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Table 1.  Classification of Streptococcus pneumoniae and
Haemophilus influenzae

1) S pneumoniae

pbpla pbp2x pbp2b
abnormal abnormal abnormal

PSSP - - -

+ _ _

+ + -

+ - +
PISP

_ + _

- + +

- - +
PRSP + + +

PSSP: penicillin-susceptible S. pneumoniae
PISP: penicillin-intermediately resistant S. pneumoniae
PRSP: penicillin-resistant S. pneumoniae

2) H. influenzae

B-lactamase PBP 3 (ftsl)
(TEM type) mutation
Ampicillin susceptible - -
BLNAR - +
B-lactamase producing + -
B-lactamase producing . .
+BLNAR

BLNAR: B-lactamase-negative ampicillin-resistant H. influen-
zae (identified mutation (s)on ftsI genes
encording PBP 3 by PCR)

PBP: penicillin-binding protein
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Total No.of cases received
293
Excluded cases
11
no usage of cefditoren pivoxil 1
E usage of drug was made before the official start
B |of investigation 4
'5 not a targeted patient 1
2 entry errors 5
No.of cases analyzed |
282
Excluded cases
13
no return visit after first consultation 13
No.of cases assessed for safety
269
Excluded cases
21
g unassessable 8
S [treated with cefditoren pivoxil prior to our study| 3
"5 usage for an unindicated disease 9
& [doctor submitted survey for more than 5 cases | 1

No.of cases assessed for
Clinical effectiveness
248

Fig. 1. Breakdown of cases analyzed.
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Table 2-1. Patient’s background
Patient's background factors IZ;;:::: Rate (%)
male 162 60.2
Sex
female 107 39.8
0 38 14.1
1 77 28.6
Age 2 42 16.6
(year) 3 33 12.3
4~6 59 21.9
7 20 7.4
out 264 98.1
In/outpatients
in—-out 5 1.9
pharyngitis 83 30.9
laryngitis 4 1.5
tonsillitis 15 5.6
Diagnosis otitis media 113 42.0
sinusitis 17 6.3
bronchitis 25 9.3
other diseases 12 4.5
acute 250 92.9
Type acute exacerbation of chronic 18 6.7
not recorded 1 0.4
mild 94 34.9
Severity moderate 159 59.1
severe 16 5.9
1 57 21.2
2 57 21.2
3 39 14.5
4 26 9.7
Duratx(o;la;t; ;hsease 5 15 5.6
6 12 4.5
7~14 40 14.9
215 19 7.1
unknown 4 1.5
without 210 78.1
Surgical treatment with 58 21.6
not recorded 1 0.4
Underlying disease or absent 179 66.5
complication present 90 33.5
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Table 2-2. Patient’s background

Number

Patient’s background factors Rate (%)
of cases
absent 181 67.3
Pretreatment. with other present 79 29.4
antimicrobial agents
unknown 9 3.3
absent 52 19.3
Concomitant drugs present 217 80.7
(antimicrobial agents) (36/217) (16.1)
56 mg/kg group 5 1.9
9 mg/kg group 210 78.1
12 mg/kg group 32 11.9
Daily dose (mg/kg)
156 mg/kg group 11 4.1
18 mg/kg group 6 2.2
uncountable 5 1.9
~3 11 4.1
4~17 96 35.8
Duration of treatment 8~14 142 53.0
(days) 15~30 18 6.7
231 1 0.4
uncountable 1 0.4
absent 266 98.9
Drug allergic history
present 3 1.1
absent 254 94.4
Other allergic history
present 15 5.6
36=, <37 41 15.2
Body temperature 87=,<38 51 19.0
© =38 101 37.5
not recorded 76 28.3
- 32 11.9
M (mucous) 58 21.6
Property of pituita PM 73 97.1
P (puruloid) 31 11.5
Not recorded 75 27.9
- 58 21.6
+ 60 22.3
2+ 59 21.9
Cough
3+ 10 3.7
Unknown 1 0.4
Not recorded 81 30.1
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AMPC: amoxicillin, SBTPC: sultamicillin, CFDN: cefdinir, CFPN-PI: cefcapene
pivoxil, CPDX-PR: cefpodoxime proxetil, CFTM-PI: cefteram pivoxil, CCL:
cefaclor, CXD: cefroxadine, CDTR-PI: cefditoren pivoxil, CFIX: cefixime, CFT:
cefatrizine, CEX: cephalexin, CAM: clarithromycin, EM: erythromycin, RKM:
rokitamycin, MDM: midecamycin, FRPM: faropenem, OFLX: ofloxacin, ST:

sulfamethoxazole—trimethoprim

Fig. 2. Kind of antimicrobiral agents used during pretreatment.
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Table 3—-1. Patient’s background by duration of disease
Duration of disease
Patient’s background factors (days) Total x* analysis
3 =4
0 24 12 36
1 34 34 68
Age 2 19 21 40 N.8.
(year) 3 16 13 28 (p=0.103)
4-6 _ SR L T . 52
=7 16 H 20
mid om 42 83 N.8.
Severity moderate | 91 _6h 146 (p=0.128)
severe L 10 5 15
acute - 141 | 90 231 p<0.01
Type acute exacerbation of chronic 1 11 12 p=0.001
not recorded 0 1 1
Underlying di absent L 104 60 164 p<0.05
or complication present 38 42 80 p=0.018
without 104 85 189 p<0.06
Surgical treatment with 8 | 16 54 Pp=0.044
not recorded 0 1 1
. absent 32 | 15 47 N.S.
Concomitant drugs present 110 87 197 (p=0.126)
Concomitant use of other absent 115 95 210 p<0.01
antimicrobial agents present 27 7 34 p=0.007
Pretreatment with other absent 17 51 168 p_< 0.01
.. X present 21 47 68 p=0.001
antimicrobial agents unknown P 1 8
Other allergic absent 139 92 231 p<0.01
history present 3 10 13 p=0.008
pharyngitis 39 40 79
laryngitis 2 2 4
tonsillitis 7 5 12
Diagnosis otitis media 76 31 107 ":oo'::z
sinusitis 6 10 16 p=e
bronchitis 10 13 23
other di 2 1 3
- 11 4 15
) . + 47 29 76 N.S.
WBC infiltration 2+ 57 55 112 (p=0.115)
3+ 19 8 27
Not recorded 8 6 14
- 11 8 19
Volume of + 39 34 73 N.S.
S. pneumoniae 2+ 47 22 69 (p=0.274)
3+ 14 13 27
Not recorded 31 25 56
PSSP 13 5 18
Type of PISP 48 31 79 N.S.
S. pneumoniae PRSP 44 43 87 (p=0.163)
- 37 23 60
- 14 10 24
Volume of B gg g; ;; (p by 6sé15)
H. influenzae 3+ 6 12 18
Not recorded 44 24 68
Ampicillin—susceptible 44 38 82
Type of B-lactamase producing (TEM type) 3 4 7 N.S.
H. infl BLNAR (PBP 3 mutation) 35 27 62 (p=0.617)
. B-lactamase producing + BLNAR (PBP 3 mutation) 4 1 5
- 56 32 88
<37 24 12 36
Body temperature 37, <38 20 25 45 N.S.
(T) =38 58 35 93 (p—o. 073)
Not recorded 40 30 70
- 49 50 99
. + 18 16 34 N.S.
Pharygalgia 2+ 11 7 18 (p=0.653)
Unknown 4 7 11
Not recorded 60 22 82
- 63 65 128
‘ + 11 5 16 N.8.
Odynophagia 2+ 5 1 6 (p=0.104)
Unknown 4 9 13
Not recorded 59 22 81




VOL.49 NO.3 CDTR-PI »#% 5% (PRSP, BLNAR ¥ il %) 193
Table 3-2. Patient’s background by duration of disease
Duration of disease
Patient’s background factors (days) Total x* analysis
=3 24
= 13 19 32
+ 32 29 81 N.8.
Redness of pharynx 2+ 37 33 70 (p=0.361)
3+ 4 1 5
Not recorded __h6 20 76
- 33 39 72
+ 33 20 53 N.8.
. 2+ 18 21 39 (p=0.250)
Redness of tonsilla 3+ R 3
Unknown 0 o 1 1
Not recorded 56 20 76
- 46 59 105
+ 26 15 40 p<0.06
Enlargement of 2+ 13 6 19 p=0.037
tonsilla 3+ 2 0 2
Unknown 0 2 2
Not recorded 56 20 76
- 33 20 53
+ 25 27 52 N.S.
2+ 23 27 50 (p=0.280)
Cough 3+ 4 6 10
Unknown 0 1 1
Not recorded 57 21 78
- 15 13 28
M 28 27 55 N.S.
Property of pituita PM 32 31 63 (p=0.851)
P 11 15 26
Not recorded 56 16 72
= 41 43 84
+ 22 7 29 p<0.01
. 2+ 26 6 32 p=0.001
Otalgia 3+ 9 1 10
Unknown 11 12 23
Not recorded 33 33 66
- 49 43 92
+ 25 6 31 p<0.01
Feeling of blocking 2+ 14 5 19 p=0.008
of atosalpinx 3+ 5 0 5
Unknown 14 15 29
Not recorded 35 33 68
- 21 28 49
+ 30 22 52 p<0.01
Redness of eardrum 3 : ﬁ lg ig p=0.002
Unknown 1 1 2
Not recorded 35 34 69
- 41 43 84
+ 25 13 38 P<0.01
Swelling of eardrum § : 32 1(1) ::2 p=0.003
Unknown 0 1 1
Not recorded 35 34 69
- 94 56 15
. + 10 8 lg N.8.
Preforation of o 3 2 5 (p=0.839)
eardrum Unknown 0 1 1
Not recorded 35 35 70
- 56 50 106
+ 14 4 18 p<0.05
Volume of secretion 2+ 20 7 27 p=0.027
of middle ear 3+ 14 4 18
Unknown 3 3 6
Not recorded 35 34 69
- 55 50 105
M 13 4 17 p<0.05
Property of secretion PM 22 7 29 p=0.024
of middle ear P 13 4 17
Unknown 4 3 7
Not recorded 35 34 69
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Table 4. Patien’s background with or without pretreatment
Pretreatment with other
Patien’s background factors antimicrobial agents Total x* analysis
present absent
0 13 21 34
1 26 41 66
Age 2 11 28 39 N.S.
(year) 3 5 23 28 (p=0.165)
4~6 13 41 54
27 3 18 19
mild 23 58 81 N.8.
Severity moderate 41 103 144 (p=0.635)
severe 6 9 15
1 4 49 53
2 7 44 51
3 10 24 34
Duration of disease 4 4 21 25 p<0.001
(days) 5 6 6 12
6 4 9
7~14 23 12 35
215 9 8 17
Underlying disease or absent 42 118 160 N.S.
complication present 28 52 80 (p=0.209)
. absent 52 134 186 N.S.
Surgical treatment present 18 Py 53 (p=0.499)
<37 10 27 37
Body t,e:@cp)erature 37=, <38 14 30 P o :705742)
=38 30 58 88
- 7 19 26
Property of pituita M 20 34 > N.S.
PM 19 43 62 (p=0.426)
P 12 14 26
- 15 40 55
Cough + 15 35 50 N.S.
2+ 19 28 47 (p=0.324)
3+ 5 5 10
29 76 105
Volume of secretion of + 14 18 N.S.
middle ear 2+ 19 26 (p=0.939)
3+ 14 18
- 29 75 104
Property of secretion of + 4 13 17 N.S.
middle ear 2+ 21 28 (p=0.962)
3+ 4 13 17
PSSP 15 17
Type of PISP 15 63 78 P<0.01
8. Pneumoniae PRSP 33 53 86 p=0.007
- 20 39 59
Ampicillin-susceptible 16 62 78
B-lactamase producing
(TEM type) 1 6 7
Type of BLNAR (PBP 3 mutation) 21 40 61 N-S.
H. influenzae B-lactamse (p=0.221)
producing + BLNAR (PBP 3 2 3 5
mutation)
- 30 59 89
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¥ 0, PSSP O Ml i Mk [HH ] Ot (4.0
%: 2/50) BT & L] OB (11.5%: 15/131)
IO, PRSP t#icEw (HD: 66.0%, = L: 40.5
%) LI ETHDH, Lo bMiRIKAABIN SN
S EBE AT RTHE [HH] OROIHHINER
HBURARREnE VLM EAINTL S (p=0.016).
IOZENLIE, WLFRIEORTTIZL D, PSSP Y
O RERBE I S N B MDD, — )i, EL OB
TIEHREROS#HEL WS 2 &%, PRSP % Lotk
RICEERAONTVAZEATRRINT VS, ZON
MIEEL RO Lh o2, £ 7V HFRIZBYV
THROHNATWVAS (p=0.221), T4bH, BLNAR(PBP
3-mutation) (XRILFHGE [H Y] OBIZBVTEL
BiIbsh (52.5%: 21/40), ABPC i&Miiix % Ll o
BlIiBLWTEL U ENS (55.9%: 62/111) HAIZH
B LEMREINTWA, BLNAR & 7:iifbeffil e L
THG XNHBEEOIBE IS U2 BIVEIS L - TR
HWEh2E bt nbEb 2B VHENRELNT
Wb,

5. MWFRRE

ANV AT X RAE B 248 B BT B #)[El 4R AL O fifi
RIRE, 1 v 7V FREOKRMIK % Table 5 (273
+o ARABETIRMARETHRIREL A V7V HH
DT LBE S o EMIEHESRILE LD
<, MEOREEE RS, WA ERICRE S NE
B2 99 B (39.9%) (ZET %, M SN 7ZMiRIRE O
34, PCRIEIZTPSSP EHE SN HIZ 184 (9.6
%) #EHHIAET, FED D 90.4% (3 EAwE P
542 BIZFICBALPDOERYH T HHRMKT, PISP
EHESNL DX 81 Fk (43.1%), PRSP LHIE S
b DL 89tk (47.3%) HHDH TV,

—%, 47V xHEIZ ABPC &MEH 83 #k (52.9
%), BLNAR (PBP 3-mutation) 62 ¥ (39.5%), f—
lactamase (TEM %) #E4: i 7 ¥k (4.5%), BLNAR (PBP
3—mutation) + f-lactamase (TEM #!) P /£ i 5 ¥
(3.2%) WM TH 7

4. FiLEBECOWT] OHETHENZ L) I,
FifeEsiED [H0 2 L] &, MRORHELHRE S
N-HBEOERFHRICKE S EEE 5 5o MRKA
# PSSP % PRSP DM HIZE AR 5 (p=0.007),
SOBEA I VI Y HFREIIBLTERLATVZ L
WA ETH b

—F, TS DMK REID S OMiRIKE, ¥ TN
U FEUNOMEORIEERE, BIEEDS A EIEER
CWiTH B L bH Y, Moraxella catarrhalis LAt
RSN BHIE RS, BT LR % L
BIiBWTABGEEA 44k (24%), MSSA 76 #%
(3.6%) HIMEN=Z EXNRRDIEDEVIRRTH-
PATS
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6. LMz onT

AW DR (AHE DN RIMRA LT &
Feu ARG O RIELE e 1 & OB R
Table 6 1245 L 720 4 AnPEMAT 1F %0191 269 11, WY
NS BUEBIE 15 61 (16 1) T, il {1:)1) 7t B 413 5.60
YT o120 BIKKR AT 2 G 24T 7 MR
MR /R 210 Xe DI N5 4 (6.36%) Llxizhihc
B o Tro RTUAPEUNTIE, LAY B 13 1 (4.837%)
Db ok b%  ROTIOM - WA I BB 3 fF(1.12
%) Tahoto WENOHITER LWL TR T T LA
BlEze <, POEIZEES, b L M TH 0, W
R E LT MY Lo Bl e o 720 ML
FAFRIN - & HIEN L oW R ¢ BE LS & D B
L7458 % Table 7127 L7co YWY, W, B4, K
SEME, 111h (mg/kg) TlRIEFMAEAZED LN
Tethotze — i, BEGWIEIIZIBWTE, A8EE (p=
0.001) 2D LN, AFEGHMEEZ3HETHED-
7zo Fig. 3 \CEIEMA M T 2 £ TOMR Z /R L7225
WAL I 5 RS IR RBLL, Z&i
3 ALMICEIERARBLA TAIETXTTRTHD,
AK OWIE G d k- RIE 3B, kB3, KA1
BITdH ot TLLF—JER 3H) 2°6~9 HIRIZAE
LTWwWaIELTHEBTRETHLA, NHDORR
BWFho -7 5 LRIEE L IZIIFAKELZERTH
272

7. BREBTICZ (AR 2o\ T

CDTR-PI % 5- D A MO Gl D V- TiE, Ak L
L FEEOBRBTFIC A IER, TOHRI
Table 8 IZRT BN T, [HREIEETH-72] 850
(34.3%), (B Rixd - 72) 126 B (50.8%), [%hFid
IHIHThHoro]) 27H (109%), [FEELEH o7
10 Bl (4.0%) EVIHFERTH 7.

INODMRIZLETE, [HREBEFEFETH-7-] L
(hEiidho7-] # T LT [CDTR-PILAEXF], [%
B hIHThoro] & R o] 2T LD

Table 5. Isolation of bacteria in 248 patients
Organisms No. of cases

S. pneumoniae 188
PSSP 18 ( 9.6%)
PISP 81 (43.1%)
PRSP 89 (47.3%)
H. influenzae 157
Ampicillin susceptible 83 (52.9%)
BLNAR (PBP 3-mutation) 62 (39.5%)
B-lac producing (TEM type) 7 ( 4.5%)
B-lac producing (TEM type) + 5 ( 3.2%)
BLNAR (PBP 3-mutation)

B-lac producing: B-lactamase producing
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Table 6. Incidence of ADRs
this i ..
Period of investigation Up to approval ( Oct.li;g;issl‘:i:.tgg:)o)
Total No. of medical facilities surveyed D 34 65
Total No. of cases surveyed® 456 269
Total No. of cases with ADRs® 29* 15
Total No. of occurences of ADRs(@ 29 16
Incidence of ADRs
6.36% 5.60%
(®/@x100%) o b

Type of ADRs

No. of occurrences of ADRs (%)

Eczema 0 (0.00) 1 (0.37)
Rash 1 (0.22) 1 (0.37)
Drug Eruption 0 (0.00) )

Vomiting

0 (0.00)

2 (0.74)

Diarrhoea

GOT Increased

17 (8.73)

11 (4.09)

1 (0.22) 0 (0.00)

GPT Increased

2 (0.44)

0 (0.00)

3

AlP Increased

Redness

Eosinophilia

e

dait R
Thrombocytosis

1 (0.22)

T - i

ADRs: adverse drug reactions
*The ADR up to approval contains abnormal laboratory test values

T [CDTR-PI #%h# | & LT, AMEEEHL, BE
HRATFLEOBEICOVWTHRET Lz, 72721, 2RO
FRRFEIRD ) B, WHENE, WE T, MERK, RRIEK,
Bk 7 & D ZAERIZDOWTIE, Fh S DEREERDS <
Rohs F5GERESGE (HEEZ%, Rikk, WEER) L2
W S NZREBICBRE LTIt 217, H9E, HEAZER,
SRR, SBUENR, PEHSWWE, hESWWEIRE
EDFERIZOWTIIHH ROFEFNICHE L THRE 21T -
2o ZDKE% Table 9 IZ/RT,
FERMINCBVWTRAEREEZRBTICRES Ld o2
(p=0.173) #%, 0 R TOHEE (77.8%: 28/36) 75,
D IERE D/NBDOENFIZHRRLREMETH B 2 A8
FHI Nz, F72, BEENCBWTHREEFICBITS
AR RN REE (78.3%: 11/15) TdH - 72 (p=
0.384) , B T3 B DO S HE TOHRFIE - (64.3
%: 9/14) T L DBHEETH o 72 (p=0.025), T M

DWW Tid 6 HUBEOEFIZB VT [6 HI[15 HEL L
THBENRREL o728 (63.6%: 7/11, 76.5%
13/17), HHIC K 5 —EnMm 2 RH$TICEES o
-7

CDTR-PI ¥ 58 L ARMFE L OMRE R T 5 L8
WHBHY, Bk L72TE L, 3L A EDERNAROHE
HEI K ShTBY, 5RICL2EDERERITTS
CRABZTOBRBEIBRICEES D o7 12720, &
HED EZ2&S L-BETIE, EFRIIED WD, Fri%E
THERAEGRICHRT0% fith L PR EWEZRLTSH
D, BEGIEBICBT AHERES R L OBREBITT 5
CENSHROMERETH S,

=%, MNROHE, BEINLHEEZEMOKRE
BUIRALTWELENEW)Z b T, BRIE
W52 2HEBHIRKEV, ZOLORAKICOVTHRE
FTHZENBLETHL, TOERBIEELILO o
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Table 7. Incidence and total numbers of ADRs according to patient’s background
Occurrence of ADRs
. Total no. ) .
Patient’s background factors of cases no. of no. of Incidence of x’ analysis
cases occurrences | ADRs (%)
S male 162 8 8 4.9 N.S.
ex
female 107 7 8 8.5 (p=0.576)
0 38 2 2 5.3
1 77 5 6 6.5
Age 2 42 3 3 7.1 N.S.
(year) 3 33 1 1 3.0 (p=0.839)
4~6 59 4 4 6.8
=7 20 0 0 0.0
pharyngitis 83 3 3 3.6
laryngitis 4 0 0 0.0
tonsillitis 15 0 0 0.0
Diagnosis titis medi 113 8 9 7.1 N.S.
F2441 otitis media . (p=0.849)
sinusitis 17 1 1 5.9
bronchitis 25 2 2 8.0
other diseases 12 1 1 8.3
mild 94 7 7 7.4
Severit; moderate 159 8 9 5.0 N.S.
al .
Y (p=0.436)
severe 16 0 0 0.0
=6 mg/kg group 5 0 0 0.0
9 mg/kg group 209 11 12 5.3
N.S.
12 mg/kg group 31 2 2 6.5 B
Daily dose (mg/kg)* (p=0.923)
15 mg/kg group 12 1 1 8.3
18 mg/kg group 6 0 0 0.0
uncountable 6 1 1 16.7
~3 17 7 7 41.2
4~7 95 3 3 3.2
p<0.05
Duration of treatment”* 8~14 136 4 5 2.9 p=0.001
(days) 15~30 18 0 0 0.0
=231 1 0 0 0.0
uncountable 2 1 1 50.0

ADRs: adverse drug reactions
*Total dosage prior to appearance of ADR

7:h% (p=0.125), [FHEIIHKARLT V] L@EBKINT
WBERIFEBEVWEREER LA (91.4%: 32/35) O
XFBRIEY o

AREIZBOTCIE, BB LX) ICHHLERED [H
DITRL]CEh, B SNT 2 RREOEA GRS
HEENRALNTWAS, #hA’ [CDTR-PLERE] I
W AEEE B LIZTHICOVTRET L72AS, BiLF
BED [H0I[%EL] DVIACH2DLLT, AHEI
84% L VIR TH o7z T/, HELZEMEER

BBt B RTHARLOHHOFEIIBVTY,
AREZEROSNY. [CDTR-PIA%EE] &, #ifbess
EO [H0 [ L] PABRERZEONEEREOKEY
ZFHEVECIFERTH o7

mit Sh7-MK & [CDTR-PLA%#] LOMBRTH
AN, RIEDHEEDIERE L LREOERKY 7 L §EIC
LBRFFTRICBVTIE, RECHREIILIZEIASK
ol LAL, MRREOHEIIBVTEIEELE
xR 6w (p=0.294), (+) 256 (B3+) IXE3



198 H & 1L 7 M & % & W i

MAR. 2001

BB 2B L TAHDEAIAINZH D Z EANEH SR
770 AR S IR O FEMIPESY & AR R ORI, A7
Bl AD LN o 7oAt (p=0.072) Nili % ER A AR
BELTwWhWRE(=) A T4H) ThoHITEHAEPHI
&< (95.0%: 57/60), K\ T PSSP (88.9%: 16/18),
PRSP (82.0%: 73/89) Tdh =720 EDOHINIZH % PISP
DAEEA 80.8% (65/81) LINIGDLLRWI EIXhD
A5 SO EIZOW TR X 70 R ER A O BRR £t
FIRENAHONN LMl 50T, SHhEL, #
=3 5o

£ INIyHRIZOWTYH, ffUiERRbaw
2%, DR DM 2 BRI & (TR S LA R B 2L
TS EREE & 13012, W (-) OHEFITOA YRR R
i (81.3%: T4/91) &7 BB TH o 720 i fERM &
£V 7N F RO & RYTEIERT & OBEIZE
WTBIRIE V. AW R D M RERB EERLD
BLNAR (PBP 3-mutation) i3/&EH# & [F 4k, CDTR-
PITHBIIHIETXLMURETH L EARENT,
—7%, B-lactamase £ & %\ & f-lactamase A
+PBP 3-mutation & V) BHBOMERFEHTH A ~
INI Y HFEIZOWTE, ERRIPEVL 0D, HE
EARRLE L, SHORFADVLETH 5,
BRIREIR L HRRE OBBRIIOVTIE, A2
XNTWAHBIZOWTOART A, LREREE, &
BR&ELELTALNS BToMIRIIBVTIE, AR
RO VHEHTREAMBRLNATYS (p=
0.090), 2%V, B2 HBEETHLHEIIZEHEIL
B (90.9%: 60/66) H, TELBEE %L EAHEK

10

No. of case of ADRs
=N
T

g
a0 N N i
o LELE ‘M o Az
1 2 3 4 5 6 7 8 9 10
days

Allergic symptoms

Eﬂ Diarrhoea

| Vomiting

Fig. 3. Days until appearance of ADRs.

BRPEF LTS (73.1%: 19/26)0 4l Ol &
IEBMIG % IS 5 b DL b, SO, X
RS, T 43612 AR O B A TI5 A VA EIZHG
T HERIEIRIZ A SN2 H o 720

8.  Rifildlz & B HIRE Tt 222w T O
P b7 E K, AT HIMEICBV T,
# 2T CDTR-PI 4 '} M DBIK B R\ 2\ T O B
Fhhots, FOBMGNELZEBY THAA, £if
BAULE DA 72 B BIRIEKRE b > THKRMFISZ 24
Wil ey ok, FRIZCDATEDHE Wik
BTl oeMmEV) ZLIZEDLDOTRYTH S, C
DAL, WODMITHKRKFEILZ 24K L7chilon
Tid, BEARRACHMTE M TRE TSI ALY
EME &z, SHRMEEL, #ET 50

SO T, WA THKM TG 2 e ) OMIZEER
LTHhd LBEEDaA 2 FLD/cbD% Figs.4, 5
124, [CDTR-PL{i%hBJicic STV 7ob DI,
HEMBERNE L, ahTh [EREE] LHRHICE
PRTVDE DA%V, LrL, BB LERELTL
WEhTwaboiZid, BH17%), Ritd#E(10%),
AT Rk #E (9%), HiR#ELL (8%), HEA R E
(6%), WK #E (8%) 2 ENDIEL, FHEERIHN
SOBKEROUELXZHIIRZ T, BROFIER%E
HEFLTwbZ EEh B, —F, [CDTR-PIEX)E)
Tb, [HEREBZELT] LI MRALLDOLDH L,
a3 (%), Bit2Hl (9%) &) il8ADTE
b, FOMICIREERK, FHSLYER, H5VIE
TR E Vo2 X ) BB L % o 1P E RO TR
SlElcb-oTiERENT W T bbb, ThAH PRSP
5\ IEBLNARIZBIT B #EHh L % - 7 EBF O BEKE
EEZ LN,

9. MRHMEIZoWT

A4 77 NN BN OB DT Table 10 12
RL7z. 269 Bl [FEFICHKART V] L LLIE [&A
RPN ] 25145 B (53.9%) , [¥E:@] A% 111 fEH (41.3
%) T, [BRHIZ W] HBTH (2.6%), [EHEWV]
16 (04%) Thotzo [HRAIZCW] LI
D] EL8RITORHEOHNRITS5FIA (KL
CIRESLD&], 18k [T hge], fh2 sk BIR
HHEAPLZV] BLU [BEAKXLER] THo7o 2hH
8HDH L, 26HTIX1/2 Kilh, 6 HTid2/3~%2E
FhENRHLTW . [7. BKROFRZ ERH
oW T] OETHHRREBY, MROBE, REE

Table 8. Clinical effectiveness

. Markedly Mildl Effecti te
Clinical effect . Effective Y i ectiveness ra
effective effective Not effective (%)
Number of cases 85 126 27 10 211 248
(%) (34.3%) (50.8%) (10.9%) (4.0%) (85.1%)
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Table 9-1. Clinical effectiveness according to patient’s background
Clinical effect Isffectiveness analvai
Patient’s background factors . not Total rate x‘analysis
gre effective effective )]
Sex male 127 22 149 _ #.2 | NS
€ female 84 16 99 H.9 | (p=0.933)
0 28 8 36 7.8
1 66 13 69 H1.2
Age 2 37 3 40 92.5 N.S.
(year) 3 o 24 H 29 82.8 (p=0.173)
1~6 . ' 5e T 8h.2
7 o T ~100.0
pharyngitis 1 81 . 86.4
_laryngitis b 4 | 75.0
_tonsillitis 2 12 83.3 N.S
Diagnosis __otitis media 15 108 86.1 =0 0
o sinusitis 4 17 76.5 (p=0.902)
N bronchitis 9. 4 23 82.6
__other diseases 3 0 | 3 100.0
~oild. 71 13 84 84.5 N.S
Severity moderate 129 20 149 86.6 (p=() 584)
severe 11 4 15 73.3 .
acute B 201 32 233 86.3 N.S.
Type acute exacerbation of chronie 9 H 14 64.3 (p=0.025)
not recorded 1 0o 1 1 100.0
1 - 50 T h 55 90.9
2 ) I 51 84.3
3 o T 36 86.1
. . 4 21 4 25 84.0 N.S.
D““’“ﬁ;‘ °f')' 5 T 1 12 91.7 (p=0.441)
ays 6 7 4 11 63.6
7~14 31 | 6 37 83.8
215 13 4 17 76.5
unknown 4 0 4 100.0
Underlying di or absent 139 27 166 83.7 N.S.
complication present 72 10 82 87.8 (p=0.397)
History of di absent s 29 211 86.3 N.S.
present o 29 8 37 78.4 (p=0.215)
no L et 26 193 86.5 N.S.
Surgical treatment yes 43 11 54 79.6 (p=0.209)
not recorded | 1 0 1 100.0
Pretreatment with absent 144 26 170 84.7 N.S.
other antimicrobial present 59 11 70 84.3 (p=0.935)
agents unknown 8 0 8 100.0
Concomitant drugs absent 40 7 47 85.1 N.S.
present 171 30 201 85.1 (p=0.996)
Concomitant use of other absent 182 32 214 85.1 N.S.
antimicrobial agents present 29 5 34 85.3 (p=0.970)
=6 mg/kggroup T S . | 5 80.0
9 mg/kg group 174 26 200 87.0 N.S
Daily dose 12mg/kggroup 20 6 26 76.9 (p=0.973)
(mg/kg) 15 mg/kg group 6 | 3 9 66.7 p=0.
18 mg/kggroup 2 | 1 3 66.7
uncountable 5 0 5 100.0
Very easily ingested 32 3 35 91.4
Easily ingested 84 14 98 85.7 N.S
. Ingested 86 18 104 82.7 I
Palatability Reluctantly ingested 5 1 6 83.3 (p=0.125)
Ingested with difficultly 0 1 1 0.0
unknown 4 o_ | 4 100.0
- 13 2 15 86.7
+ 67 11 78 85.9 N.S.
WBC infiltration 2+ 98 15 113 86.7 (p=0.941)
3+ 23 5 28 82.1
Not recorded 10 4 14 71.4
- 18 1 19 94.7
+ 64 10 74 86.5 N.S.
Volume of 2+ 57 13 70 81.4 (p=0.294)
S. pneumoniae 3+ 22 7 29 75.9
Not recorded 50 6 56 89.3
PSSP 16 2 18 88.9
Type of PISP 65 16 81 80.3 N.S.
S. pneumoniae PRSP 73 16 89 82.0 (p=0.072)
- 57 3 60 95.0
- 19 5 24 79.2
+ 70 8 78 89.7 N.S.
Volume of 2+ 49 8 57 86.0 (p=0.579)
H. influenzae 3+ 15 3 18 83.3
Not recorded 58 13 71 81.7
Ampicillin-susceptible 74 9 83 89.2
lactamase producing
> (TEM type) 5 2 7 71.4
Type of BLNAR (PBP3 mutation) 55 7 62 88.7 N.8,
H. influenzae B-lactamase (p=0.181)
. ‘ 3 2 5 60.0
| producing + BLNAR (PBP 3 mutation)
- 74 17 91 81.3
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Table 8-2. Clinical effectiveness according to patient's background
Clinical effect Eﬂ‘ectiveneﬂ ) .
Patient’s background factors . not Total rate x‘analysis
effective . 2
effective (%)
<37 31 37 83.8 N.S.
Body temperature 375, <38 38 7 45 84.4 (p=0.608)
() =38 83 10 93 89.2
Not recorded 59 14 73 80.8
- 43 8 51 84.3 N.S
+ 21 4 25 84.0 (p=0.699)
Pharygalgia 2+ 3 Ly 14 92.9
~ Unknown I T 1 6 _ 83.3
~ Not recorded L] 0 1 100.0
- o e2 | 73 84.9 N.S
- + o _9 2 11 81.8 (p=6 670)
Odynophagia 2+ 4 0 4 100.0 ‘
Unknown 7 1 8 87.5
Not recorded 1 0 1 100.0
- 1 0 ] 7 100.0
Redness of + 24 8 32 75.0 N.S.
pharynx 2+ 49 ) 54 90.7 (p=0.132)
3+ 3 1 .4 75.0
- 25 5 30 83.3
+ 28 7 35 80.0 N.8.
Redness of 2+ 28 1 29 96.8 (p=0.120)
tonsilla 3+ 1 1 2 50.0
Unknown 1 0 1 100.0 o
- 44 8 52 84.6
Enlar ¢ + 21 4 25 84.0 N.8.
rovhri 2+ 15 2 17 88.2 (p=0.952)
of tonsilla 3+ 1 0 1 100.0
Unknown 2 0 2 100.0
- 19 3 22 86.4
+ 35 6 41 85.4 N.S8.
Cough 2+ 24 5 29 82.8 (p=0.834)
3+ 4 0 4 100.0
Unknown 1 0 1 100.0
- 21 7 28 75.0
M 48 8 56 85.7 N.S.
Pm.*;e’.z of PM 60 | 6 66 90.9 (p=0.090)
prim P 19 7 26 73.1
Not recorded 63 9 72 87.5
- 19 5 24 79.2
+ 21 4 25 84.0 N.S.
Otalgia 2+ 29 2 31 93.5 (p=0.442)
3+ 9 1 10 90.0
Unknown 15 3 18 83.3
- 30 4 34 88.2
Feeling of blocking 2*; %g 3 30 86.7 F S.
of atosalpinx 17 88.2 (p=0.895)
3+ 4 0 4 100.0
Unknown 18 5 23 78.3
= 3 1 4 75.0
+ 31 5 36 86.1 N.S.
Redness of eardrum 2+ 45 7 52 86.5 (p=0.1784)
3+ 14 1 15 93.3
Unknown 0 1 1 0.0
- 17 6 23 73.9
. + 30 4 34 88.2 N.S.
Swelling of eardrum 2+ 33 4 37 89.2 (p=0.282)
3+ 13 1 14 92.9
- 75 10 85 88.2
Perforation of + 13 4 17 76.5 e
eardrum 2+ 4 1 5 80.0 (p=0.410)
Unknown 1 0 1 100.0
- 39 4 43 90.7
Volume of secretion 21 ;2 4 16 75.0 N.S.
of middle ear 3% 4 3 27 88.9 (p=0.294)
13 4 17 76.5
Unknown 5 0 5 100.0
1\7[ 33 4 42 90.5
Property of secretion 1 4 16 75.0 N.S.
ot middle car PM 24 4 28 85.7 (p=0.482)
P 13 3 16 81.3
Unknown 6 0 6 100.0
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# B3 PRSP X BLNAR O & 9 ([Z#R R 72 SR it P 3 &
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720 LA L, 1981 SEIZATHD TR ¥ Y ¥ Hli
REIRE DM S TR, M RERBE OREILIZHEA T
5o 1993 £ 5 1996 LT, [R= ¥ ) Vgt
MiREREAFFE 2] 12X - T, &EBIET PRSP O
RO, FHREEICHNT 2R EN TR
720 1994 4, 1995 E DO WA TR T BEHIEIZF L Zh
PSSP 58.2%, 59.2%, PISP 10.8%, 11.1%, PRSP 31.0
%, 29.6% T, MHRHOKLEKIT~s 0514 FRITH
ERIVHFA ) LIl THonEHE IR T
%Y,

1999 4 10 }i A5 2000 4 9 HIZEEBETEEL /-
AT A O M AR BT, SR IL, PISP 43.1
%, PRSP 47.3% T, PISP % & /2Bl 23K 18 o it %
13 90.4% Tad - 72, PSSP#HFIE K TH b, it
D% D EITLTHWBE I LX) A, 1070
I HRICH L Tid, BLNAR O 4 BEHE L 39.5% T,
HH%eki HTOFE L ML EEE TH - 7255, f-lac-
tamase PEA DAL L Tz 2 EDRIKFEWE R TH
%o

BEEENOMIAERIIBOTELTREZ L, &
R LGB EDERRIYRPE LN+ F TR 4
PANLE6NHITAETTOARM»4BIET LTV
EThb, T2, FEBEP1IREZHSEET 444
PHPLE6RITAETONARBIZER LTSI LR
PRSP & % \» i3 BLNAR {2 & % B3 # 2 IC B Wi

YHIZIEPRSP & 5 WIEBLNARZ 4K &ThTH
D, ENOHIBED D WVIZIET 5 /0B O R EGeSE R
FHEIZESCEDYIESTWBILEERETLLDTH
o720 IO EITHEROBIETY, I LICRERE
BT ARERBOEMMANA VR DO—HTHDB LWV
I LEBBTHLEZATH 72,

T, INSOERIZBCTHALERED (50 [ 7%
LIWE->TRBAILTHRET 2L, MiRHETIZHY ]
DFET PSSP O F MK {, PRSP OMIEHE N Z
ENREN, A YT NVIZYHFHETH BLNARIZBWT
kLA R Oh, ZOZ EiE, BHEBSH 5
(LB ZEMHE L LT PRSP % & U2 BLNAR D £ HE %
MBETEELZREE5 253D THo7,

—k4, CORMEFRENE, FEHE L THRESR3 HL
BABRTLIEROEEL 2V DL LA, EBICIX
58.9% DIEBIRIEHR S HUNTH B LW RERE %
o720 ZDID, BHOMELIIZVREEEZT, %
fEtk [3 HUAN] ofiEfl e [4 HELE] OFEFICRERI L
THEFET A2 L&D, PRSP H %\ i3 BLNAR IZ &
BIBYIE IR SN DD D 2 D2 BT HZ L1
L7

AFHEOIEFNCHOND S - & K E LI, 37
CTE/Ai238C L LoEabr e s & (837C LLL:
78.8%, 38C LAE: 52.3%) HRshi-Z&Thb, =
BEOBRHFICZ D F72, BEOFEIZKE IKFL
Tz, Lad, ThooEzid ISHUN] & [4H

AFHRHED S > L b RE LM TH o7z, ZORRIE 0 10 20 30 40(%)
L F Tz me X NTWABRXEIH *)ﬁf, I 4 W Fever is not alleviated ——
BOFNBICB O THRIEAE L 1 > 7V o FROMK Pituita continues -———
HIEIZHEC, Lad, Shoolikfkiies 71y Redness of eardrum continues flL—
Symptoms do not improve, [
requiring tympanotomy [
0 10 20 30 40(%) Recrudescence of otitis media -
Volume of middle ear
Alleviation of fever secretion doesn't change [
o Otorrhea continues —
Pituita improvement a
b conti
Eardrum improvement i (?oug contmu‘es _tl
. No improvement in symptoms if M effective (markedly|
Otorrhea disappearance | ] effeche (markedly the administration is discontinued [ effective +
Otalgia disappearance zgzzgzz )+ Symptoms do not improve ] effective)
: | R ce/Recrud
Pharynx improvement O not effective (mildly eeurrencerecrudescence _:] - :fl;”tzctive (mildly
Cough improvement Zgzzgzz; not Symptoms are not cured ! effective + not
Symptom improvement Long treatment period eﬁ'ectivel)
Fig. 4. Positive event used for clinical judgment by Fig.5. Negative event used for clinical judgment by
attending physician. attending physician.
Table 10. Palatability of cefditoren pivoxil fine granules
Ingested
Vi il Easil Reluctantl
Palatability eIy easty asy Ingested euctantly with Unknown
ingested ingested ingested .
difficultly
No. of cases 38 107 111 7 1 5
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Post-marketing surveillance of cefditoren pivoxil (The first report)
—Special investigation of PRSP and BLNAR infections—
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A post-marketing surveillance study on the practical use of cefditoren pivoxil (CDTR-PI) was performed
between October 1999 and September 2000. The purpose of this study was to investigate the recent
occurrences of penicillin—resistant Streptococcus pneumoniae (PRSP), and beta-lactamase negative
ampicillin—resistant Haemophilus influenzae (BLNAR) and to determine the susceptibility of these
resistant organisms to CDTR-PI in Japan. At the same time, several clinical signs of these infections were
investigated, and the clinical effectiveness and safety of CDTR-PI chemotherapy was evaluated by the
physicians. The following findings were obtained:

@ In this study, 92.6% of all patients consisted of nursing infants under the age of 6 years, the
majority of whom were only 1-year old (including a 4-month—old nursing baby).

@ S. pneumoniae was detected in 188 patients, H. influenzae in 157 patients and both organisms
were detected in 99 patients, out of a total of 248 patients.

® S. pneumoniae with alterationsin 1or2 pbp genes (PISP) was detected by PCR in 81 strains
(43.1%) and alterations in 3 pbp genes (PRSP, pbp 1a, pbp2x and pbp2b), were detected in 89
strains (47.3%). Out of the H. influenzae clinical isolates, in 67 strains (42.7%) were BLNAR and
contained a mutation in penicillin-binding protein 3 (PBP 3) , encoded by the ftsI gene; 7 strains (4.5%)
produced TEM-type beta—lactamase. In addition, 5 strains (3.2%) were BLNAR and produced TEM-type
beta-lactamase.

@ PSSP was detected at a lower frequency (4.0%) in patients with a history of chemotherapy than in
patients without a history (11.5%) ; this difference was significant. On the other hand, PRSP was detected
at a higher frequency (60.0%) in patients with a history of chemotherapy than in patients without a history
(40.5%).

® Most of the patients had a fever of 38C or over that persisted for 3 days or longer. The presence or
absence of purulent pituita and its grade could be used as an index for intractability. Most of the patients
had otitis media complications.

® The presence or absence of a fever, puruloid pituita and improvement of severe otitis media
symptoms were the main criteria used to judge clinical efficacy.

@ The efficacy rate based on the clinical evaluations of effectiveness by the physicians was 85.1% (211/
248). The efficacy rates in patients from whom S. pneumoniae and H. influenzae were detected were 81.9
% (154/188) and 87.3% (137/157), respectively.

Adverse drug reactions occurred in 5.60% (15/269) of the patients, which is a nearly identical rate
to that present at the time of the approval of this antibiotic. The main adverse drug reactions were Gastro—
intestinal system disorders. None of the adverse drug reactions were serious, and none of the reactions
were reported to the regulatory authority as adverse drug reactions or infections.





