H Ak %

kR

>
333
Bul
5

GEE SRS

Clavulanic acid/Amoxicillin (1 :14) /NEH F 54 >0 v 7O 5@l H kA&

BN —E" AW B - W e
VNI B R /N IR 2 R T
P | L e R B PR > 4 — /N R

VTG0« AI AT T A YREAAH B AT PMS 8

SR

CPEL21 47 6 HZA - PR 2148 7 A 30 HZH)
B-7 7 ¥ < —ERHERBERX=) Y RUEWERATH L7 I Ny 7 XAYNBH N4 uy 7
(clavulanic acid/amoxicillin (1 : 14), CVA/AMPC (1 : 14)) oHilRBZIC BT L4 B L 0%
MErd 5 2 &% BRIZ, 2007 4 11 A 25 2008 4E 10 A 122 TNE ORI SR REYE, K ERRYER L OF
PRI YR IE B 2 o A e R IS % F2 06 L 720 68 ik DB 2> 5 363 Bl o A2 % U4

SEPT. 2009

L., REVEMHT R SIAEB] 337 B, A RIVEMAT N RIE BT 308 BIZ 2DV THRE 217 - 720

L AVEMRNT R GAE B 337 12
THRIT119% (40/337 ) 18D SN, KA T

:Bh‘é%'”’ﬁﬁﬂ%%iﬁ“ﬂi 128% (43/337 #) ThH o720 DL VEIEHIE

BB E Do 720 TROEIEELIZ TR TIEE

T, CVA/AMPC (1:14) ?;’Z’%k%liﬁtlﬂif:Cii‘;’Z’%%’i}T Hbk2 &) AR 7213 L 72

AR PE AT X B B 308 5112
96.6% (28/29 #1),

B BERHRIE, W EAEDS 954% (267/280 1),
PREFIEHER 2 B L BRI TH D,

Bz 8 IR E A
2R T2 95.1% (293/308 1) TH - 720 T 72,

i At G B o F YRR T T d 5 Streptococcus pneumoniae, Haemophilus influenzae, Streptococcus pyo-

genes, Staphylococcus aureus 3 & U8 Moraxella catarrhalis |

720
PLEIRT LI

RS B JE K A AR 91.7~100% TdH -

. CVA/AMPC (1:14) i, Wil OMHERE TIZH W TR EHEAYE, PR &S

FESE O/ X U CTEN A2 5 N LZetk 2R L, AHZEAITHL LE 2 N,

Key words: clavulanic acid/amoxicillin, postmarketing surveillance, child, safety, efficacy

75N Ey 7 ZAYNRAIFS 4 yay 7 (CVA/AMPC (1 :
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Total cases 363
Cases excluded from efficacy evaluation 26
No visit after prescription 15
Violation of inclusion criteria 11
Cases evaluated for safety 337
Cases excluded from efficacy evaluation 29
Effective evaluation undetermined 28
Violation of inclusion criteria 1
Cases evaluated for efficacy 308
Fig. 1. Case breakdown.
Table 1. Background of cases evaluated for safety
Background factor Cases % Background factor Cases %
Cases examined 337 100 . 60—-< 96.4 15 4.5
Mean daily
Male 192 570 | dosage 96.4 305 | 905
Gender 96.4 <—154.6 15 45
Female 145 43.0 (mg/kg)
Unknown 2 0.6
0 25 7.4 -
Age 1-6 230 83.1 Frequency of Twice 334 99.1
_ administration per Three times 2 0.6
(years) 7-11 32 95
*********************************** day Unknown 1 0.3
Mean +S.D. 31+23
. 1-3 52 154
Respiratory 307 91.1 Duration of 47 243 79.1
Infection type™* Dermatological 32 9.5 administration 8—19 41 12.2
Urinary 2 0.6 (days) Unknown 1 0.3
Mild 232 68.8 ibioti
Severity before ! Antibiotics No 239 70.9
Moderate 102 30.3 administerd
treatment Yes 98 29.1
Severe 3 0.9 within 1 month
Underlying No 179 53.1 Concomitant No 25 74
disease Yes 158 46.9 drugs Yes 312 92.6
No 316 93.8 Concomitant No 304 90.2
Allergy
Yes 21 6.2 treatment Yes 33 9.8
*Overlap

(307/337 B) LK% Kb, B2 EGEIX 95% (32/337
Bl), WREGEGEX 0.6% (2/337 1) TH - 72 (HEBDH Y )0
PG EAEEE I, 99.1% (334/337 B) HYRIE ¥ 7213 h 4%
FETH o7z, SEEERE (4] OERIL 469% (158/337
B)TH Y, FaREMEEEE 7LV F—M5R%(169%),
Wi (11.6%), SVERISFER (95%), HH% (62%),
7 M=k (5.3%) % THo72c CVA/AMPC( :
14) $5-BMEHT 1 7 H P ot E 32 H L Twis
HEBNZ 291% (98/337 1) TH Y, MIHEORMIZIZE
AL T 2L RE RVYUVRE wrsu54 PR
ETholzo CVA/AMPC (1: 14) Of$5 HEIE 1~
19 HT, 875% (295/337 #1) 237 HLANTH » 7z. HFH
$eH) (4] OfEFIZ 926% (312/337 Bl) T, Sz
BEH LT 7RI 63.8% (215/337 B) TH - 72,

2)  EIVERZEBLRN

G VESRAT X GLRE B 337 Bl 43 B 43 PO BEIVER 3

BN, BEIWERSEBIEIE 128% (43/337 Bl) TH o7
(Table2)o AFAICHIFLEIEMA3HI DS B, 41 B
(122%) » [BEEE] THYH, ZONFIZTHIA40
B (11.9%), WEH:AS1 60 (03%) TH o7z, [ BEkEE]
DAVCIE, THM B & O MBS | oRE B L 08B
K 1B (% 03%) 123D SN,

FITEE T R CIHFEETH Y, CVA/AMPC(1 : 14)#%
Lk F 73BT - Bkl & 0 AR F AR L
720 B, AEFRICL Y ARG E IR LERIL 16
Bl (47%) THo7z

%8B, PEROMISEICHET 2 KER T TORERSE
BLE 12 383% (41/107%1) ToH v, B Wb E 13 38 61
(355%) THolzo Tz, WERBHEZFRICES N
72 52 A SRR A O B 813 1E 23.3%  (106/455
BHVCTH Y, BEREEIZ 106 B (233%) THo 72,
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Table 2. ADRs

Approved data Specific postmarketing study Total
of otitis media Otitis media | Our study
Institutes investigated 12 126 67 201
Cases investigated 107 455 337 899
Cases with ADRs 41 106 43 190
Occurrence of ADRs 51 111 43 205
Incidence of ADRs (%) 38.3 23.3 12.8 21.1
Types of ADRs Numbers and incidence of ADRs (%)
Gastrointestinal disorders 38 (35.5) 106 (23.3) 41 (12.2) 185 (20.6)
" Diarthea | 38 (355 | 103 (226) | 40(119) | 181(201)
Vomiting 3 (2.8) 3(0.7) 1(0.3) 7 (0.8)
Nausea 1(0.9) 1(0.2) — 2(0.2)
Cheilitis — 1(0.2) — 1(0.1)
Stomatitis — 1(0.2) — 1(0.1)
Skin and subcutaneous disorders 5 (4.7 2 (0.4) 2 (0.6) 9 (1.0)
" Contact dermatitis | 109 | — =1 101)
Eczema 2 (1.9 1(0.2) — 3(0.3)
Pruritus 1 (0.9) — — 1(0.1)
Eruption 1(09 1(0.2) 1(0.3) 3(0.3)
Drug eruption — — 1(0.3) 1(0.1)
Systemic disorders 1(0.9 — — 1(0.1)
Myasthenia 1(0.9 — — 1(0.1)
Infections and parasitic disease 1(0.9 — — 1(0.1)
" Candida diaper eruption | 1(09) | — =1 101)
Clinical examination 1(09 — — 1(0.1)
" Blood BUN increase | 109 | — =1 101)
Metabolic and nutritional disorder 1(09 — — 1(0.1)
" Feeding disorder | 109 | — =1 101)

ADRs: Adverse drug reactions

3) REWEEZ5ZH5EN

REGEEZ 5 2 2 BERERGT 5720, BETR
W OFRNT % 1T > 7z (Table 3) o BH T R B ORIV B
W&, [IPIR S R ARE OFERT ], [FERE ), THFRd R &K
B BENEROAM] B X O TCVA/AMPC (1 : 14) #%
H-ptawr (14 HEAN) IS L7203 o 4 # ] 12
BT P MED B\ i3 Fisher BHHMRDE THEEDT
57,

WP 2 FEE OB ORIV % Bl 1L, AR X
£H21.6% (22/102 61) T, Moo B2 EGE D 6.9~
11.0% (ZHARTE A 72 (p<0.01) o FEAERRI O EIEH
FEBIFIL, 0~3 HAiA9.3% (22/237 #1), 4~7 HEiAS
19.0% (12/63 1), 8~14 H #i A730.0% (6/20 %), 15
HELERI2S188% (3/16 B1) TH D, BYYEDFIED S
OHEHPFE L TV AEAICE D - 72 (p<0.05) . FFitd
NENRE - BEEFEROFENORIER B, [#]
TEAS11.7% (37/316 #81), [H J#EA3 286% (6/21 i) T,
[H ] BETHECED» -7 (p<0.05), CVA/AMPC (1:
14) ¥e5-Bgawr (1 4 HLPAW) IS L 72 o iR 3E 0 H
N OFEIWER B, ] BE2579% (19/239 #1),

[ #EA5245% (24/98 1) T, [H] HTHREICE D>
72 (p<0.001),

BB, HEETIRDONLR 205 ERI ORI
FEBFI, 05 24.0% (6/25 1), 1~6 %A% 12.5% (35/
280 1), 7Ll LEAT6.3% (2/3261) TH Y, KIEMIET
EWHEAAED b, ZD%, ElEE 3k E 3
L EIZX 55 U logistic BYF0ATIC & BT 21T 72 &
ZA, 3EARMTRIVEH ORI Y X7 2 L AR
Xh7z (v XK [OR] : 2129, 95% f2#AIX [ [95%
CI] : 1.101~4.118), F 7=, RIMEH % THICIRE L7256
DB A7 D, 3K TEA 72 (OR : 2083, 95%
CI: 1.056~4.111),

4) TFHROFEBIRNR

L EVERRAT A SR 337 BB\ T, THIOEIERIE
11.9% (40/337 B) 1238 S, LROREIEHEBHD
93.0% (40/431F) % L7z,

THRIZEHEB] 40 BIOWEE % Table 4 12733 FEOVEIR
&, JRARAE 40.0% (16/40 B1), MEFZHKAE 35.0% (14/40
Bl) B X OTKBEAEAS 25.0% (10/40 1) TH Y, FEAEEEIL
97.5% (39/40 B) ASAE F 7213 P ERETH > 720 THIOD
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Table 3. ADR incidence by patient profile

Test
Background factor ADR incidence (%) (exclude delinIIOWI’l)
Cases evaluated for safety 12.8  (43/337) —
Mal 135 (26/192
Gender e (26/192) N.S.D
Female 11.7 (17/145)
0 240 (6/25)
1 18.0 (16/89)
2 116 (5/43)
3 13.0  (6/46)
4 7.8 (4/51) NED
5 9.7 (3/31)
Age (years) 6 50 (1/20)
7 6.7 (1/15)
8 7.7 (1/13)
9-11 — (0/4)
0 240 (6/25)
1-6 125 (35/280) N.S.2)
7-11 6.3 (2/32)
Respiratory 14.0 (43/307)
Infection type Dermatological 0.0 (0/32) N.S.2
Urinary — (0/2)
Pharyngitis 103 (16/155)
T f irat L iti 6.9 (2/29 ,
ype .0 resPlra ory aryr.lg.l .1s (2/29) <005
tract infection Tonsillitis 11.0 (8/73)
Acute bronchitis 21.6 (22/102)
0—3 days before 9.3 (22/237)
4-7 days before 19.0 (12/63)
Onset time 8—14 days before 30.0 (6/20) p<0.05%
Over 15 days before 18.8 (3/16)
Unknown — (0/1)
Mild 15.1 (35/232
Severity before ' (35/232)
o ) Moderate 7.8 (8/102) N.S.2
administration
Severe — (0/3)
Ni 10.1 (18/179
Underlying disease © (18/179) N.S.D
Yes 15.8 (25/158)
No 1.7 (37/316)
All <0.05Y
ersy Yes 286 (6/21) p
Antibiotics administered No 7.9 (19/239)
e p<0.001)
within 1 month Yes 24.5 (24/98)
60-< 96.4 0.0 (0/15)
Mean daily dosage 96.4 14.1 (43/305) NS2
(mg/kg) 96.4 <—154.6 0.0 (0/15) -
Unknown — (0/2)
Ni 8.0 (2/25
Concomitant drugs © (2/25) N.S.D
Yes 13.1 (41/312)
Ni 12.5 (38/304
Concomitant treatment ° (38/304) N.S.D
Yes 152 (5/33)

ADR: Adverse drug reaction

P 0 B3 IR A O 5 6% Br < 80.0% (28/35 1) 37

HUWNTH Y, 225 CVA/AMPC (1 : 14) $25-#k#cH

F 3 GAHT - I X Y A 2 L 72,
THIFEIER % PDD GiEFVERIRRERO 70 s 2 — LT

BUE SNIZTHH) ORI L TR 247 &, FE3

N.S.: Not significant
! Fisher's exact probability test
2 x ’test

KL 53% (18/33741) THY, Hierho [EE|IZHY
FTH5LDIE%L, [HEGPIENCEYST 2L DI 42% (14/

337 %) ToHo7 (Table5)o

FHBBAE RIS £ 0 PDD B FINC 51 2 4 B0
BHE % Table 6 12, BB F TOHE % Table 7 27”7,
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Table 4. Diarrhea ADRs

Background factor Diarrhea cases %
Total 40 100
Formless loose 14 35.0
Properties of stoolV Caddy 16 40.0
Watery 10 25.0
Mild 14 35.0
Formless
Moderate 0 0.0
loose
Severe 0 0.0
S ity of Mild 14 35.0
everity o
diarrhea? Caddy Moderate 2 5.0
Severe 0 0.0
Mild 4 10.0
Watery Moderate 5 12.5
Severe 1 2.5
1-3 8 22.9
Duration of diarrhea 4-7 20 57.1
(days) 8—18 7 20.0
Unknown 5 —

ADRs: Adverse drug reactions

1) Properties of stool

Formless loose somewhat formed but loose
Caddy very loose or watery
Watery mainly water but formed grain remained

2) Severity of diarrhea

Frequency of defecation per day 1-5 6—10 11=
Formless loose stool Mild Mild Moderate
Caddy stool Mild Moderate Moderate
Watery stool Moderate Severe Severe

Table 5. PDD criteria and incidence

PDD criteria Incidence by PDD criteria (%)
Diarrhea, defined as severe ADR 0.0 (0/337)
Diarrhea, requiring drug withdrawal 4.2 (14/337)
More than three times a day of watery stool 1.8 (6/337) 53 (18/337)
Twice a- day of watery stool for a second 09 (3/337)
successive day

PDD: Protocol defined diarrhea

Table 6. Incidence of diarrhea by age

Age (years) 0 1 2 3 4 5 6 7 8 9=
Cases evaluated for safety 25 89 43 46 51 31 20 15 13 4
Cases of diarrhea 5 15 5 6 3 3 ! ! ! 0
(20.0) (16.9) (11.6) (13.0) (5.9) (9.7) (5.0) (6.7) (7.7)
Cases of diarrhea in PDD 2 6 2 4 2 1 0 1 0 0
criteria (8.0) (6.7) (4.7) (8.7) (39) | (32) (6.7)
PDD: Protocol defined diarrhea ()%

WX B OFEBIEE, 025200% (5/2561), 1~2  fl) Lo Tz,

A5 152% (20/132 B1) & ARAERG L TORBFEDI R L, 5 TFHOTEIB X OHEERICBT 2 BRSO M IR
PDD FBUERI D FEDOBHINTH o 72 THIOFH T T

HEX, 5 2~3 HHZ®RDLZ L, &FD 65.0% (26/40 CVA/AMPC (1 : 14) OG5 RICEEGREI RS
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Table 7. Days to diarrhea onset and diarrhea in PDD criteria
Day 1 2 3 4 5 6 7= Unknown Total
Cases of diarrhea 1 17 9 5 2 3 1 2 40
Cases of diarrhea in PDD criteria 1 9 3 1 1 2 1 0 18
PDD: Protocol defined diarrhea
Table 8. Clinical efficacy by infection type Table 9. Clinical efficacy by causative organism
Infection type Clinical efficacy (%) Causative organism Clinical efficacy (%)
Respiratory tract infection! 95.4  (267/280) Streptococcus pyogenes 100.0 (27/27)
Pharyngitis 971 (134/138) Streptococcus pneumoniae 95.0 (19/20)
Laryngitis 96.6 (28/29) Staphylococcus aureus 100.0 (17/17)
Tonsillitis 97.0 (64/66) Haemophilus influenzae 91.7 (22/24)
Acute bronchitis 92.9 (91/98) Moraxella catarrhalis 100.0 (15/15)
Dermatological infection 96.6 (28/29) Others — (8/8)
Superficial skin infection 95.8 (23/24)
Deep skin infection —  (4/9)
Lymphangitis, Lymphadenitis — (1/1 2) B R ) R R
. Urinary tract infection | O A A7 R VE I8 BT 56 G 3 91 308 #1142 3> T, CVA/AMPC
Crstitis — (1: 14) Be5AI AT 2B FEME S M7z 013 286%
2) T
Total 9.1 (293/308) (88/308 #8) T o 720 4 MEW 1 111 ¥k (Streptococcus

U Qverlap: Pharyngitis + Laryngitis 25 cases
Pharyngitis + Tonsillitis 7 cases
Pharyngitis + Acute bronchitis 8 cases
Tonsillitis + Acute bronchitis 4 cases
Pharyngitis + Laryngitis + Tonsillitis 2 cases
Pharyngitis + Laryngitis + Acute bronchitis 1 case
Pharyngitis + Tonsillitis + Acute bronchitis 1 case
2 Overlap: Respiratory tract infection + Dermatological in-
fection 3 cases

TW/RERL 63.8% (215/337 B) TH Y, FEhFHNIF
BWRAITH o 72, BHIEOBHELICBIT 5 THOFE
BFIE 14.9% (32/215 1), PDD FBFEIX 7.0% (15/215
Bl), —J5, BWIEOIEGHHEBNIC B 5 TR OFEBI=IZ
6.6% (8/122#1), PDD JBI=1% 25% (3/122 %) TdH
n, %Bﬁ%@ﬁ‘mf‘m@ 39 AED o 7. THFEBKIC
(IS A BETONIZHGE, THBBUER T
13 27.5% (11/40 %), PDD ZHER T X 222% (4/18
Bl) THo7z

3. ARME

1) R ERAR R

R VESEAT 0 G RE B 308 B BT BRI A R %
Table 8 IZ7"§ o MR ERRGE DIHGHJE, MBS, mbks
B ILUBMSE LI T 208513 929~971% T
EHRTIE 95.4% (267/280 1) Td o 720 B EGRE D FK
TR BAE, WRIEEEE RASEB L 7)) v 3% - Y
VOSHIRITRT 2 A x1F1L 96.6% (28/29 Bl) TdH - 72,
PREBIEGE DWEME A3 B G812 B9 1 BIART
B o 720 FRNVEIRNT B GIE B 308 B &k TOH K F I
95.1% (293/308 f5l) TdH -7z,

pyogenes 27 ¥k, Haemophilus influenzae 24 ¥k, Streptococcus
pneumoniae 20 ¥k, Staphylococcus aureus 17 ¥, Moraxella
catarrhalis 15 ¥k, Z DM #K) TH Y, FES5 WHIZOW
TIIBE I IEAYE R D S. aureus 6 ¥, S. pyogenes 1 ¥k, K
FRIEHSEHIR D S. aureus 1 FRUIME, XTI 257 e
FEHRAR T H o 720 T2 5 WHIZ BT 2 JEE B4R
T RTI0% UETHo7z (Table9)o

3)  ERRIEROHER

WP o EASE OMHER 78, mibkde, WRBHZE, [ESAE L
5B X UBMIEASE T (R, FEBRIEROHERIZS

Tl 24T o 720 7 d, BRARAEIRDNZIZE L TH 20
J L Rk IE A L CTHENL 720

BB BT 2850 O FEBAIER (500128
ZHD 20% Ll EICEED S NEIR) DR E Fig 2 1R
¥ WHEHZE - bk TIE, FE2, U, H&EB L O
TREEDWHERIT 0% U LTHY, HERIER, Ko
THAEIL 80% LA Tdh o 720 MREHIETIX, FEDIHIE
A3100% T, MREHFEAR, B OTHEFD 85% LLETH o720
SRS TIE, BBOFHRFTIZBI% L Eh o7
A, ZOMOFERDHERIT B REL HT, FITHE,
DFRALBID T2 39 B, 44 Bl & £ H o 7 MFIRER G
FEERTHS &, BAOWRFII T NOBRED 95% u
bEEhoah, Folk, B, HRIEBIES AN
Nizo B, FRAFLIEROEREE X, 1, %%“C“?EJFKP
FEDGL o T2 UANRIZE A EDBRETH o 720 JH K
JUEIL, WA, FER, BEIRDS X ORI TR & 17 o 7228,
FAEREIR DI KEIL 84.6~92.3% & BRI HHRTH -
2o
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Pharyngitis/Tonsillitis (195 cases) Acute bronchitis (98 cases)
Incidence of symptom Eradication Incidence of symptom Eradication
Symptom | Evaluated 0 20 40 60 80 100(%) (%) Symptom | Evaluated 0 2 40 60 80 100 (%) %)
Fever 96.9 Fever 98.1
after 15 after 1.0
Pharyngeal before :l:l 68.7 oLs Pharyngeal before :l:l 29.6 o
pain after ]5.6 pain after :| 7.1
Pharyngo- | before | B o5 before | [T 908
tonsillar 77.3 Sputum 56.2
redness after |22-6 after :l:l 39.8
before |64.6 before | . 99.0
Swelling 81.0 Cough 54.6
after | | 123 after 449
before I 21.5 before 45.9
Fur 95.2 Chest rales 822
after 1.0 after :l 8.2
before I 59.5
Cough after :l] 185 690 Dermatological infection (29 cases)
Incidence of symptom Eradication
before 30.3 Symptom | Evaluated
Dysphagia [ 1 966 0 20 40 60 80 100(%) (%)
after 1.0 before 65.5
Pain 89.5
after :| 6.9
Laryngitis (29 cases
ryngitis ( ) before | . 89.7
Incidence of symptom Eradication Redness 84.6
Symptom | Evaluated 0 20 40 60 80 100(%) %) after :|:|13.8
Fever 100.0 Swelling 88.2
after | 0 after :| 6.9
before 44.8
Laryngeal | Pefore [ O] 483 o busue 1 02
redness after :l 6.9 after ] 34
before 65.5 before: before treatment after: after treatment
Cough aer ] 60 895 [] mild (37.5°C=<-<38°C)
[ moderate (37.5°C=-<38°C)

Fig. 2.

4)  HAMEEEE TS ER

AR VERENT S RAEB 308 BN BT 5 BH T RB DAL
"% Table 10 [Z/R§ . BEEHRO [FHER ] 2B\ T
X BOE THBEENRD LI, 15 HELLRTA S35 L 728
BT, ARED8L3% (13/16 #) LA TELr o720 20
D BHEFEFTIE TPFHBEOA ] THEEDRD S
nize

4. FEHE=

10 T 282 #R ISR L C M L 7= 3 A0 &2 PR 5E o
R% Table 11 127°3F . CVA/AMPC (1: 14) 7 7 15
W 2 X 9 % MICwld, S. pneumoniae 1 pg/mL, S.
aureus (methicillin susceptible S. aureus : MSSA)2 g/
mL, S.pyogenes =0.06 ug/mL T Y, Miftk S. pneumo-
niae ? penicillin intermediate S. pneumoniae (PISP),
penicillin resistant S. pneumoniae (PRSP) (2% L CT% 0.5
BEO1lug/mL THho7z 77 ABERIIHT %S MICy

Il severe (39°C=<)
(): fever criteria

Transition in clinical symptoms.

1, M. catarrhalis 1% 0.25 pg/mL Tdh - 7225, H. influen-
zae HDOZFDMOBW I LTI 8~16 ug/mL TH - 72,

5. 7 v — MNAEER

B U727 v — Ml 224 FICh Y, FDHEE
$ER % Table 12 127”7,

PR FE I RERICHERE L T BEOH AL
62.5% (125/200 B1) <, MEMEIZIZE A EH%HE 5 M F
7213 6 BT - 720 HFEFEZFEMNICASL L, 055 14.3%
(2/14 1), 1~4% 63.0% (97/154 f51), 5~6 7% 92.6%
(25/27 Bl) TH o720 AFEIIBIT S 4RLLT 0@
i, PHRBEENGUCER L e R EREICE
357 v — MilEROMESRY L) FE TS, PR 124
JE ) VA B R AR S I B0 B SLE IR AR o i =R
L0 HHSITE A 5 72 (Table 13) o WfER F 7213~ E
HTOEORHICEL TiE, TkFEFETI NV IGEDS
34.7% (42/121 B) &> 725
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Table 10. Clinical efficacy by patient profile

Background factor

Test

Clinical efficacy (%) (excluded unknown)

Cases evaluated for efficacy

951 (293/308) —

Mal 96.5 (167/173
Gender ¢ (167/173) N.S.D
Female 93.3 (126/135)
0 100.0 (24/24)
Age 2
1-6 945 (240/254) N.S.2)
(years)
7-11 96.7 (29/30)
Respiratory 95.4 (267/280)
Infection type Dermatological 96.6 (28/29) —
Urinary — (1/2)
Mild 94.7 (196/207
Severity before ! (196/207)
o ) Moderate 95.9 (94/98) N.S.2
administration
Severe — (3/3)
0—3 days before 94.9 (203/214)
4-7 days before 98.2 (56/57)
Onset time 8—14 days before 100.0 (20/20) p<0.05%
Over 15 days before 81.3 (13/16)
Unknown — (1/1)
Ni 93.8 (152/162
Underlying disease © (152/162) N.S.V
Yes 96.6 (141/146)
N 95.2 (277/291
Allergy © (277/291) NS
Yes 94.1 (16/17)
Antibiotics
o No 953 (204/214)
administered v 947 (89/94) N.S.D
within 1 month es :
60-< 96.4 833 (10/12)
Mean daily dosage 96.4 95.8 (271/283) NS2
(mg/kg) 96.4 <-154.6 91.7 (11/12) -
Unknown — (1/1)
2 — (2/3)
3 923 (36/39)
4 97.1 (68/70)
5 94.6 (105/111
Duration of (105/111)
L 6 1000 (15/15)
administration —
7 96.6 (28/29)
(days)
8 100.0 (18/18)
9 — (@9
10 — (9/9)
11-19 80.0 (8/10)
Ni 100.0 (22/22
Concomitant drugs © (22/22) N.S.D
Yes 94.8 (271/286)
Ni 94.6 (263/278
Concomitant treatment © (263/278) p<0.001"
Yes 1000 (30/30)

N.S.: Not significant
! Fisher's exact probability test
2 x 2 test

CVA/AMPC (1:14) ORHEIZ W TR, WREH
DIFEAEDHANRTH o 122D ELOBERITHD X
L 720 [FERITERAR T V] F 7203 [ AR T
W & B EHEDT 489% (108/221 B1) kKK E D B
— )T, TIERIERAIZ S WL 26D 10.0% (22/221
B) B o 720 RIAEDFMITERIC L 529K E L, T3k
WAL T V] T2 THERNKARLT V] L3585
AR RIRIZ E % <, [A LSRRI W] 2 [FEF

ZERAIZ W & T 5 3 S AR R LR ¥ % A 5 72 (Fig.
3)o

[FEFNZERART V] F 7203 TR AR T W] E5F
i L Z2B 1, [BRAH W25 | 25454% (49/108 1),
[1H2mE$HEG57295] 343% (37/108 B1), [k AL
MIFE7EH 5] 296% (32/108 B1) DIETH Y, [ Lk
AW T2 TIFFICHR A W] &3l L 7B
&, TBR2SEEV ] 529% (37/70 %), [F o Fua§ 5|
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Table 11. Antibiotics susceptibility in causative organism isolated from pediatric infection
MIC (ug/mL)
Antibiotics &
=0.06 0.125 025 05 1 2 4 8 16 32 64 128= MICso MICoo
CVA/AMPC (1 : 14) 29 6 4 9 11 1 0.125 1
X PCG 29 2 6 4 8 11 0.125 2
Streptococcus pneumoniae
(n=60) CDTR 7 16 14 21 1 1 0.25 0.5
n CFPN 6 5 18 21 9 1 05 1
CFDN 4 1 18 12 3 4 15 2 1 0.5 4
CVA/AMPC (1 : 14) 29 <006 =006
PSSP CDTR 7 11 10 1 0.125 0.25
(n=29) CFPN 6 3 12 8 0.25 0.5
CFDN 4 1 14 8 2 0.25 0.5
CVA/AMPC (1 : 14) 6 4 9 1 0.25 0.5
PISP CDTR 5 4 11 0.5 0.5
(n=20) CFPN 2 6 10 2 05 05
CFDN 4 4 1 4 7 2 4
CVA/AMPC (1 : 14) 10 1 1 1
PRSP CDTR 9 1 1 0.5 1
(n=11) CFPN 3 7 1 1 1
CFDN 8§ 2 1 4 8
CVA/AMPC (1 : 14) 9 1 26 10 1 2
Staphylococcus aureus
CDTR 20 26 1 1
(MSSA)
(0= 46) CFPN 29 17 1 2
CFDN 28 18 0.25 0.5
CVA/AMPC (1 : 14) 30 =0.06 =0.06
Streptococcus pyogenes ABPC 30 =006 =0.06
( i 0 Pyos CDTR 30 <006 =006
" CFPN 30 <006 =0.06
CFDN 30 =0.06 =0.06
CVA/AMPC (1 : 14) 1 12 14 5 5 1 12 0.5 8
ABPC 4 14 5 9 4 4 7 2 1 8
Haemophilus influenzae
(n = 50) CDTR 302 4 13 3 =0.06 0.25
n CFPN 4 5 1 1 5 11 3 0.125 2
CFDN 14 8 9 6 3 9 1 1 8
CVA/AMPC (1 : 14) 5 13 2 0.25 0.25
Moraxella catarrhalis CDTR 2 1 4 10 3 0.5 1
(n=20) CFPN 1 1 10 8 05 1
CFDN 11 9 0.125 0.25
CVA/AMPC (1 : 14) 1 5 17 6 1 4 8
Klebsiella pneumoniae CDTR 2 11 14 3 0.25 0.25
(n=30) CFPN 2 7 11 10 0.5 1
CFDN 12 12 5 1 0.125 0.25
CVA/AMPC (1 : 14) 1 22 3 2 4 16
Escherichia coli CDTR 6 18 6 0.25 0.5
(n=230) CFPN 9 16 5 05 1
CFDN 10 13 6 1 0.25 0.5
CVA/AMPC (1 : 14) 4 4 1 1 8
Proteus mirabilis CDTR 2 6 1 0.125 0.25
(n=10) CFPN 6 3 <0.06 0.125
CFDN 5 3 1 =0.06 0.25
CVA/AMPC (1 : 14) 11 1 — —
Bacteroides spp. CDTR 1 2 — —
(n=4) CFPN 1 2 — —
CFDN 1 2 — —
CVA/AMPC (1 : 14) 1 — —
Prevotella spp. CDTR — —
(n=2) CFPN 1 1 — —
CFDN 1 1 — —

PSSP: penicillin susceptible S. pneumoniae

CVA/AMPC (1 : 14): clavulanic acid/amoxicillin (1 : 14)
CDTR: cefditoren CFPN:

PISP: penicillin intermediate S. pneumoniae

cefcapene CFDN: cefdinir

PCG: benzylpenicillin  ABPC: ampicillin

PRSP: penicillin resistant S. pneumoniae
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Table 12. Questionnaire result

Question Answer Cases (%)
Yo 125 (62.5
Does your child go to kindergarten or e (62.5)
No 75 (37.5)
nursery school ?
Unknown 24—
Does the facility help your child take Yes, as is 43 (35.5)
the drug ? Yes, with some conditions 36 (29.8)
Kindergarten or nursery school No 42 (34.7)
children: 125 cases Unknown 4 —
Very easy 38 (17.2)
Relatively easy 70 (31.7)
Indeterminate 43 (19.5)
Was the d difficult to take ?
as the drug easy/difficult to take Somewhat difficult 48  (21.7)
Very difficult 22 (10.0)
Unknown 3 —
As is 158 (70.5)
How does your child take the drug ? Mix with something 62 (27.7)
Both 4 (18)
Definitely, yes (3.7)
Yes 28 (13.0)
Yes, if ibed 156 (72.2
Do you accept the drug next time ? es. 1 preseribe (72.2)
No 18 (8.3)
Absolutely not 6 (2.8)
Unknown 8 —

Total cases: 224

Table 13. Group nursery (kindergarten/nursery school) attendance
Age (year)
0 1 2 3 4 56 7=
Our study ( Cases 14 59 31 27 37 27 5
ur study (cases
| dyf fety) Cases attending group nursery 2 23 18 20 36 25 1
analyze: or sale
Y ¥ Attendance (%) 143 | 390 | 581 | 741 | 973 | 926 —
Specifi tmarketi
pecilic postmarketing Attendance (%) 242 | 551 | 574 | 804 | 984 | 841 0
study (otitis media)
Children’
rdren s Attendance (%) — | 170 | 242 | 450 | 771 | 869 | —
health performance study
cases
Total ~ (221) 317 | 195 0| m Very casy
Age0  (14) 50.0 N A O Relatively easy
: : @ Indeterminate
Age1-3 (118) 36.4 B Somewhat difficult
O Very difficult
Aged—6  (70) 243 |
Age7-14 (19) 263
40 60 80 100 (%)

Fig. 3. Ease/difficulty in taking the drug by age.

40.0% (28/70 ), [HH% ] 257% (18/70 #1), 2
WASER ] 17.1% (12/70 B1), [ 9% 7325 43% (3/
7060) DETH-72 (EEDY ).

CVA/AMPC (1 : 14) R K Iz, [k
RETRH] »®830% H0, BEHD0IE, K- HE
66.7% (44/66 1), ¥ 2—A - Fi116.7% (11/66 1),

TAAZY)—25121% (8/66 %)), I—F N1+ 76% (5/
66 %1), 2-5L - FEFL6.1% (4/66 %)) DIETH -7 (FEH
H)o

CVA/AMPC (1 : 14) o EMfEFIZOW T, [ROME
L2 F 2 L7255 16.7% (36/216 ) T,
[ EN7HHTS] TTEDHE 889% (192/216
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cases

Total (216) 13.0 | 722 B Definitely, yes

: H O Yes
Age 0 13 | !
ge (13) 308, | 532,; @ Yes, if prescribed
Age1-3 (116) 11.2 | 77.6 B No

: I O Absolutely not
Aged-6  (68) 147 | 69.1
Age7-14 (19) [5.3] 63.2

0 20 40 60 80 100 (%)

Fig. 4. Acceptance of the drug at the next administration by age.

Bl) THoteo EMOMEM LAV F720E THEH L2
DEFF0EFRD L AL 2] $7210F [t
SHEH LS 2] OEEGIZT~4EBIPIRDE P 72
(Fig.4)o %8B, T~14E0 196, [HH L 2v]F
7 THE R L7z v J & I L7z 6 61 (31.6%) 12,
FTARTIRAMEDFH A [ LKA W] 2B F 721
[FER AT B) THY, ZoRHIE [IRH
WG EIFa Fas546) (FEEHHD)THo72,
m. £ £

INRBRHEDIRRICBWTRELRMEL o TWED
HDEERIHVER T 5o HEHRLIPFRIREIYE R & Tl
ANBIER N e TERANMER (12 S. preumoniae, H.
influenzae) 7377 HES N B BEEDSH <, FFIZ 5 RN T DFL
YR S. pneumoniae TZ DM ASTH N DI HITIL,
AR H DEFMRE S — ML L7-Z & T, AR
B2 EAHER ORI Y, REREE, RERE

ICEHHEEIC PRSP e EVEAERE LTERF L TWBE T &
DWELTWV5B",

CVA/AMPC (1:14) 1, 9 L7=ZelmHk i x5
HREB L ORI IEICERE B CTHE S Wz 3H T
bbof-5 7 5~—HYHEED CVA 2WAT 22 LT,
M. catarrhalis R S. aureus % £ D -7 7 ¥ <~ — ¥ AR
WL TRIEERL, EHICAMPC O 1 AHL5E% 90
mg/kg &\ BH®EIZT S LT, S. pneumoniae X H.
influenzae \Z359 B WRDBEIR I N TV %,

WAE, PUREOBIRER L G- ik % il 5 720D
75(% & LTPK-PD #HimlZ £ O RE TN T3

5 B-9 7 % A RPUHE T Time above MIC (TAM)
75%.’%%%%&1‘9@@@“6 PK-PD 35 X —% 127 5, TAM
B AR BEMEIE, =V CRITRHIE TIEHGH
PIHIER A3 30% TAM, wARRFEEM2I50% TAM & &
nTBHY FAERI Etﬁc‘:ﬁﬂf%ﬂﬁ TR FEB D B
B0, BEDL AXRIEREEDIET 2720, I 5E
HIEH @ 30% TAM 2 ERIR A R 2 WIfFF C& 2 HL L &
%o CVA/AMPC (1 : 14) ¥4, AMPC @ 1 H¥ 5=
H90mg/kg &, AMPC H#| o 1 H#% 5 = 20~40 mg/
kg DREED ETH 5720, Cmax b 168 ug/mL(AMPC
& LT45mg/kg x5, 19610 FIgfHE)” & < %

D, MIC 4 pg/mL OME I LT HEMED TAM A
ERTEDHEINTNDY,

FCI1Z, CVA/AMPC (1 : 14) BIZHOEISETH >
e E RIS 2 EMEIHEZ SN TV S, HEERE O
PRERER T DA R 93.5% (72/77 B1)°, 45 5 1 R
HETOHERHIL 95.2% (412/433 B) ' To v, ANREEH
BRBITA N7 A4 VI HEPEREL LCidlish
TWwbo —75, RIReEhn S N7 gn & A, e
EB & PRSI IOV T, KRRBHFEICEL TR
TN OMISIE T DR ﬁ%i%hbfw&w

KRBT HAVEOFEAME, PR EEIE DA R
B3 954% (267/280 1), K BEALAE D A AT 96.6 %
(28/29B1) TH Y, EMWEMEPRD LN BB, R
BRIEAGEIZ DWW T, FHl RIEBIDS 2 Bl & D7 L, 4
[l D LA > S AR PEREAT I3 T & 2w &I L 72,

SR B A R E, F2E5 WA (S. pneumoniae, H. in-
fluenzae, S. pyogenes, S.aureus, M. catarrhalis) T3 T
90% &R TH Y, FAIMIERORIMA M EH S T
% S. pneumoniae, H.influenzae \Z X} L T, € . £
95.0%, 91.7% TdH o 720 B R B AR OV THlESE
i L 72 AR R A OB HHELET B &, S preu-
moniae, S.pyogenes, S.aureus, M. catarrhalis D 4 & T
13 MICx25<0.06~2 ug/mL TH 0, HHRZDHE & 1FZITH
B 258 EE R 5Nz —T5, H. influenzae |2k LTI
RV YRR EORE A5 v & T CVA/
AMPC (1:14) ® MICx b 8 ug/mL TH - 7225, Rk
TOHERFIFILT% & HEWE» > 72, Thid, CVA/
AMPC(1 : 14) » AMPC ® 1 H¥5-52590 mg/kg & &
HETH 572012, BERHIRIC 0RO H»RATL,
—FBOFER) T MIC 8 ug/mL DI T THAIRALK
LWz etk siE g S 7z,

BEERNOANRTIE, [FHER I THEAED LD
f?)ht CVA/AMPC (1 : 14) #25-B46 & 9 15 H DL B

ZFIE L 723 G OB R =AY 81.3% (13/16 #1) & AR

<, 115 HELERT BRI B\ TR ISHL T 5 B 6 ol

BHE Do TR E 2 b Tze $ 72, THRFHBR O
| THLHBAENRD LN, WIS U T

s 22 E3EREDR EIZO%H D EEZ SN,
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HRNEEE AR 7 94.6% (263/278 B), [4 1% 100%
(30/30 Bll) LEEDTHTH -7

PRPIERRRD R E A D &, PR EHEYE T, IHEER
WEBEZE, k%, BMERE LIS LT 929~97.1% (&
ETIZ 954%) DFERRPB LN TE Y, 5B EAHE S5
WCERME R RT 2 AR SN2, TOREIE, Mo/
RPN O BLEIRSEA A BT 5 IR ERASE O F
ME (faropenem 94.2%'?, cefcapene-pivoxil 95.3% ',
azithromycin 88.8%') L HRTHFB L VIEETH -
720

FRREEIR TlL, BEUTH T 2 UERIRDENTS
D, MBI BRI D Eh o 7o BRIEIRD 22T
b, BESCHAMIBEICE > TOERIKE  AHCME
RICHWELZ RITT20, IRSOMEIRICH L TEWH
ERRERT EIXBERIIBI LI REREEEZON
Too —77, BREMEMAA S NRERICIE, THIEEE - Rk
RKITBT 5 HEmARIER & %, SERELRICBIT 5%
DD, BAENHBNEP o720 LAL, EEE
OHETIIBEHS»ZL <, HEEHIIXEEZ RTIIEDRE
KTRBWEHER S,

B EGE 1, ATV B GhE A3 2k > 82.8% (24/
2060) ZEDTEY, 2R TOEREITZ66% (28/29
Bl) Tdhorzo AR EEIGEDEHICB W THEEL
B IRHRIE S. aureus & S. pyogenes Td 5 A3, 4D
ABEZ A BT CVA/AMPC (12 14) 32hHo
BRI L THWHRE N ZRT 2 L MRINTBY, B
k% IO L ERO—DLEZ bz,

PREGEGSE N, EBEAD 7 S ARIMEOFH A3 FE N T
&Moo 72c CVA/AMPC(1 : 14) X ) AMPC 055
WY — 7 X T ORNB R THEM S MR
RERTIE, REEEGHE IS 2 HRIEAT94.9% (75/79
B TH DI EDPREINTHDEHY, B EEEKNE
W2 5 BANKZEAZEAL L TR L H Y, 5%
DBIMREF P LELEZEZ N5,

TEEOFM T, LM GE F] 337 F i 43
B, 43 HCRIER A0 S, BIERSSBERIE 128% T
Holze ZOFERNWERZFEBEIL, AR O 383% (41/107
Bil), v 9T o B o LR AR o0 23.3%  (106/455
BHVEVIRTLTEY, HigrokMAREEL/2 LT
CVA/AMPC (1 : 14) OFRH T 7% L3RR B,
WZIRFEL, TR %88 2 BERER PRk KT
DN ENEELTnwEEEZ LN

CVA/AMPC (1:14) ORIWEHE L TR E o 72T
L 40 B (11.9%) WTHRBL 7228, T XRCFEHRET, B
ASER A KIG 2 7 SR FRE & 2 2 X 9 R HE
BUERED LN o 7z TR & B35 H LT 14 4
T, F&h o 26 PlIEFEBHED CVA/AMPC (1:14) o
Gk s nTBY, HlMENTETHEAHTH-
72 3BEBRTIE, $TRTOEZH»RE T 7ZITERL v

72 T 7-PDD O5HHED 53% (18/337 ) &, AKFLHE
D 84% (9/107 Bl), W H 45T o K & A R A& o
84% (38/455 BV IZHRTHEA - 720 UL LD A5
CVA/AMPC (1 :14) 12X 2 FHOREIEHIE, FHHTICH
FAGER PR Z E b A LTV, FHIFRC DY) 2
BRI, REZMELZILRZLLVWEEZ BN,
BAERWNORIEMFEHETIE, LS & YE O
B, [FER ], TRE TR &M - BEMER R oA ]
BIU[CVA/AMPC (1 :14) H5FMAEI 1 5 A LANIC
L2 of ] CTHEEPROLR, T2 [4
W TIE 3R THRILY 27 25V 2 L AR S 7z,
SO TROFEELERNEZZ5N500 4] T
BHbo —MIZ, PURSELGRIIIAERIEIE &N
BOBAHEICHE S TTRABH LT VWEERTSH
DY KFEORERD FRETD o 720 [P EGRYE O F
B Tl ANRE L ROBIMERSIED 216% &5
Mo 720, STHUE FRIARIHL LTV 0~1 R0 E &)
44.1% (45/102 B1) L o 22 D EREHEE 2 SR
720 [HFRLTREMWE - BEMERROGE]TIE, AO5;
BICHBIED286% LEL, BT LIVF—BXU%EY
T UIVFE—OFET, TROFBUFE AN L 72T Rtk
BEZ bNize [FEIER ], TCVA/AMPC (1 : 14) 5
15 ARG LB R0 120w TIE, FEER
A4 HUL LR, B XU CVA/AMPC (1 @ 14) 2 5-Bltam
12 HUPICAER L7z Pii 305 o362, BIfERZH
HAE o720 T, BIED S H S REHIHARE L
TWBEZEDE LA CVA/AMPC (1 : 14) R O
PURSEZ R L TBY, BilHHEIC X - TE U BN
WHEOHENL T4 ICHEL T wikE TCVA/
AMPC (1:14) Z2H L7272012, THIAIFEH LT <
ol EVPNERO—DOTH 5L EWEIN, T/, &
B3SOt H O A T TR OBIRZ ik L2k, #%
W38 5% O P FHEB O 1Z 5 2SIEPEAER) & 0 BRI
Motze TOEME LT, WHEIITTH - REE I L
RTVER, FEBICL D ST - ESTEH LT
W2 B, BEICHIREDER T I - RS HI L 72
RERD B B BFH T3 U TR ISP Sz 2 LAtk
BEINDL, RFAXTICBVTH, THIABHLRLTWES
TP OGP G ENDr —AD S ol Z D, 5
HEDOLRICOGDP o7 EZ BN,
ANERBAICE, AR waetkl L b, [fRAaeT
Sl BEETHY), avTIA4 TV ADORLUELIRIEHE
BRI BEEZ 25BN ER LY, ZO[RARLT ]I
&, AR EOMRMAEL & B, HSMELBE/RLTED
7 v — MREICBWT CVA/AMPC (1 : 14) % [9EH
WZERAR T W] F 7203 [HERERAR T W] EFRHili L7z
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A specific postmarketing study of clavulanic acid/amoxicillin (1 : 14)
dry syrup for pediatric in pediatric patients with infection

Kazunobu Ouchi”, Satoshi Iwata”, Hideyuki Okano® and Hiroharu Abe”

Y Department of Pediatrics, Kawasaki Medical School, 577 Matsushima, Kurashiki, Okayama, Japan
? Department of Pediatrics, National Tokyo Medical Center

¥ Post-Marketing Surveillance Department, Development and Medical Affairs Division, GlaxoSmithKline KK

A specific postmarketing study of a combination preparation of penicillin antibiotic and B-lactamase in-
hibitor, clavamox® dry syrup for pediatric (clavulanic acid/amoxicillin (1 : 14), CVA/AMPC (1 : 14)), was con-
ducted from November 2007 to October 2008 to evaluate postmarketing safety and efficacy in pediatric pa-
tients with infections of the respiratory tract, skin, and urinary tract. Subjects were 363 cases from 68 medi-
cal institutes. Safety was evaluated for 337 cases and efficacy for 308.

Adverse drug reactions (ADRs) occurred in 337 cases, or 12.8% (43/337 cases). The most frequently ob-
served ADR was diarrhea, observed in 11.9% (40/337 cases). The diarrhea incidence tended to be higher in
younger children, but symptoms were mild and were resolved or reduced during administration or after
withdrawal of the drug.

Efficacy in 308 cases was 95.1% (293/308 cases). Efficacy by infection type was 954% for the respiratory
tract (267/280 cases), 96.6% for the skin (28/29 cases), and 1/2 cases for the urinary tract. Efficacy for major
causative organism of infections studied, including Streptococcus pneumoniae, Haemophilus influenzae, Streptococ-
cus pyogenes, Staphylococcus aureus, and Moraxella catarrhalis, was 91.7-100%.



