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Usefulness of AMPC/CVA (14:1) in Pediatric Patients with Severe Acute Otitis Media

—Investigation in Pediatric Patients Aged 3 Years or More

Michio TOMIYAMA

Department of Otolaringology, Tomiyama Clinic

Among patients with acute otitis media aged 3 years or more who were treated at our clinic in
2006, investigation regarding the usefulness of AMPC/CVA (14:1) was performed in 61 patients
who showed flare of the whole tympanum and swelling of the whole the tympanum and were
judged to be severe cases according to the Clinical Practice Guideline for Pediatric Acute Otitis
Media; and the following results were obtained:

1. With regard to the dose of AMPC/CVA (14:1), the frequency of detection of DRSP was lower
in patients aged 3 years or more as compared to patients aged less than 3 years, and the dose of
AMPC/CVA (14:1) was set to be AMPC 60mg/kg/day and CVA 4.3mg/kg/day. The duration of
administration was 7 days, and myringotomy was performed in all patients.

2. Clinical effects were judged for 60 patients excluding one patient who discontinued AMPC/CVA
(14:1) due to diarrhea as an adverse reaction. The overall efficacy rate was 97%, and particularly
in S.pneumoniae-detected patients, the efficacy as high as 100% was confirmed.

3. The efficacy rate in H.influenzae-detected patients was 90%, and all of the patients who showed
low efficacy were ABPC-resistant H.influenzae-detected cases. These cases had a change of
treatment to CDTR 15mg/kg/day, thereby achieving cure.

4. As for adverse reactions, diarrhea was observed in 28%.

5. It turned out that in the treatment of pediatric severe acute otitis media, patients aged 3 years or
more can achieve cure more easily than those aged less than 3 years. It was considered that when
patients aged 3 years or more are treated with AMPC/CVA (14:1), the commonly used doses of
AMPC (90mg/kg/day) and CVA (6.4mg/kg/day) are not necessary, and instead it is necessary to
take flexible measures such as dose reduction to AMPC 60mg/kg/day and CVA 4.3mg/kg/day.
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W4 D Streptcoccus pneumoniae, Haemophilus
influenzae DEALITHE S, /NBBME P B RREE
BIOBWMAP#E SN TVEY. SRS 2 IE#
& L T amoxicillin/clavulanic acid (AMPC/CVA)
(14:1) ORI S LTV DB D, ZOER)
Y, ZEMICHET 2MEID R, 2008 4123
o oA s O B RE B B SR B 09 B AMPC/
CVA (14:1) OFMMEZHE Ly, SHEIE 3K
PLE o EAES T B JAEBNICx$ 5 AMPC/CVA
(14:1) OFHAMERF L0 THET 5.

%t %

2006 FICHBEx ZH L 3 Lo @t h
RIEBID D B, FREESEROFR, FHESEOBE
ZRO/NBEMPERBEIA FF74 ¥V THE
LY S NIIER], SEEI RN & 1T LS 'Ok
Ja% BOER, =YY VT LV F -0 E
Rl RO 3 DD 52723 T X TDIEHR
12 AMPC/CVA (14:1) 2fEH L7z, 209 b
BEBRLR62AEW0EE L. HROE,
R % Fig. 1 1IR3, FHEE = FERA T 4.8
19T, 3EML5RE A5 BPERRELZ
TTWBIERIL 41 % (91%) BT

;] b3
1. AMPC/CVA (14:1) O&EFRE
AMPC/CVA (14:1) @ % F & & penicillin
resistant S.pneumoniae (PRSP) % & L AMPC

20— Mean age +Standard deviation: 4.8+1.9 yrs
18 3-5 yrs: 45 pts

16 Nursery school children: 41 pts (91%)

14 W 33 Males (54%)

12 O 28 Females (46%)

10 Total: 61 pts

sjuaned Jo JequinN
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Age

Fig. 1 Ages and Genders of Subjects

HAH SRR AERT e &

REE HB2TE BlE

(90mg/kg/day) CVA (6.4mg/kg/day) ) 7225, 3%
PLEOfEBIIE 3 Mk O & Hi L penicillin
intermediately resistant S.pnuemoniae (PISP),
PRSP (BAF PISP & PRSP % #&#: L C drug resistant
S.pneumoniae : DRSP®) o # i # B 25 < o),
AMPC/CVA (14:1) @ J & & AMPC (60mg/kg/
day) CVA (4.3mg/kg/day) ICEt%E L7z, $e5-HH
X7 HEE L7
2. BHRZEA

MNREEPEROELEBRERBE TS 5
S.pnuemoniae, H.influenzae? \ZHLW JJ & F D
cefmenoxime (CMX) ® % mE# & LTHEA L7z,
FLTHZFHTHHENT, X7V I VR
e (0.1g/kg/day) ZFEML72. A7 4 FHIO
PRI TD W & & L7278, HEH P AMPC
Be5.4% 2 H DN O, - SRRl o & L.
3. BFfLE

Hig, SitowkslzEoRprLEixTE L,
FE APPSR EOER, St RO ER
&, WREZFR 0 H BRSO WE 21T o 72,
4. BRERIRHE

Bkt 25% L LT, DTITRTRIRY
ERITo 7.

WHEREROGEITERENZSZ E L, EiE
EPELARSEOREIANENRE L.

1) EHSERER, i RogEsR

oG, 5% 7 HEBOBRER (F
W, SR, MEAR GGRoZRKR, HESWBY
) X EH O MBEB), W), BEN), &L
(0), & :39C PLL(3), 38 ~389C(2), 37 ~
37.9C(1), 36.9TC LLT(0), BEHEDFEAR @ & BE(3),
RAEEE(2), BEE(L), % L00), RESUWYE: S
®(3), MmEFEE2), SE(), ZLOEXaTiL
2. RICZDAaT ORI E ) LEEZHE
(3—02—-01-0), &#H (3—-13—22~
1), A% (3—-32—>21—1), B (2
-31—-21—-30—1,0—20—3) 4K
THEL, B (K + S [ ARPERPES])
ZRDI.
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BER LG HTHBCBI2BEHEEO AT
TOXEZEY, B+ SIROFER [ AR
HER+PESBEORICI VHELTHML
7. ZOYFERICEY 4P EEER, 3AME
4 MR E AR, 1ML 3REKEERRARD,
1 RERIZ MR L HEL, BRI ER+AR/
ARVERHER]) % KD72
5. HEZERIRE

1) BEAEDORLY v

BERMIC L VB oN P ESWHE AV
FxX=ATTTIA® (HRRZ b - 74 0%
YY) ISE ORMBECERILL, TR
FHCEAT L7z, MR o5 BERE B & OSEHEZ
BT EhE L 7.

2) FEHRIBA AR

HiRBER 09 b, S.pnuemoniae, Streptcoccus
pyogenes, H.influenzae, Moraxella catarrhalis %
SHPELEOELEE LTI HFVs, SR &
FRR DR & D BIFR % MG L 7z, SEAIRZ BRI,
H AL AP A SRR 0 ZHRE VB R RE T
minimum inhibitory concentration (MIC) % ifiJ
& L 7z. S.pnuemoniae i3 penicillin G (PCG),
ampicillin (ABPC), S.pyogenes, H.influenzae,
M.catarrhalis i ABPC {2 34 3~ % % # & 52 P 3K
8% % 17 o /2. H.influenzae [ 2>V TiE= bt
7 4 VBT T B-lactamase D EAFEE P E L 72,
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PCG 1234 % MIC 28 0.06 ug/mL LA F D% %
penicillin susceptible S.pnuemoniae (PSSP), 0.125
~ 1 pg/mL Ok % PISP, 2 ug/mL U kD%
PRSP, ABPC {Zxt9 % MIC %1 ug/mL LA LD
W% ABPCTHE H.influenzae & L CTHUY o727,
3. f#HT

TRNT R X 2 g% w7z,

= R

1. BRERZR

61 ZDOMERD ) HEIWEM D729 AMPC/CVA
(14:1) 2oL L7221 2% BRW72 60 %% BRI
AP SR & L7z

1) BREER, MERotEsR

WEFILTI8~100% L HVEEFERLA
(Table1).

2) HEpE

ZR54% (90%), AR4% (7%) THR
(L 97% TdH o7z (Table2).
2. MEFAARE

HiR & pRERIRE SN RERIX 61 &
BB RS 524 (85%), HEBAEAES54 (8
%) T, Z&AEPHMBEERIER THo7z. B
B G E PN 2B A5 %), BN G B
FRFIZ 6% L VIR bEWEARRERL 72
B RPREBI D 5 B, S.pnuemoniae # B D
HEEIE 100% & EFIHFRTH o7 (Table 3).
S.pnuemoniae & H.influenzae HSHMTHIH S 1
T HEB] D FEH &M & RRRI R OB R % Table 4

Table 2 Clinical Effects (60 subjects of evaluation)

Table1 Improvement Rates for Subjective Symptoms
and Objective Findings
Number of Patients (%)
Item Subjects of efficacy | Disappeared | Improved | Unchanged | Worsened Improvement
evaluation (%) %) (%) rate (%)"
(breakdown)
RNECD 5 58 (100) 58/58 (100)
I, (severe: 26,
¥ moderate :25,
% mild: 7)
8| o ©
gl | L, [40000 40740 (100)
§ 38-38.9°C119,
37-37.9°C:16)
Fl f
g | ey | 77O [ 1302 0/60 (100)
g
% | secretion 80
b - 36(60) |23(38) | 1(2) 50/60 (98)

“Improvement rate (%) = (disappeared + Improved ) subjects of efficacy evaluation <100

Number of patients | Mean improvement
(%) points
Markedly effective 54 (90) 53+0.6
Effective 4(7) 3.5+0.1
Somewhat effective 2(3) 2+0
Not effective 0 0
Effective + Markedly | 58 of 60 patients
effective
Efficacy rate(%)* 97

Efficacy rate(%)* = (markedly effective+

effective)/total x100
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Table 3  Clinical Effects by Isolated Bacterium

\solation Number of Subjects(%)
Type of bacterium
Status Markedy | Efective | SRt |yt ofiecive Eea
o S preumoruce 25(89) | 3(11) 28/28(100)
5
s S progenes 4(100) 4/ 4(100)
H
g H.influenzae 17(85) | 1( 8 | 2(10) 18/20( 90)
g
3 Total 46(88) | 4( 8 | 2( 4 50/52( 96)
S.preuniornae +
F HInfluerzae + 3(100) 3/ 3(100)
S M catarrhalis
3 S, Prevmonae +
] Hinfluenzae 1(100) 1/ 1(100)
g S, preumomae +
g S pyogenes 1(100) 1/ 1(100)
" Total 5(100) 5/ 5(100)
Efficacy rate (%)*=( effective + effective)ftotal x100

IZ7R L 72. S.pnuemoniae ¥ i # 28 4 # DRSP
6% (21%) B S s, &FAFER L
DIEB T o 72. H.influenzae 1 B 20 % H
ABPC it ¥ H.influenzae & 14 % (70%) #% H
SNtz RRAERD 241 wThd ABPC it
H.influenzae R Bl TdH o 2. TN 5% ABPC
Ttk H.influenzae \ZHLH 7 % 2 1 CDTR15mg/
kg/day {2225 LR L 72,
3. EltER

BIVE A O 5Hli R SAEBT 1L 61 & C, THI % 17
% (28%) D7z, FEDTH 14 1& AMPC/
CVA (14:1) #5# 1 H HIZHE o B 0 KRk
EEEL, EHEEELL. FEEOTH 164
B7 Fyere yrFrerenfiflzEL7:
JEBI T B (Table5).

Table4 Clinical Effects in S.Pneumoniae-detected
Group and H.influenzae-detected Group

Type of bactenum | Drug-susceptibility Number of patients(%)
MIC for PCG (-g/mL) | Markedy | Eflecti | Somewnat | Not | Eficacy rate
efiective | o | efove | oflective | (%)"
=006 20(95) | 1( 5 21721(100)
Spneumonac 0.125 2(67) 1(33) 3/3(100)
1 2(100) 2/2(100)
2 2(100) 2/2(100)
Total 26(93) | 2( 7) 28/28(100)
MIC for ABPC (ugimL) ':"""9"’ Effective E:'“m;‘."v“:‘ B"C‘;:v. Efficacy rate (%)
=05 6(100) 6/ 6(100)
. 1 4( 80) 1(20) 4/ 5( 80)
Hinfluenzae
2 2(100) 2/2(100)
45 572) 1014 | 1(14) 6/7(86)
1) )
Total 17(85) |1( 5) | 2(10) 18/20( 90)

Efficacy rate(%)"=(markedly effective + effective)total X 100 (*B-lactamase-producing strains)

Table 5 Adverse Reactions
(61 subjects of evaluation)

Number of patients with

0,
Type the event (%) Total (%)

Severe 1(2%)
Diarrthea Moderate 8 (13%)
Mild 8 (13%)

17 (28%)

£ E: 3

EENRBERERCHT 2HEMBE LT, A
RAUTERBHEIA FI4 VBRBEATY
52, ZHUIAERS, B EOBRRAER, S
Re2a7L<, ZhICX ViR PEE B
FEWZHE LIAREH 2 BIRT 2 b0 Th 5. HIE
LH5E Sh7-¥54& AMPC/CVA (14:1) OfEfIA
HRINTWDD, ZoFHME, ZRekicETs
WA, SEIIHEEAROFRR, FHELKk
DgEZRD, PRBUPERBHEIA FI4
v TEELHEIND 3RUEORER %205 &
LC, AMPC/CVA (14:1) =L, Z0HH
HZB§ BRET 24T o 7z,

AMPC/CVA (141) O#5EICBIL T, HHEIE
AMPC (90mg/kg/day) CVA (6.4mg/kg/day) T
5%, ZMNIZDRSP ZMHE L CRRES W&
TH%. AMPC (90mg/kg/day) CVA (6.4mg/kg/
day) #5102 & 0, B E IR AMPCRFEX 1.03
~ 1845 ug/ml (F¥5.03 ug/ml) Ho5h 5.
L BED DRSP DM BB 3 AR 53%, 3 7%
PLE31%& 3 ETIZAREIC (x2: P<0.05)
BWHEZRL TS, M CHRIEEDORE
PSSP & AMPC (60mg/kg/day) CVA (4.3mg/kg/
day) WCRELCORWL) 5L %X, SHOK
HETo fHHERE LT, AREKPHEL
DELRBRE TH 5 S.pnuemoniae, H.influenzae
PR % #5D CMX® sER ARG L. Ak
PUEWE OB Z R T 512 72 D odid
HOMERIIEIET 2 LB D 555, GHERELELE L
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7D EESEFREFSEN T, R LEEIC
Lo TIEAREET S WREMED & % 72® CMX &
iz M L7z,

BIRZIRHEICOWT, Kotk Cidpis
HHZHMH, FHE SEORR, $ESWEL
LTwa%, SEINESHETHY, HHRKIC
b ) BEE B L7

HEFER, MR o%#ER: 98 ~ 100% &
BORERLRLL. FRED 97% ERHVER
AR ENTZA, DX ICHER, AR
oz Bl e LT, RSB X D PR
2fiolell, CMXAHBEZHA LS LT
HERDbNS.

MW ZEBRE T, BREEERIITC
HZWBITd o7z BB RGO B 0 A R = I1%
S.pnuemoniae % 1 100 %, H.influenzae ¥ H
B 90 % T, H.influenzae ® < <2 A& % # 1Z v §°
115 ABPC iif ¥ H.influenzae B i ] T & - 7-.
2007 442 AMPC | & % b S Y 7 oD B i 36
% MEt L7z 2 %S, H.influenzae 1& S.pneumoniae
LY BBBEEIMES o 2 NREUPFHROE
WIZBWT, "=V Y YOFEREIMR A
ABPC if ¥ H.influenzae B&4s % T E 3 % LB H
5.

S EOBEHER % 2008 FI2HkEG L7z 3 Al
DI L BT 5L (Table6), FTHHFE
E3BRULEBEEICE» 7 (x2: P<0.05).
AMPC/CVA (14:1) O#x5-8A 3@k & v 4
ZWBIZE Db LT, BOAEMERELZRLAHEE
(¥ DRSP ORI D@ Ve &, 3R LTI
3K L B L, S.pneumoniae \ZX3 % 5k
EBRIFREAPE N L 2 ERDITHI
5. 3RUEOEESHPERITIBKML VA
BLR3 <, AMPC/CVA (14:1) TH#HHET B
2% i & @ AMPC (90mg/kg/day) CVA (6.4ng
fkglday) WRETHS & HbND, SEEEL
72X 912 AMPC (60mg/kg/day) CVA (4.3mg/kg
/day) SRR T B % EOFREFIGHADELE 2
bhb. RIZAMPC/CVA (14:1) DAEMPEDE

Table 6 Usefulness of AMPC/CVA (14:1) for patients
with severe acute otitis media

< 3years = 3years

se of AMPC [ AMPC CVAM.
AMPC/CVA (14:1)
Efficacy rate 83% 97%
Patients showing " "
higher efficacy S Prreumomae -detected patients S Preumomae -detected patients
patients showng ABPC-resistant H.influenzae - ABPC-resistant Hinfluenzac -

ol detected patients detected patients

Diarrhea as
adverse reaction 45% 28%

VIEBIE TR & b ABPCIi ¥ H.influenzae T& -
7z. AMPC/CVA (14:1) #RFEFICH LT, 4
Be Cla/NRBWRERBRMATA FI 4 V2 18
v» CDTR15mg/kg/day (CDTR ®HE) 285 L
Twh. CDTR O HE R M APE LE &9
mg/kg/day 1 F1 T 0.39 ~ 0.8 ug® 7245, %k
et & 15 ABPC it H.influenzae ® CDTR @
MICy 1Z 0.5 pug/mlv TH h, HHETEIAES
& # 2 CDTR % 15mg/kg/day I3 & L CHWT
W5, RBICTRIOBEE X 3 ML LT 3Kl
L DERVCEEEZR L. LA L 2004 41055 L
72 AMPC (60mg/kg/day) HM$%5 TR OMEE
w13 14% & SR OF5OHETH ), AMPC (60
ng/kg/day) CVA (4.3mg/kg/day) #%5 OB T
WMICERTALENHLEEZONS.

*x & )

2006 FEICHBETHREIT 72 3R Lod
HHERIER DD b, FHREEkORR, HEe
KO % BONBBETERBRAA F 54
Vo) THIELHEINER 61 ZENRELT
AMPC/CVA (14:1) AR T 2R &4T
v, BT OMREEE.

1. AMPC/CVA (141) O#5EICELT, 3
DL E Tt 3 Mk & BB L DRSP it
B A ME < 6), AMPC/CVA (14:1) o
& 13 AMPC (60mg/kg/day) CVA (4.3mg/kg
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/day) L7 BEMEE7 HEE L,
S\ BB B % MaAT L 72
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Bk L7z 14 % B 72 60 44122 v TR
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PEAHER S Nz
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H.influenzae MBI TH o 72. T h b &
CDTR (15mg/kg/day) (CZEHE LiGH L7z,

4. BIERCIITHZ 28% 27z

1)

2)

3)

4)
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ETE3mAm L D IER LR TV LA
L7z 3L LEodER % AMPC/CVA (14:1)
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mg/kg/day) CVA (6.4mg/kg/day) I RE T,
AMPC (60mg/kg/day) CVA (4.3mg/kg/day)
CRET 2% EOFRRGIESLELEZD
hrz.
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