIZHY £ 4
HEEHL KUZOMBHIHN L CAIEOEE T3
EBWIL, LB CRHEE 7S 2 TRIEL 7. R Severe
Table 2. Standardized judgment of tonsillopharyngitis.
Symptom | Score 0 at completion Improvement
Pharyngolaryngeal of treatment >2 1-2 <1
Score 0 at completion of]
Excellent Excellent Good Fair
treatment
>2 Excellent Good Fair Fair
Improvement 1-2 Good Fair Fair Poor
<1 Fair Poor Poor Poor
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U CHEAEE A e L7z (Table 1b),

5. ERERHRFIE R UHEE R FEE
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(CDTR-PID G HEAAK) | levofloxacin (LVFX) ,
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1%, viridans group streptococci 5 XU A ) 7
JBOERDOZELTHRET L7z, HBRBICIORELL
au=—f» 5, 3+(=1.0x10* CFU/sample) ,
24 (1.0X10°~9.6X 10° CFU/sample) , 1+ (4.0
10'~9.6X10%2 CFU/sample) , 0(<4.0%x10!
CFU/sample) 4 EFEIZAL , WREERTH THR
L7z, &7z, WA - bk <A S real-time
PCRIZKODTF I WA NA, ZyFuayf)LX,
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Fig. 1. Distribution of the analyzed population.

Total cases administered
(Diagnosis of tonsillopharyngitis)

Cefditoren pivoxil

Amoxicillin

72 58

Safety analysis

Cefditoren pivoxil Amoxicillin
54 53

Culture-positive

Cefditoren pivoxil Amoxicillin
60 52

Efficacy analysis

Cefditoren pivoxil Amoxicillin
49 48
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Table 3. Patient profiles.
Number of cases (%)
Cefditoren Test”
Amoxicillin Total
pivoxil
Number of subjects analyzed 49 48 97
Gender Male 19 (38.8) 29 (60.4) 48 (49.5) Fisher
Female 30 (61.2) 19 (39.6) 49 (50.5) p=0.0428
Age (yr) >1-<3 3(6.1) 2(4.2) 5(.2) Fisher
>3-<6 17 (34.7) 15 (31.3) 32(33.0) p=0.7366
>6-<12 28 (57.1) 29 (60.4) 57 (58.8)
>12-<14 0(0.0) 24.2) 2(2.1)
Unknown 1(2.0) 0(0.0) 1(1.0)
Mean 5.9 6.4 6.4 t
SD 2.0 6.0 2.6 p=0.5852
Median 6 6 6
Severity of None"” 2 (4.1) 6 (12.5) 8(8.2) Fisher
infection Mild 11 (22.4) 5(10.4) 16 (16.5) p=0.0059
Moderate 25 (51.0) 35(72.9) 60 (61.9)
Severe 11 (22.4) 2(4.2) 13 (13.4)
3 Fisher, Fisher's exact test; t, Student's t-test.
® None: Score 1 of throat findings.
6. WS e

RBET R I L CERRRHTZ DV T Fisher O
TZHfE#E £ 7213 Student D tRE &2 VY, LIENEALE
& 1% D Z B 12 D Tid Wilcoxon £ {5 AR 2
W, ki, AEAUEZ0.05 & L7,

1. EFOERETOT 1=
KEGIREER % Fig. 11589, B8k8# 13 CDTR-PI

FEZ 7215, AMPCHEEZ S8 TH - 724, Hz L
757 72 23 Bl By 72 CDTR-PLEE 54 15, AMPC

BES3 Bl & B AaVEMRM Gl & Uz F72, Ml
B TGAS Wit <h, H2 & h/=-CDTR-PI#
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Table 4. Tonsillopharyngitis profiles.

Number of cases (%)

Cefditoren Total
Amoxicillin
pivoxil
Number of subjects administered 72 58 130
B-hemolytic Streptococcus 56 (77.8) 52 (89.7) 108 (83.1)
Virus 3(4.2) 1(1.7) 4 (3.1)
B-hemolytic Streptococcus + virus 4 (5.6) 1(1.7) 5(3.8)
Others ® 9(12.5) 4 (6.9) 13 (10.0)
B-hemolytic Group A 60 (83.3) 52 (89.7) 112 (86.2)
Streptococcus ~ Group G 0 (0.0) 1(1.7) 1(0.8)
Virus Enterovirus 4 (5.6) 0(0.0) 4 (3.1)
Rhinovirus 2(2.8) 0(0.0) 2 (1.5)
Influenza virus 1(1.4) 1(1.7) 2(1.5)
hMPV” 0 (0.0) 1(1.7) 1 (0.8)

¥ Others: Cefditoren pivoxil group : S. pneumoniae 1, H. influenzae 2, not isolated 6

Amoxicillin group : H. influenzae 1, S. pneumoniae + H. influenzae 3

® hMPV: human metapneumovirus.

49, AMPC #¥ 48 f5il % A b Mk fi A xd il & L
7oo ARNEMHTNEHIO 7 1 7 4 — )L % Table 3
12T, BRI TIECDTR-PIFF TR IEHA L <
(p=0.0428) , “F-H4FHnid Ay 6 5k THIHFIC A &2
3% < (p=0.5852), g 6k ThH 7z, H
KESE OPWERTIZ, CDTR-PI CHEE 415> (H
KEFE D ENERI A L A 5 72 (p=0.0059) .
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PHPNT, SR BIAMYE L ¥ BRI & [AlHR IS R
ahs, miidhzo 4 L2dzy sy
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Clinical efficacy and end of treatment.

Table 5.

Difference in

Difference in

Efficacy”

Number of cases (%)

efficacy (%)

Treatment group

efficacy” (%)

Good Fair Poor Total (%)

Excellent

95% CI°

100

49

42

Cefditoren pivoxil

(0.0)

(14.3) (0.0)

(85.7)

-2.0%~6.1%

2.1

97.9

48

47

Amoxicillin

@.1)

(0.0)

(0.0)

(97.9)

number of (Excellent + Good)/number of total x 100.

Y Efficacy (%)

Cefditoren pivoxil group - Amoxicillin group.

® Difference in efficacy (%)

® CI: confidence interval.
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mEEL (TN T N28.6%), KNT1AIE 6%l
(ZNZN10.7%) HEr» -7z,

HHNEZE A 4 5 &, CDTR AR & Bh T
B0 (MICy,y=0.008 ug/mL), KWTPCG (MICy,=
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Fig. 2. Variation in bacterial content of oral flora.

Cefditoren pivoxil (n = 54) Amoxicillin (n = 53)
p =0.5761 p = 0.0049
1 1
3+ — 3+ —
2+ — —— 2+ ——

Score
_|_
_|_
Score
+

14 |- 14 |- —

Pre-treatment Post-treatment Pre-treatment Post-treatment
(Wilcoxon signed rank test)

The top, bottom, and line through the box correspond to the 75th percentile, 25th percentile, and 50th percentile (median)
respectively. The whiskers extend from the minimum to maximum. The cross in the box indicates the arithmetic mean.

Table 6. M protein gene (emm) type.

emm type Number of isolates %
1 12 10.7
3 3 2.7
4 32 28.6
6 12 10.7
11 3 2.7
12 32 28.6
28 3 2.7
53 1 0.9
75 8 7.1
87 1 0.9
89 2 1.8

118 3 2.7
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Table 7. Antibiotic susceptibility of 112 strains of Streptococcus pyogenes isolated from pediatric

tonsillopharyngitis.

Antimicrobial MIC (pg/mL) Resistance rate
agents Range 50% 90% (%)
Penicillin G <0.004 - 0.16 0.008 0.008 0
Amoxicillin 0.008 - 0.16 0.016 0.016 0
Cefditoren” <0.004 - 0.008 0.008 0.008 0
Levofloxacin 025-2 0.5 2 0
Clarithromycin 0.03 - >64 0.06 >64 45
Azithromycin 0.25 ->64 1 >64 45

% Cefditoren is the active form of cefditoren pivoxil.

NI=NTF VALV Z—=RFEEINTER, LirL,
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M2 A 7 3.25 (95% CI 2.49~4.23) , &K
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analysis Z 1T > 7z, Z OMF AP SAE 1
7 = LSRRG RO BN T D [OR 1.47
(95% CI 1.06~2.03), p=0.02], —HEGKRIIHRD
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bh7zt 7 x 4R3I, CPDX, CFIXZ LT
CFDN 2 & EN T 54, RIBO/NRITIZMHH &



188(72)

THE JAPANESE JOURNAL OF ANTIBIOTICS

64—3 June 2011
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CDTR-PIEf 100% (49/49%1) , AMPC % 97.9%
(47/48 %) T, WEERHE TRIEMELZED S5 h
7o MIBRGFEIC X D GAS Wil & his 7 - 72
Bl % & WHYE - kI3 BERRIR T Y
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CDTR-PIEED 7 23w 4 U 2Dy BEREIE A3 b > 7=
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HIAEIE AMPC @ 10 H [BliA# & ERRSh R L O
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7 x LRIED T R ER DR B K ORRIR AR
BWTHSE,?, 20BN TS I EIREN
7zo LU, XYY VREOS VLM TH S Z
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CDTR-PI {Z AMPC (2 Fb T BN S AE 16 1 % L
TN LN Sz,

k&, N EE GAS HEWAYE - Rk DR
FIZBWTE, HIENEEEHEEZELLIZS 0L
T LRHEEMNEZ LT, X2V ) VRELD
BN 7R R B K ORISR % & 72632
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Antibiotic therapy against acute tonsillopharyngitis in children
due to group A B-hemolytic streptococci: Comparison of clinical
efficacy, the bactericidal effects, and effects on oral flora between

cefditoren pivoxil for 5 days and amoxicillin for 10 days

Naoki Tsumura?, Kensuke Nacar'>, HipenoBu Hipaka®,
Yasustt Otsu", Yurer Tanaka, SHIGERU IkEzawa®,
Sumicar Honma”, Saizuo Sumpo® and Kimiko UBUKATA”
! Department of Pediatrics and Child Health,
Kurume University School of Medicine
) Tsumura Clinic
% Nagai Pediatric Clinic
4 Tkezawa Children’s Clinic
%) Honma Children’s Clinic
% Shindo Children’s Clinic
7 Laboratory of Molecular Epidemiology for Infectious Agents,
Kitasato Institute for Life Sciences, Kitasato University

We compared the clinical efficacy, the bactericidal effects, effect on the oral microbial flora,
and adverse reactions between cefditoren pivoxil (CDTR-PI) for 5 days and amoxicillin (AMPC) for
10 days in children with acute group A B-hemolytic streptococci (GAS) tonsillopharyngitis, and
simultaneously examined the emm genotype and drug susceptibility of the isolated GAS.

The results showed that the clinical efficacy was 100% for CDTR-PI and 97.9% for AMPC,
with no difference between the two groups, and the bacterial elimination rate was 100% in both
groups. No serious adverse event was noted in either group. On the other hand, concerning changes
in the oral microbial flora between before and after treatment, the amount of bacteria showed no
change in the CDTR-PI group (p=0.5761) but clearly decreased in the AMPC group (p=0.0049).
This indicates that CDTR-PI does not disturb the oral microbial flora compared with AMPC. Also,
the emm types determined in the 112 GAS strains isolated in this study were similar to those that
have recently been isolated frequently in Japan. Concerning the drug resistance, none of the isolates
showed resistance to S-lactam antibiotics, but 45% of them were resistant to macrolides.

The advantages of short-term treatment are considered to include a lower cost, improvement in
drug compliance, decrease in the frequency of the occurrence of adverse reactions, decrease in the
frequency of the appearance of drug-resistant strains, and alleviation of the psychological burden of
patients and their parents. For these reasons, we conclude that CDTR-PI for 5 days is a useful option
for the treatment of acute GAS tonsillopharyngitis in children.
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