478 H KR AL % #F 3 % & M Gk JULY 2012
(R - K]

Cefditoren pivoxil fAL & H & O /NBIZ BT MM 25, 2tk E %,
SRR BPEREZRSR L L7 BIRARR

Wi B

- B

IR S

ik’

KRS R B
= YN e

¥ e P R e iy 2 R 3SR A 3 5 I S A
VAU R R R R RS RS B

CERL 24 45 2 1 22 HSAT - PR 24 4F 4 F 24 HH)

Cefditoren pivoxil (CDTR-PI) M &E# 512 & 2/NEOMEMER %€, Sk E %3 X OV SR S pE
RN T 2HEME, etk TRAMEDS X O EE 2 — MR R CTRET L7z, HEH=EIZ 6 mg/ke,
1 H 3 mEHRRENRS, 57 AR E L7z,

ARV O 106 212 BT B4 58 T (WPkly) ORRRMAE, MR 2T 100% (14 44/14
%), BYERH ST 89.9% (71 44/79 44), AMEARIBIESR T 923% (124:/13 %) Th o720 HGHTH
(k) O JF R OWIHE 1L 885% (46 #R/52 #k) Th o720 JFKE & LTI, Streptococcus pneumo-
nige 35 & U Haemophilus influenzae D73 MESBEDS R <, 22 241% (13 ¥R/54 #%), 61.1% (33 #&/54
¥) THD, 2HHET82% & LD,

LAVEFRNTRA G 115 212 B4 2 ARER, MR R 2 BIMERFEBEIE, 31.3% (36 4/115 44) T
otz Tz, BRMAMIZET 2 REMEBEHEIL 62% (7 4/113 44) Th o720 F 2 RIVEHIZKEREE,
JeRAE, MIERMETH Y, $XTTRBEEDRIEH CTho7zo BEVSHEED D DKM 1 HFOHATH

D, HEZEVEHIZREDONR o7,

MR FAVEREAT T B 115 2412381 5 IR 93.0% (107 44/115 44) T - 72,
FEWHEIZOWT, MITOKR, T>MIC & ERARS L OCHEAIR L oKz ARG i3 T

% 7:57)‘0 f:o

INSORR LD, FAEFREATEACAHEST LT 5 S. preumoniae 3 & U H. influenzae % FZIFHE R &
T H/NRONgE, SYEPE RS X ORISR AR I 2 H#ICH 2o T, CDTR-PI1 [l 6 mg/kg,

1 H 353 AMNRERETH L EEZ BN,

Key words: cefditoren pivoxil, high dose, acute otitis media, pneumonia, child

7Y ML ¥ ¥ERF UV (Cefditoren pivoxil, W5 :
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B A (Bl Meiji Seika 7 7 V< kkali&tt) TAIRL K
N7zt 7« ARROHETH 5, CDTRPLE, AR TH S
cefditoren (CDTR) @ C2Hrh VR VERICE NT AL VF £
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CDTR-PI &, B2 SWIN SN LB, BEREOLZAT T —
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CDTR-PI{Z, 1994 FE DKL, BAS X OVNEO %%
GUEIH LA R ENTB Y, ZoR%ES X OvRatt
39 TIAE. SN T WA, CDTRPLIE/MEIZKH LTI\ 3
mg/kg ® 1 H 352 WHEE L, FiB L OERIZGC
THAME T L SN TBY, 11 6mg/ke 1 H 3EZHL
ELEHETORBARBROERIN TS 2B, TNET
DEFRAER L L W EREOTHE®RA S, 110 6mg/kg D 1
H3mzHLE LR TH Rt LRI E T~
SHEIHE SN TV,
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RN TdH 5 Streptococcus pneumoniae B & U Haemophilus
influenzae DIEHITH AL HEA, TN O EEFIKE AT 2 HE

*HHR TS X 14 5-9-1



VOL. 60 NO. 4

NI 25 e AE @ CDTR-PI &5 1 & Fi R Bk 479

HFOREOFURET ARG EAET L, BaE 0 ¥Rt - BEAL
ML 75 Twb,

2002 4F~2003 4F (242 E 0 /N SR 23 Ik e e 2R 20 & 43
N7 S. pneumoniae B £ U H. influenzae \2 %3 % CDTR O
MICwid N ZN 1 ug/mL B X 05025 ug/mL TdH v i1k
LD TN D o720 F 72, 2007 4FI2FHE S N7z B B IHIBERLHH
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W V% B\ TERE U SHE E B S B R0 9 b,
UToO~@% 3 XT3 BFE Lz,
OFEE, Bk 7 & O EGGE & L TOREIRDFED
55

@Mk X #OUEMEE CT B R & ) il o it /AT
HoHb

®HIMEREAS 10,000/u L LA EX1E CRP %2 mg/dL LA
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Consent obtained: 116

Efficacy analysis: 106

Pneumonia ; Acute Acute
otitis media { rhinosinusitis
14 79 13

Pneumonia | Acute Acute
otitis media i rhinosinusitis
16 87 13
Total excluded: 1
Pneumonia Acute Acute
otitis media | rhinosinusitis
0 1 0
Compliance analysis: 115
Pneumonia ;i Acute Acute
otitis media | rhinosinusitis
16 86 13
I
Safety analysis: 115
Pneumonia Acute Acute
otitis media | rhinosinusitis
16 86 13
Total excluded: 9
Pneumonia : Acute Acute
otitis media : rhinosinusitis
2 7 0

Fig. 1. Analysis population.
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ZATo 720 ks, BG-BAAETUI AR 2 R ol )
BASCH AR SN b o 72 AN EARRE ] & Lz

2) MR ERIRR

(1) R D54

i % TIE, B9 X 0 S. pneumoniae, H. influenzae 25K
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SEPE TR, EIEREOUIE TR & D S, preumo-
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LL, WRECHERICTFIBL 72 02 FERGw & L7z,
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Table 1. Patient profiles
Patients (%)
It . Acute Acute
em Pneumonia . . L Total
(n=14) otitis media rhinosinusitis (n=106)
" (n=179) (m=13) "
Male 6(42.9) 51 (64.6) 5(38.5) 62 (58.5)
Gender
Female 8(57.1) 28 (35.4) 8(61.5) 44 (41.5)
>6—<16 0(0.0) 16 (20.3) 4(30.8) 20 (18.9)
Age (yr) >3-<6 8(57.1) 26 (32.9) 8(61.5) 42(39.6)
>0.5-<3 6(42.9) 37 (46.8) 1(7.7) 44 (41.5)
>7-<10 2(14.3) 10 (12.7) 1(7.7) 13(12.3)
Body weight (kg) >10-<20 12 (85.7) 58 (73.4) 9(69.2) 79 (74.5)
yweight (ke >20-<30 0(0.0) 10 (12.7) 3(23.1) 13 (12.3)
>30— 0(0.0) 1(1.3) 0(0.0) 1(0.9)
Mild 6(42.9) 0(0.0) 0(0.0) 6(5.7)
Severity of infection Moderate 8(57.1) 24 (30.4) 6(46.2) 38 (35.8)
Severe 0(0.0) 55 (69.6) 7(53.8) 62 (58.5)
o o No 7 (50.0) 7(8.9) 8 (61.5) 22 (20.8)
derl d d licat
Underlying disease and/or complication Yes 7(500) 72(91.1) 5(38.5) 84 (79.2)
. . No 14 (100.0) 74(93.7) 11 (84.6) 99 (93.4)
Showing no response to previous treatment
Yes 0(0.0) 5(6.3) 2 (15.4) 7(6.6)
No — 71 (89.9) 6(46.2) —
Recurrent
Yes — 8(10.1) 7(53.8) —
Table 2. Causative organisms before administration
Strains (%)
Pneumonia Total
+ Acute Acute +
Ttem Causative P resu_med . . T Causative presu.rned
) causative otitis media rhinosinusitis ) causative
or(ia;u;)m organism (n=39) (n=12) O(rfin;ZT organism
(n=14) (n=65)
S. pneumoniae 0(0/3) 2(14.3) 11 (28.2) 2(16.7) 13 (24.1) 15 (23.1)
H. influenzae 3(3/3) 12 (85.7) 21 (53.8) 9(75.0) 33(61.1) 42 (64.6)
M. catarrhalis 0(0/3) 0(0.0) 4(10.3) 0(0.0) 4(7.4) 4(6.2)
S. pyogenes 0(0/3) 0(0.0) 3(7.7) 1(8.3) 4(7.4) 4(6.2)
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AR i [HRARLT V] L S R O H)
HE L7
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WCIRTRSHIEAE U A, ARG bR o &%
B L /R M SN A 2 ZED ) 2 FFHE L,
AGRER I PR AR O FATER RIS & 2 H) A 2 % St
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1) BB OWER
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Table 3. S. pneumoniae resistance distribution
Strains (%)
. . Acute Acute
Resistance Pneumonia L. . R Total
(n=2) otitis media rhinosinusitis (n=15)
(n=11) (n=2)
S 0(0/2) 5(45.5) 1(1/2) 6 (40.0)
CLSI (PCG) 1 2(2/2) 4(36.4) 1(1/2) 7(46.7)
R 0(0/2) 2(18.2) 0(0/2) 2(13.3)
gPISP (2x) 0(0/2) 5(45.5) 1(1/2) 6 (40.0)
gPISP (1a + 2x) 0(0/2) 1(9.1) 0(0/2) 1(6.7)
Genotype of penicillin-binding proteins gPISP (2x +2b) 0(0/2) 1(9.1) 1(1/2) 2(13.3)
gPISP (2b) 0(0/2) 0(0.0) 0(0/2) 0(0.0)
gPRSP (1a + 2x + 2b) 2(2/2) 4(36.4) 0(0/2) 6 (40.0)
S 0(0/2) 0(0.0) 0(0/2) 0(0.0)
CLSI (CAM) I 0(0/2) 0(0.0) 0(0/2) 0(0.0)
R 2(2/2) 11 (100.0) 2(2/2) 15 (100.0)
mefA 0(0/2) 1(9.1) 0(0/2) 1(6.7)
Macrolide-resistance genotype ermB 0(0/2) 9(81.8) 2(2/2) 11(73.3)
mefA + ermB 2(2/2) 1(9.1) 01(0/2) 3(20.0)

S: susceptible PCG MIC: <0.06 ug/mL, I: intermediate PCG MIC: 0.12-1 xg/mL, R: resistant PCG MIC: >2 ug/mL

Table 4. H. influenzae resistance distribution

Strains (%)
. . Acute Acute
Resistance Pneumonia Total
(n=12) otitis media rhinosinusitis (n=42)
(n=21) (n=9)
S 6 (50.0) 7(33.3) 3(33.3) 16 (38.1)
CLSI (ABPC) I 1(8.3) 1(4.8) 2(22.2) 4(9.5)
R 5(41.7) 13 (61.9) 4(44.4) 22 (52.4)
gBLNAS 3(25.0) 4(19.0) 2(22.2) 9(21.4)
o ) gLow-BLNAR 2(16.7) 3(14.3) 1(11.1) 6 (14.3)
f 1lin-bind t
Genotype of penicillin-binding proteins | ) ) p 7(583) 12 (57.1) 6 (66.7) 25 (59.5)
gBLPACR-II 0(0.0) 2(9.5) 0(0.0) 2(4.8)

S: susceptible CAM MIC: <0.25 ug/mL, I: intermediate CAM MIC: 0.5 ug/mL, R: resistant CAM MIC: >1 ug/mL

DG &7z 115 44 % VRN G 35 X ORI PR AT
SR Lz, F72, REVEMITT R O By Ll 5
%, EHZIEEGER 2 4, MREERIEBRE 1 44, TREBE
A1 4% B < 106 4% AAVERAT S L L7z (Fig
Do

7B, PIEFIE54THY, HIboFEBE LTE, [
B, AEEGREHE, BURBOEL, B/ AN,
R FERDSBZENEN 1R TH o 72,

2) WEREE R

(1) BB s 5t/ 1

FRNVERNT RS 106 2412 BT 2 BEERB L 053
BT D ERHIEIR - TR % 7% L7z (Table 1) o fE#HE R 12D
W, Mg 3 PAE 6 kA8 57.1% (8 %4/14 44),
SVEE 2 TIZ6 A UL 3K AT46.8% (37 4/79
%), BYERRI RS TIE 3 E 6 MARiA 615% (8
%/13%) Lidb %L, BT 6 mAMAR 80% % 5
DT\, BYPSEDEREEIZOWVWTIE, ML TIEPEE

A357.1% (8 41/14 44), SEHE %8, Sk SRR T
FIEN TN LN 696% (554/794), 538% (7 4/13
%) b Eirol.

BTG DR T H o 72 HRE 1L, SR H KT 6.3%
(54/79 %), BPEREIRIESTIX 154% (24/134) T
Bl MBS TIIFELBRT T e o7z, &
72, RIBEBRCHUEBNCEEY L7, 2k H & T
($101% (84:/79 %), ZAtkSLEISIE S T3 538% (7
%/13%) Tholz

(2) HREB X OERE GEEENREz &) DN

iS22 R RE S & OCERE GEERRE 2 &) O
Wiz 7R L7 (Table 2),

ARVERENT R G106 2409 B, EIRR L 47 4 L D 54
B, ERE QR REZ &) 13, 56 4 X0 65 A
Hah i Sh 22 ERRE (EEHREZ &E) 65
FROWFERIZ, S. pneumoniae 15 ¥k, H. influenzae 42 ¥, M.
catarrhalis 4 ¥k, S. pyogenes 4 R Td - 7z WK T (HE 2 )i
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Table 5. S. pneumoniae and H. influenzae drug susceptibility
S. pneumoniae H. influenzae
Tested
drug No. of Range MICso MICoo No. of Range MICso MICoo
strains (ug/mL) (ug/mL) (ug/mL) strains (ug/mL) (ug/mL) (ug/mL)
CDTR 15 <0.06-1 0.5 1 42 <0.06—0.5 0.12 0.5
TBPM 15 <0.06 <0.06 <0.06 42 <0.06—2 0.5 2
PCG 15 <0.06—2 0.5 2 - - - -
AMPC 15 <0.06—2 0.25 1 42 0.25->64 4 16
ABPC — - — — 42 0.12->128 4 8
CFDN 15 0.25-8 1 8 42 0.12-16 4 16
CFPN 15 <0.06-1 0.5 1 42 <0.06—8 1 4
CAM 15 2->64 >64 >64 42 2-16 8 16

CDTR: cefditoren, TBPM: tebipenem, PCG: penicillin, AMPC: amoxicillin, ABPC: ampicillin, CFDN: cefdinir, CFPN: cefcapene,

CAM: clarithromycin

Table 6. Clinical efficacy and cure rate
Patients (%)
Total
Item Pneumonia Acute otitis media Acute rhinosinusitis (n=106)
(n=14) (n=79) (n=13)

Efficacy (%) 100.0 89.9 92.3 91.5 (97/106)
Excellent 6(42.9) 36 (45.6) 1(7.7)
Good 8(57.1) 35 (44.3) 11 (84.6)
Fair 0(0.0) 6(7.6) 1(7.7)
Poor 0(0.0) 2(2.5) 0(0.0)
Cure rate (%) 100.0 85.5 75.0 86.0 (86/100)

Yes 12 (85.7) 65 (82.3) 9(69.2)
Cure

No 0(0.0) 11(13.9) 3(23.1)

WH % &) 2SN HEBREDH B, S, pneumoniae
AR S 7B 1% 26.8% (15 44/56 44), H. influenzae
DK SN E 73.2% (41 44/56 %) TdH o7z

*72, S pneumoniae B X U H. influenzae (22Tl
Clinical and Laboratory Standards Institute (CLSI) {2
o TED LN MIC B X U PCR T L 72t 4%
2D CEATFRITHF L7z (Tables3, 4)o

JERRE GEERRE %2 &) & LTRIBS Iz S, preu-
moniae 158 ® 9 B, CLSI 4% (PCG) TIX600% (9
¥/15 %), PCR % H v 7z (57 150 4538 ¢t 100%
(15 ¥k/15 #k) A%t S. pneumoniae Td - 72. CLSI 734
(PCG) TREMEI & S M7z 6 kT XTAS, PCR k% w7z
AR T B 73BT pbp2x 25D gPISP (2x) T, X=¥
JURICEETH D00 7 2 AR LTHER
FIZTHRTH o720 B, CLSI 4% (PCG) TLIREMH
(S) 40.0% (6 ¥k/15 #k), &5 BEMT ¥ 1 (1) 46.7% (7 &/
15#) BXOmHR (R) 133% Q2#/154) TH D,
PCR #: & H W 7282 7 BB 53 8 T, gPISP 60.0% (9
W/158k) 3 & UF gPRSP 40.0% (6 H/15 ) T - 720
PCR &2 W82 F R TIE, 7 = 2 RFEOT
B G-3 5 pbp2x ZERAETERIZTRD b7z,

F72, 704 NiHPEE, CLSIZE (CAM) B X

U PCR %% W78 mFRBITHBE L 72HR, 168k
bIRNTI 7 T4 FIfHEHRTH ), X TOKRD mefA
X% ermB BIEF 2 A LT\,

JRRW (e HEZ &) & LTl S N7z H. influ-
enzae 42 kD9 5, CLSI 5% (ABPC) TIX619% (26
/42 #%), PCR % W 72 @8 (5T RIB) 55 Tl 786%
(33 ¥k/42 #k) ATt H. influenzae Tdh -7z %3, CLSI
73 (ABPC) TR (S) 38.1% (16 #k/42 #), ik
FEPER (D 95% (4 #%/42 #) B L CiitE (R) 524%
(22 /42 ¥k), PCR % Bl 728 (5 7B 0 g,
¢BLNAS & 21.4% (9 #/42 %), gLow-BLNAR i& 14.3%
(6 ¥k/42 ¥k), gBLNAR & 595% (25 #k/42 #k) ,
¢BLPACR-I i3 48% (2 ¥k/42 ¥k) T -7z

(3) HHE (HEEFEHEE L) DR

Ml & L7z S. pneumoniae 3 & OY H. influenzae 0 3 5
&M% /R L7z (Table5)o

S. pneumoniae (X3 %A MIC O#iPHIZ, <006~1ug/
mL, MICwfiiZ 1 pg/mL, ToH o7z EztElE izt L
72D RETPU R 3 O MICw i 1 tebipenem (TBPM) T
<0.06 ug/mL, penicillin (PCG) T2 ug/mL, cefdinir
(CFDN) T8 ug/mL, cefcapene (CFPN) T 1 ug/mL,
clarithromycin (CAM) T>64 ug/mL T& ), S. pneu-
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Table 7. Clinical efficacy in recurrent or no response to previous treatment
Patients (%) Cure rate
Item No.
Excellent Good Fair Poor (%)
Acute otitis media (n =79)
Mild 0 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0.0
Severity of infection Moderate 24 15 (62.5) 8(33.3) 1(4.2) 0(0.0) 95.8
Severe 55 21(38.2) 27 (49.1) 5(9.1) 2(3.6) 87.3
Showing no response to previous No 74 36 (48.6) 30 (40.5) 6(8.1) 2(2.7) 89.2
treatment Yes 5 0(0/5) 5(5/5) 0(0/5) 0(0/5) 5/5
No 71 32(45.1) 33 (46.5) 4(5.6) 2(2.8) 91.5
Recurrent
Yes 8 4(50.0) 2(25.0) 2(25.0) 0(0.0) 75.0
Recurrent or Showing no response to No 67 32(47.8) 29 (43.3) 4(6.0) 2(3.0) 91.0
previous treatment Yes 12 (33.3) 6 (50.0) 2(16.7) 0(0.0) 83.3
Acute rhinosinusitis (n = 13)
Mild 0 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0.0
Severity of infection Moderate 6 0(0.0) 6 (100.0) 0(0.0) 0(0.0) 100.0
Severe 7 1(14.3) 5(71.4) 1(14.3) 0(0.0) 85.7
Showing no response to previous No 11 1(9.1) 9(81.8) 1(9.1) 0(0.0) 90.9
treatment Yes 2 0(0/2) 2(2/2) 0(0/2) 0(0/2) 2/2
No 6 1(16.7) 4(66.7) 1(16.7) 0(0.0) 833
Recurrent
Yes 7 0(0.0) 7(100.0) 0(0.0) 0(0.0) 100.0
Recurrent or Showing no response to No 6 1(16.7) 4(66.7) 1(16.7) 0(0.0) 83.3
previous treatment Yes 7 0(0.0) 7 (100.0) 0(0.0) 0(0.0) 100.0

Table 8. Eradication by pathogen at end of treatment

Strains (%)
Causative organism
Eradication Persistence Total

S. pneumoniae 10(83.3) 2(16.7) 83.3(10/12)
H. influenzae 28 (87.5) 4(12.5) 87.5(28/32)
M. catarrhalis 4(4/4) 0(0/4) 4/4
S. pyogenes 4(4/4) 0(0/4) 4/4

Total 46 (88.5) 6(11.5) 88.5 (46/52)

moniae \ZERWILH I Z /R L7z TBPM IZIiZ KX Wwd D
®, CDTR FZ MRS D &R L7z, &b, Sk
& N7z S, pneumoniae 15 ¥ @ 9 5, PCG @ MIC %° 2
pg/mL %R L 72 PERRAS 2 BRAEAE L T\ 720 H. influen-
zae VX9 % MIC O#iPHIZ, <0.06~05ug/mL, MICy
fiEiX 05 pg/mL TH o 720 BT MR E It L -0
P W 3 O MICxfli 1& TBPM T2 pug/mL, ampicillin
(ABPC) T8 pug/mL, CFDN T 16 ug/mL, CFPN T4
pg/mL, CAM T 16 ug/mL T& Y, CDTR I3&ZM %
g L72HHO P TROBARENIZR L, 7B,
SRR & N7z H. influenzae 42 k@ 9 5, ABPC @ MIC
254 ug/mL P b &R U7z PRk, 22 BRAEAE L Tviz,

2. ARPEO R

) EEEzhR

ARVERNTRS G B 25 58 TR (kg BRI O
BEHEROBEMEZ R L7z (Table 6)o $%5-# Tk
(kW) oA Rh A, PN 25T 100% (14 44/14
%), BV H KT 89.9% (71 44/79 44), 2k Srl sl s¢

T 92.3% (12 44/13 %) TdH - 720 R HERE O B R HI,
HITHPENG 26T 100% (12 44/12 44), 2MEHRE 22T 855%
(6544/76 %1), BMESRREIRNESRT75.0% (9%/124) T
Ho72

SR E 2E B X OVRE SRR SR SRS BT B IR HE
BE, B RTGHR MR 6] & gl - & L7854 T
W (PRI AR AR L7 (Table 7)o HIED AL
HEBIUVAMRARELZTOARNFIL ThZh
87.3% 48 %/55 %) BLU 6 A/THTHoTz0 T2, A
PE H % X ORIk SRl SR 2 B T B BUE B DL TG
AT 2 AREEIEE, 2hEn833% (10 4/12
%) BIUOTH/THTHoT,

2)  MEFRIRYR

BT (FPIRE) OMIR IR 2R L7z (Table
8)o JHIKN DOWIHIIIL 885% (46 #/52 #%) TH - 7z
SRR B O BIHJZ1E, S. pneumoniae T 83.3% (10 #&/12
¥R), H.influenzae T 875% (28 ¥k/32 ¥k), S. pyogenes
T4 K/4 Bk, M. catarrhalis T 4 ¥R/4 R TH - 72
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Table 9. Adverse events (subjective symptoms/objective findings)

Relationship All causality Drug-related
Patients Patients
System organ class and preferred term (MedDRA/J V.14.0) Events %) Events %)
0 0
Ear and labyrinth disorders Ear pain 1 1(0.9) — —
Eye disorders Conjunctivitis 1 1(0.9) — —
Gastrointestinal disorder Loose bowel 15 15(13.0) 14 14 (12.2)
Mushy stool 9 9(7.8) 7 7(6.1)
Stools watery 7 7(6.1) 7 7(6.1)
Abdominal pain 1 1(0.9) 1 1(0.9)
Constipation 1 1(0.9) 1 1(0.9)
Vomiting 3 3(2.6) 1 1(0.9)
General disorders and administration site conditions Pyrexia 2 2(1.7) 1 1(0.9)
Infections and infestations Acute sinusitis 1 1(0.9) — —
Bronchitis 2 2(1.7) — —
Gastroenteritis 6 6(5.2) — —
Influenza 1 1(0.9) — —
Molluscum contagiosum 1 1(0.9) — —
Nasopharyngitis 5 5(4.3) — —
Otitis media acute 1 1(0.9) — —
Parotitis 1 1(0.9) — —
Pharyngitis 4 4(3.5) — —
Injury, poisoning and procedural complications Contusion 1 1(0.9) — —
Respiratory, thoracic and mediastinal disorders Asthma 3 3(2.6) 1 1(0.9)
Cough 1 1(0.9) — —
Epistaxis 1 1(0.9) — —
Upper respiratory tract inflammation 1 1(0.9) — —
Skin and subcutaneous tissue disorders Dermatitis contact 1 1(0.9) 1 1(0.9)
Dermatitis diaper 1 1(0.9) — —
Dry skin 1 1(0.9) — —
Eczema 1 1(0.9) — —
Erythema 1 1(0.9) — —
Rash 3 3(2.6) 2 2(1.7)
Urticaria 1 1(0.9) 1 1(0.9)
Total 78 56 (48.7) 37 36 (31.3)
Table 10. Incidence of diarrhea by age group
3years old or less (n =47) Over 3 years old (n=68) Total (n=115)
Diarrhea Grade
Events Patients (%) Events Patients (%) Patients (%)
Loose bowel Mild 7 7(14.9) 7 7(10.3) 14 (12.2)
Mushy stool Mild 3 3( 4 4(5.9) 7(6.1)
Moderate 6 6( 0 0(0.0) 6(5.2)
Stools watery
Severe 1 1( 0 0(0.0) 1(0.9)
Total 17 17 (36.2) 11 11(16.2) 28 (24.3)

[ffe | & W e S NFzWIL, S. pneumoniae TIE, ZMkH
HRBIUOBMRRIBERTERENIHTOTHY,
PCR % W78 R Tl T 21 gPRSP B
LU GPISP Th o720 % B, CDTRO MICIFWw§hd
05 pg/mL THh o720 H. influenzae Tl&, BMEHFHET1
PR, BERRIANER T3 TH o720 B H L THS
L7z 1#ki&, CLSIZ# (ABPC) Tiiitki (R), PCR
Ex 7B AT RIB 8T ¢gBLNAR TH ), CDTR

D MIC 13 05 ug/mL T - 720 Ak SEl e g Tl
L7z 3#i&, CLSI %4 (ABPC) Tl rbas BEfR P i (1)
1 B X iR (R) 28TH Y, PCREZHWIZEE
TR TIETRTHAGBINAR TH - 720 % B,
CDTR ® MIC & 2 #%%0.12 pg/mL, 1 ##%0.25 ug/mL
THo720

PeGHET IR (RIRRE) (CHG- BB AT 4 21k &
N7zo WiklZ, S. pneumoniae (gPISP) 2% 3 %4, M. catarrhalis
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Table 11. Adverse drug reactions (abnormal laboratory data changes)
Preferred term (MedDRA/] V.14.0) No. of subjects Events Patients (%)
Alanine aminotransferase increased 113 1 1(0.9)
Aspartate aminotransferase increased 107 2 2(1.9)
Blood potassium increased 107 1 1(0.9)
White blood cell count decreased 113 1 1(0.9)
‘White blood cell count increased 113 1 1(0.9)
Platelet count increased 110 4 4(3.6)
Total 113 10 7(6.2)
Table 12. Concentrations of free carnitine in serum after CDTR-PI administration
( ) Concentrations of free carnitine in serum (u4mol/L)
n =287
Before administration End of administration 5-10 days after last administration
Mean = S.D. 35.69 £ 8.60 11.70 = 4.34 31.57 £8.56
Range 13.70—54.50 3.90—26.10 13.20-52.50

B1HBTHo72,

EEHERIC BT 2 R B O W HKEIE, 909% (40
BR/A4#R) T o720 EHRBENORIHIIIL, S, pneumo-
niae T 7 /9 ¥k, H. influenzae T 92.9% (26 ¥&/28 1),
M. catarrhalis T 3 ¥%/3 %k, S. pyogenes T 4 ¥/A ¥k TH -
720

R ERHICHR G- IMBIR & LT, H. influenzae 752

TiFPE*ia FUORMRRRERD 2RISR, 2
& HIHICHERC [Tl LHEShTED, H
influenzae \Z X % [FHESe] L HE SNz F72, HHEH
ERFICTRGW & LT, S. pneumoniae 3 & OF H. influen-
zae 75 1 M SN Fze OB AR ER G
BT LHESIRTEY, THB] EHEIN

3. REVEOFHI

1) fEHRS X URIEH

WAV R 115 212 B80T 5 HESREIR, MR i
B9 50 HERERBIEIL 56 4412 T8RO LN, HER
IR CGEBIERE B/ RN RBBRE D) 13 487%
(56 44/115 %) THh o720 DI b, RN 36 4412 37
R S, BIVERIZEBI=1E 31.3% (36 44/115 44) TdHh >
720 KRBRTROONIAFEHLB LURIEHZ/RL 72
(Table 9)o FHHEH 5% UL Lo AR, MBALHT R
T AHEIERIE, BRI 122% (14 4/115 44), JEIRAE
6.1% (7 %4/115 %), KERME 61% (7 %4/115 %) TH D,
FTRTCTHBEEDOEL TH > 720 BBHEOE LT
B D FEIVEH % i IX 0B R L7z (Table 10) 0TI
B ORIVEISEBIRIE, 3 R T 36.2% (17 44/47 %),
3L ET162% (11 41/68 %) Th o720 7z, HHE
PEOHGIITXTRBETH Y, 3Rl o#bRe i
HEHLI2o 2D, KERME L HFOAPEETH o720

HRARBRAAEIZ B 5 5 A EHLIL 7 X210 R0 S 1,
FTRCEIWEH TdH -7z (Table 11) o FKRBAMHIZE T %

B SEBAEIL 62% (7T 44/1134) THolzo BB, 5
BN 5% UL L2 RTRWERIZRRD b o7z,

Zofl, FECREELAERZIIEDONLh o7,

2) ANV F Uk

REMHHI L1 HDH) B, T /BT, &5H
UEHT, BGHE TR (IERE) B X ORI ER O TRT
DR THIER A NV =F VIREZRE Lz, M- ik
AN =F v DEAL% R L7z (Table 12), ILifAibeiEH v
=F VX, B5BAAHETIC X 35.69+860 umol/L T
H oA, FHHTHICIZ 1170434 pmol/L LT L
TWwize LA L, 3% H 2 RIZIE 3157 £856 umol/L
& ¥ G- priaRT & FAE OEICHE L 72

4. I B)RE

FMEZIAELAZNII64D9 5, 784 X1 80 kAol
B CDTR BEZRE L7 €09 b, FRIME AT ORSE
BUEAESY 2 4 2 e R, VA A Sy o 1300 2 il 7% 5 1 BR
RERWGTH o721 1B ERL 75 4 77 Wik & W E)
REMRNT ISR & L7zo 1 RS- RO 6.09 mg/kg, #i
PH 1% 545~6.96 mg/kg TdH - 72, 14 CDTR & o
FERMEB L OBERTFE T A =5 EHTHIBLZ6
mg/kg #x 5B o Ifi4Ed CDTR EEE#HEE % Fig. 2 (2R L
720

INHoIER CDTRIBE X W TRD SNz R4E
FISEMBIREF3985 A — 713, WRINEE ) 2 # ka= 0586
hr', E»Fo4gy 2 75 v X CL/F=0577 L/hr/kg,
R o5Ai%kE V/F=111L/kg, £EWBHE/ ST X —
& ORI ZE#ZZhZh, o (ka) =145%, o (CL/F) =

39.37%, o (V/F) =8741%, MANZE) L 6 =0.001 ug/
mL T&)Of:o
R ERE DY RIEIRICILT X, KK 6 mg/kg ¥ 5.6

14 CDTR SEMBE/ N T A — 5 & XA xi‘ﬁmtto
CDTR @ tuud 202£0.86 hr, Couxld 218094 ug/mL,
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Fig. 2. CDTR plasma concentration after oral CDTR-PI admin-
istration.
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Fig. 3. Relationship between MIC and T >MIC with clinical ef-
ficacy.

t21d 277693 hr, AUCson 13 3355887 ug * hr/mL
Th o7

SHEMBEMAT SR 752D ) B, ARMVEMRITRIZ 69
HTHY, BHEE HEEEREZEE) PMFETE, »
© MIC B X OIfi#e s CDTR R EE &2 I L 7z 40 44 47 Bk
X RIZPK-PD 2170720 H &7z T>MIC & iR
MARB LR AN ROBREZ, ThEN Fig3B X
' Fig. 4 IR L7z,

5. Mk

MR PESRAT R4 115 202 B 2 IR E R L7z (Ta-
ble 13) . 2D BMHZRIZ 93.0% (107 £4/115 44) TH >
720 AEERIX BT, A 6 7 H PLE 3 iR T 85.1%
(40 %2/47 %), 3 ik LAk 6 iRl 97.8% (45 44/46 %4),
6 %L ET100% (2244/224) Th-7z,

111 =

AR, ANEDRE T RN BAYETH D%, H
B, SEIRPEROFELRIENRE TH 5 S. pneumoniae
B L U H. influenzae DIEANMTER 2SI L, WK OBLY;

Sl JULY 2012
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Fig. 4. Relationship between MIC and T >MIC with bacterio-
logical efficacy.

TIIHERICEER T 2IER S 2 < AN Do ANEIHERETF
Fe R THHM B MO RHMERS 2 By L7246 2R, 2001 48 L1
D BRREL 7 5 OVIEG HPUH I O MICw 2 Y %
&, S. pneumoniae 7% & WNZ H. influenzae & & #at L 723§
A TEALIZZ <, 2004 4E LD AYE T 2 W S IR A9
TS HIEL, HEBSBICHLTA2MADPL VI &8
Efrsnz,

ARkBE, Wiz, StEhHEE, SYEREIRRERIZS T
% CDTR-PI1 [l 6 mg/kg, 1 H 3 m¥&5-oa%ME, %4
P, MRS X OB O W CHERRT % B TEI
L7z

AT G106 24D 9 B, 56 24h O FHHE (HEE
JEK W % &) & LT S. pneumoniae, H. influenzae, M.
catarrhalis, S. pyogenes O 4 HHEAS 65 MR S 7zo 2D
9 %, S.pneumoniae, H.influenzae ® & 1x N Zh
23.1% (15 ¥k/65 #k), 64.6% (42 #k/65#%) TH Y, &t
TH R 2R E % &) 2k 85% bz oz,
Keth S M7z S. pneumoniae @ PCG i 12 £ @ CLSI 434812
L BMMER (PR &E) O#E13600% (9
/15 %K), H. influenzae > ABPC i1 EE o> CLSI 73412
L BMWER (PEERERZ &) O#E1361.9% (26
B/A2HR) ThoTzo T72, BIREDOBRZUACTIHES
LR=V) UEGERA (PBP) R0 PCR I X % #1%
TR BT, PBP BT ZRKEKDS S. pneumoniae
TIX100% (5 ¥k/15 %K), H. influenzae TI1x 786% (33
/2R EEWEIGE o TR, ik, SYEHREZE,
SV SR SR 9 TIREEAI R SR R 02 8% o T
Wb Z LSRR S 7z, PCREIC X 2 BAR TR 45 HHIC
TERDPHER S NI, MIC TREERTH > THH
WHEZ AT 2 MICEZEPME TS 2EBtdbH ), W
23 O MIC DL EICHANRPER 22 £ R %o

ARRBRTIE, Fige, BEPHEZE SERE SRS
LT, #&5# T (HIER) OfMHRIZNZN 100%
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Table 13. Medication compliance
Patients (%) . R
Age (yr) Vi E Hard Unabl Fasy to take
ery easy asy to Common ardto nable to Unknown Total (%)
to take take take take
>6-<16 20 (42.6) 20 (42.6) 5(10.6) 2(4.3) 0(0.0) 0(0.0) 47 85.1
>3-<6 20 (43.5) 25 (54.3) 0(0.0) 0(0.0) 0(0.0) 1(22) 46 97.8
>0.5-<3 6(27.3) 16 (72.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 22 100.0
Total 46 (40.0) 61 (53.0) 5(4.3) 2(1.7) 0(0.0) 1(0.9) 115 93.0

(144/14 %), 899% (7T14/794). 923% (12 4/13
%), ERRERE O BRI 100% (12 44/12 44), 855%
(65 44/76 1), 75.0% (94/12 %) L &ZHERIZHB VT
TR R ER L2, 72, BAEORORIE T
BRI L Cw b e EZ SN2 hH %, S AE
S0 98 D FUAE B ST 6 8 MR B0 3 % 42 54 T I
(hikEE) ofF R, Th2h833% (10 4/124),
100% (74/74%) THY, WHEE LTRELZZ 116
mg/kg, 1 H 3 F#%512% Y, CDTR-PI O+ 45 % EED
RSB S Nz

FENT DFER, T>MIC & AR RYH LM = %h R &
ORRERBT I LI TE Rdole 2L, AHI1 10
6 mg/kg, 1 H 3 0§ 5-T, @\ I4EH CDTR #EE OHMEF:
MEOHN/-Z L2k, FERMEREZ ST XTORRK
WIZBWTEHW T>MIC R TE 72720 ThHY, 20
R, T mERRRR LR ARIR ISR s 72 b ok
EZONI. 72, BHLIINEOZETH %5 X OF
FPEgZxt L, CDTR-PLRAI% 1 9] 3~5mg/kg, 1 H 3
W5 L7z 1~5 BRI B VT, BB X UCaEHh
CDTR REEDE KW Td 5 S. pneumoniae, H. influenzae
D MIC Z13Z Lo TWiz L il LTw 5%,

o XH Mg, BVERE K, PERERINESTRI
SN ENE AL AE R 3 2 kil 2 EET 5
&, EWIiAEr CDTR #EE A S % AH] 110l 6 mg/
kg, 1 H 3 F#H5XMERE ORI Z k3 2805 b
FEMED N EE R SN,

RABRCToOHERER, MWEH R 5 EIEH I,
31.3% (36 4/115 %) Tho7zo ARBRTRDLNH
FAEIR, M EFT R B3 2 BUE R o KHB 5575 F 40 B (4%
Tk, JRIREE, ABEfE) OFHRLTHY, ZORIEHIE
Bli=i3 243% (28 44/115 %) Th o7z MKIEIZ L Z/h
WO T - WAE DRIV IOV T, B PR 8 AHE
VENDIEAMBERTRELEETEZIENMONTY
% o ARFRER T DAEWX 5351 O T 91 B o BV E 8B,
3L 1T 162% (114/68 %4), 3 AT 362% (17
/AT %) TH Y, 3 A TR E AT S
N7z THBEORIER I VTN SRS & Oh& s
ZEA LR D, EEOKMMED 1R Sizhs,
PRI HIE & 72 2 HRULRD SN o 720 o/NEH
PUASE & MBRICEE R BAERSCHERR 2 L %

{, BERLEERZMEE RO RVWEEZ LN, K
MRAMEC T 2 RIEH B 62% (74/1134) TH
H, BERIRTRETH72. ROELHBL-HS
MRS TH O, 4 PEEED & 7z /MR R GE
DOEFEHABEIIBWTHINT 22 &Moo TBY, K
BECHRIL L 72 MM ORI DWW T, EAYEDR
BB L2 kb EZ BN,

F 72, CDTRPLIZERF I NVEEFT HMWOZEH] & [H
Bk, MiERERES V=F VIREAKT IS5 2 LS
nNTwaEY, KRRAEIZBWTH CDTRPIOEHE (1
ol 6 mg/kg, 1 H 3 1) #5412 X gt » v =5 >~
TG RETMO 35D 1 BETITRTT2h 00,
5T 5~10 HERIZI335-FahwT & MAREOE £ Tl
BT B EDRENT, WTNOWEE T b IMEH A
W F VIREETICE BRI L 2 &2 5N EE
HRITBOON Lol 12720, ERFUNVEERT
HALOFEH] & MRS, 5B L CIZENKRS 2T 5
&, MFER ANV =F VIREORTISERET S Z L2
BThrEEZOLNT,

Z» X9 IZCDTRPLE & (1 6mg/kg, 1H3
) £G5B WTH ERRIERIE TR E (IR E,
PRAE, K OFELRTHY, FifEHoOLEHS
OEBIIFED LN TRV 25, FHE N F 3mg/
kg, 1 B3G50 ) A7 LRI R, "#eM7a
TrANIETIEWEEZ b,

MRAYEIZDOWT, 2o RH X 93.0% (107 £44/115
%) THhotzo MOBLHEIEOHAIH] O/NETOH MR
1%, azithromycin (AZM) 59.8% (359 % /600 %),
cefteram pivoxil (CFTM-PI) 70.7% (183 % /259 %),
CFDN 82.2% (60 %4/73 %), cefcapene pivoxil (CFPN-
PI) 66.7% (32 %:/48 %), tosufloxacin (TFLX) 97.7%
(168 44/172 %4) B X UF tebipenem pivoxil (TBPM-PI)
931% (201 %1/216 44) L E SN TV LY, KHERT
Z, 1 FofREEPEHROERTH o720 DD, TFLX
B LU TBPM-PI & HEOMRAME, Zofo3EH Lt
BLUCRIFZIRAMEZ R L2050, BWREa LT
TAT Y ADHEFCE D LEZ BNz,

VIE, CDTR-PI &% (118 6mg/kg, 1 H 3ME)FS
&, FHIPEALASHEST LT 5 S, pneumoniae X% H. in-
fluenzae % FEJFIHNH &3 2/hE oM, Stk EH%B
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L OBVERREIBPERICH L, TR EMEE R L. £
72, HIEORMTHERE X OB REIRERS, KER
SURHHAHERNBN S LT T BRERRETE 5
t#zobh7, CDTRPIEH= (1M 6mgkg 1H3
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Bz, FHHAL P4V THESHTWS &5 I12hhK
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An open clinical study of high-dose cefditoren pivoxil in children with bacterial
pneumonia, acute otitis media, or acute rhinosinusitis

Keisuke Sunakawa", Kazunobu Ouchi”, Kenji Suzuki® and Seiji Hori"

Y Kitasato Institute for Life Science, Kitasato University, 5-9-1 Shirokane, Minato-ku, Tokyo, Japan
? Department of Pediatrics, Kawasaki Medical School
¥ Department of Otolaryngology, The Second Hospital, Fujita Health University

Y Department of Infection Diseases and Infection Control, Jikei University School of Medicine

The efficacy, safety, medication compliance, and pharmacokinetics of high-dose cefditoren pivoxil (CDTR-
PI) in children with bacterial pneumonia, acute otitis media, or acute rhinosinusitis were investigated in a
general clinical study. The dosage regimen was 6 mg/kg/dose t.i.d., administered orally after meals for a pe-
riod of 7 days. In the efficacy analysis population (n =106), the clinical efficacy at the end of treatment (at the
time of discontinuation) was 100% (14/14 subjects) for bacterial pneumonia, 89.9% (71/79 subjects) for acute
otitis media, and 92.3% (12/13 subjects) for acute rhinosinusitis. The eradication rate of the causative organ-
ism at the end of treatment (at the time of discontinuation) was 88.5% (46/52 strains). The most frequently
isolated causative organisms were Streptococcus pneumoniae and Haemophilus influenzae, at 24.1% (13/54
strains) and 61.1% (33/54 strains), respectively; thus these two organisms accounted for 85.2%. In the safety
analysis population (n =115), the incidence of subjective symptoms and objective findings of adverse reac-
tions were 31.3% (36/115 subjects). The incidence of abnormal laboratory data was 6.2% (7/113 subjects).
The main adverse reactions were watery stools, mushy stools, and loose bowels, which were all forms of diar-
rhea. The only severe event was one event of watery stools, and there were no other serious adverse reac-
tions. In the compliance analysis population (n=115), the drug was easy to take in 93.0% (107/115 subjects).
Concerning the pharmacokinetics, a high T > MIC of over 70% was achieved in 37 of 40 subjects in the PK-
PD analysis population, and 44 of 47 strains. Based on these results, we consider that CDTR-PI fine granules
at a 6 mg/kg/dose t.i.d are useful for the treatment of pneumonia, acute otitis media, and acute rhinosinusitis
in children, of which the major causative microorganisms, S. pneumoniae and H. influenzae, have become in-
creasingly drug-resistant in recent years.
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