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Evaluation of the Usefulness of AMPC/CVA Mixture (14 : 1) in Treating Severe Acute
Otitis Media in Children Younger than 3 Years of Age

Michio TOMIYAMA, M.D

Department of Otorhinolaringology, Tomiyama Clinic, Niigata

The usefulness of AMPC/CVA (14 : 1) therapy was evaluated in 53 children younger
than 3 years who were diagnosed to have severe acute otitis media based on the finding of
redness and swelling of the entire tympanic membrane in accordance with the Guidelines

on Management of Pediatric Acute Otitis media. The following results were obtained.

1. The dose levels of the respective drugs in the AMPC/CVA combination (14 : 1)
were set at 70 mg/kg/day for AMPC and 5 mg/kg/day for CVA, because the frequency of
isolation of PRSP at our clinic (6 %) was lower than the frequency (about 20%) reported
from a nationwide surveillance, and because diarrhea is a common adverse reaction to this
drug combination.

2. The clinical efficacy of the therapy was evaluated in 52 subjects, excluding one sub-
ject in whom AMPC/CVA (14 : 1) therapy needed to be discontinued because of a
severe adverse reaction (diarrhea). The response rate was 83%, and it was particularly
high (93%) in cases with S. pneumoniae infection.

3. The response rate of the cases with H.influenzae infection was 70%. The response
rate tended to decrease as the resistance of H.influenzae to drugs became higher.

In cases showing poor response, the therapy was switched to CDTR (15mg/kg/day),
with successful cure in all cases.

4. In the analysis of adverse reactions, diarrhea was found to be the most frequently
observed adverse reaction (45%).

5. Considering that the response rate of the cases with S.pneumoniae infection to combined
AMPC (70mg/kg/day) + CVA (5mg/kg/day) therapy was high, but that the incidence of
diarrhea was also high (45%) , the optimum dose levels of AMPC and CVA used for this com-
bined therapy may be 70mg/kg/day (AMPC) and 5 mg/kg/day (CVA), especially if this ther-
apy is adopted at medical facilities where the frequency of isolation of PRSP is low.
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6. In cases showing poor response to AMPC/CVA (14 : 1) therapy, it seems advis-

able to consider switching therapy to high-dose CDTR, bearing in mind the possibility of

infection with ABPC -resistant H.influenzae References

i L & I

JL4E D Streptcoccus pneumoniae, Haemophilus
influenzaeDWHALIZHE G, FHCALREPLE L
TEMPFEREEMNOMMAHE I LTS,
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Fig.1 Age and sex of the subjects
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BEREHE®H7THBICBTABEEBD
AT DEEEY, B+ BB+ HEORNR/
FREREHH A PHSWRORIC K Y YERE
B L7 ZoO®ESICLY 4 80 % ER,
3L 4 RCRWE AR, 1RPLLE 3 FKi%E
RRER, 1 ERMEEDHEHEL, HRE
(ERY + A%/ A RERHER) %R 7z,

5. MEFHRE

1) BAEOHDY

BRI IC & D B o N B % 7
VFx—=RATTTFA® (ARRZ b -
FAvFRYY V) CHRHOMBETRL, T
FRRAEYIEFRT I L, I 05 BER
EB L ORI R L ERE L7z,

2) FHESMERER

HESHME®R®S>H, S.pnuemoniae,
Streptcoccus pyogenes, H.influenzae,
Moraxella catarrhalisk M P ERORRKE
ELTHMDHWD, MR & RRRIRE DM
FRERE L7z, BHIRZHRRRIE, HAMLS
LA SRS IV E AR Tmini-
mum inhibitory concentration (MIC) % ]
%€ L72. Spnuemoniaeidpenicillin G (PCG),
ampicillin (ABPC), Spyogenes, H.influen-
zae, M.catarrhalistd ABPCIZxt3 2 HH| K
SRR % 1T - 7. Hinfluenzaell 2\ Tl
—hak 7 4 YEEIZT B-lactamase D FEA BE
ZWE L7z, PCGIZx$ 5 MIC2%0.06 4 g/mL
LUF @ #k % penicillin susceptible S.pnuemo-
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niae (PSSP), 0.125~ 1 u g/mL®»#:% peni-
cillin intermediately resistant S.pnuemoniae
(PISP), 2 ug/mLELEO¥k%PRSP (DIF
PISP & PRSP% #& # L CTdrug resistant
S.pneumoniae : DRSP?’), ABPCIZx$ 5%
MIC#AS1 ug/mLEL E OB % ABPCIit
Hinfluenzaek LTI o 729,

3) fRbT
RN R x e & Rl 7
na %
1. ERARZIE

53%DONHED ) LEIWER D72 AMPC/CVA
14: 1) 2L 1 8% BW-528 %A%

PERFA SRAEBI & L7z,

1) BEER, MERRoOYgw#EK
WFHEFILI4~100% L BV ERER L
(Table 1). FHOBIAED 1 ZHITHE5WE
HBAET,37~38CADFES 7 Ok 72,
ABPCIHif ¥ H.influenzaedS i & N7 IEBI T

Table1 Clinical efficacy (total cases evaluated : 52)
No. of cases Mean alleviation
(%) score
Markedly effective 39 (75) 49+0.7
Effective 4 (8) 35+0.1
Slightly effective 8 (15) 21+04
Ineffective 1(2) 0
Effective + markedly 43 out of
effective 52 cases
Response rate (%)* 83
Response rate (%)* = ((markedly effective + effective) / total cases) x 100

Table 2 Percent alleviation of subjective symp-

toms and objective signs

No. of cases (%)

Symptom casf::;:'s")a‘ed Cured | Reduced | Unchanged | Aggravated alb:m":%).
@ | Earache e 13(100) 13/13(100)
s (Severe 4,
% moderate 4, mild 5)
o | Fever 4% 44(96) 1(2) 1(2) 45/46(98)
3 (Over 3¢°C’5
3 38-389°C 23
3 37-37.9°C 18)
o | Tympanc 52 3363) | 17(33) | 24) 50/52(96)
5 | rouness (Severe 50)
<
8 | Amount ot 52 2140) | 2854) | 3(6) 49/52(94)
G | middle ear (Massive 50)
@ | secretion

Percent alleviation = ((Cured + reduced) / total cases evaluated) x 100
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Z NIZPIH A % FOcefditoren (CDTR) © 15

mg/kg/day\CEHEB X OB A FELIB L PR

L7, ThODBECEVRBLEBERL.
2) AHRpE

ERN39%, AR 4B TEMEIIB%TH -
72 (Table 2).
2. MEZEMER

HiR X 0 REARI MM & 725 B3524
MR G414 (79%), WY 44 (7%)
T, LA CDPHMBERASES TH o 72, B
W EGSEG I 2B ER 2R L72As, BB
PIEBI DA RNFIIT8% TH o 72. I KGE
BDH 5, SpnuemoniackBiHB DA RNEIZ93%
&, HinfluenzaeltMBIZH LEBICE VAR
FERLA (x?:1P<0.01) (Table3).
S.pnuemoniae & Hinfluenzaed S TR S h
7o hE B O A RS & FRIRZD R O B4R % Table
41278 L7z, S.pnuemoniaet® it 1144 DRSP

Table 3 Clinical efficacy analyzed by the isolated bac-

teria
No. of cases (%)
Markedly " Slightly . Response
effective | EMeVe | effective |Meffective[ rorg (o)
S.pneumoniae 13(93) 1(7) 13114 (93)
S.pyogenes 1(100) 11 (100)
Single
H.influenzae 15(58) | 3(12) 7@7) 1(3) | 18126 ( 70)
Total 29(71) 3(7 8 (20) 1@ | 3241 (78)
H.influenzae + 1(100) 1/1 (100)
S.pyogenes
Muttiple | Hinfluenzae +
P b catarrhatis 3 (100) 3/3 (100)
Total 4.(100) 414 (100)

Response rate (%)* = ((markedly effective + effective) / total cases) x 100

Table 4 Comparison of clinical efficacy between cases
with Spneumoniae infection and H.influenzae

infection
Bactenum Drug susceptibility No of cases
MICof PCG | Markedly - Slightly ! Response
(ug/mL) effective | TV | effective | efO0Ve | g opye
<006 8(89) 1(11) 8/9 (89)
S preumon o 05 1(100) 1/1 (100)
1 3(100) 3/3(100)
2 1(100) 11 (100)
Total 13(93) 1(7) 13/14 (93)
MIC of ABPC | Markedly ! Slightly . |Response rate
(ug/mL) effective | ETeCVe | cffective | Ineffective %)
=05 5(72) 1(14) 1(14) 6/7 (86)
H.influenzae 1 1(33) 2(67) 113 (33)
2 564) [ 112 | 1(12) 1(12) | 6/8(75)
4= 4(50) | 1(12) 3(38) 5/8 (62)
(*3) [ (*4)
Total 15(88) | 3(12) | 7(n 1(3) | 18/26 ( 70)

Response rate (%)* = ((markedly effective + effective) / total cases) x 100
(*Beta-lactamase-producing strain)

5% (36%) Wi s hizas, &BlPENHIT
Holz. PSSP 9 4 1 ZIERRA R &R
L7248, Shiddth 7 » A o RENF B &pw
T, AMPC/CVA (14: 1) #5#CDTR15mg
/kg/dayl B LB ELOREZR 720
BT o — TR M RiAT LRI TH
%. H.influenzael #1264 H ABPCIif ¥4
H.influenzael¥19% (73%) M s n7-.
ABPCI&32M: Hinfluenzae 7 % F A% BII% 6 %
(86%) #B37zH%, ABPCIZK 3 HMICAH® 2 1 g/ml
DIERI 8 HHAHRIBI 6 % (75%), 4 ug/ml<D
FER] 8 B AP 5 4 (62%) &HEEEDSE <
LB 3 EAHEFEL LA RD .
ABPCIi 4 H.influenzaelf i B CH P O K
SEBIE, 262 NITHE 2 H2 2 CDTR15mg
/kg/daylC B E Li® L72. f-lactamase®:E
H.influenzaeld 4 AR SN OH 3 HIZFER)
ZRLZ.
3. BlfFA

BIVEH ORI SHEBN2534 T, T %244
(45%) L HBEICRDz. PEEOTHILI6H
BT FYLEYe, 52U F VL venfi A EL
72REBITH S (Table5). BMEDOTH 141
AMPC/CVA (14: 1) #5#% 1 HEIZHEEIO
BEOKBELEL, EHELHELL.

Table5 Adverse reactions (total cases evaluated : 53)

Reaction No. of cases (%) Total (%)

Severe 1 case ( 2%)

24 cases

Diarrhea | Moderate 16 cases (30%) (45%)

Mild 7 cases (13%)
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WAENBBYEPE RIS 2% L LT, /MR
SUFERSENA P4 YHBRIBESN TS,
ZIUEAER, ER R COBRER, SERE R
a7l T, TRICKDESE, HEE, BEREICS
BHUBHREAZBIRTH2DD0THS. ERELHE
ENLHAAMPC/CVA (14: 1) DR HELE
ENTVDED, ZORRME, ReICET sHE
AR, AENE 3 R CEIRE R ORR, B
ROk BO/NBRHTERBEF A K
A v THELHESINIEZIH L LT
AMPC/CVA (14: 1) %fEHL, oM
B3 AT 21T o 7.

AMPC/CVA (14: 1) o&E&RICELT, ¥
A AMPC (90mg/kg/day) CVA (6.4mg/kg
/day) TH 505, ZHIFPRSPZHE L THRES
N-HETH 5., EEY—RX—5 VXTI
PRSPOMIN B EEIZ20% R Y THDH, ThiR
WICALH 59 IFAMPC/CVA (14: 1) OfiE%
AMPC (90mg/kg/day) CVA (6.4mg/kg/day) 2
B L, EEBECL M I F R R % 1T - /2.
— 5 4B OPRSPOM B IL 6 % & &EY—
R—=F YA I D{kwZ &, AMPC (90mg/kg
/day) CVA (6.4mg/kg/day) %52k, HEH
W AMPCIEE131.03~18.45 u g/ml (3
503ug/m) BHN5 P, Uk CTHRIBEEDE
WPSSP, PISPIiZAMPC (70mg/kg/day) CVA
(5mg/kg/day) WCRELTHIBRBE LI D LEZ
=22 Xh, AMPC/CVA (14: 1) Oofg&%*%
HELVEE L. T4BE0 2mUToRYE
SYPERENR L LBRAR? T, AMPC
(70mg/kg/day) HHUEH < TH O BINER % 34%:2
HTHY, THIZCVAZENLAMPCZ% 90mg/kg
/day lCH B L7234 & S TR OBIEH O E
DHMT B EAFRIN/-Z L5 AMPC/CVA
(14:1) OHEZWELZE—HTH5.

PRSI LT, AREMTHE O F RRAR
T& 5 Spnuemoniae, H.influenzaelZHiH I % #
DOCMX® ME#ZHS L. RRRAEWEDOA

TRARTE 2k H15 - 193 -

W= AT 52 H 7z D DT E OIS
LT B LERD B, SHERE L-OEERER
PR ESIES T, BEEE LRI K o TE AR
EI BN D B 5 72 OCMX B % GEH L7-.

FRREI B DOWT, BIFoM&EES TIIBE
HEzHE, BHE SRORK, PEGSWEE
LTwa%, SEIEHGEINRTH Y, HHE
Wb ) RBEBIE L.

BERER, WMERROKHERIZIA~100%E &
WHEREIR L7z, AR 83% & MV ARNES
MERR I NI, TOXIITHER, AHRNE
ol BEE LT, SFSEIREMIC L ) PRE
fTofzZt, CMXHEEBEHHAL/-ZLIZLS
LERbIhB.

M ZIMRET T, R ERRR T TED
BITdH o 7225, HAE EKGE R T S.pnuemoniae
Kot D& %h# 1% Hinfluenzae MBI L LA E
CEWARIEE R L7z, NERERERER %k
G & L7z, AMPCIC & 2 LUHBEMH o B
EBE L-#HE ' Tb, S.pneumoniaeld
Hinfluenzaek Y b BRAE RN E <, AMPCOW R
W5 ARSI DED BERRIENEECHE
HEBbhs.

S.pnuemoniae, H.influenzaehSHMTHE Eh
THEBIDOFEANESZ M L RRSIREMETH L, £
FPSSPHI B 1 ZHRRAHEMTH o7z, Thid
A4 r BRI SEEMPERE KB L E%
7 o RO RAEERERIES TRIPGHTEDET
BHY, CNPBRZBEETH LI PbOLTHE
YA o 72 HR & Bbh b, PISPIX 4 4,
PRSPIZ 1 &M S N7z IS 3T RTERZ
AL, BFEIZBIF 5 S pneumoniaell & % &M
HEARFEBNCH L, AMPC/CVA (14: 1) OHE
IZAMPC (70mg/kg/day) CVA (5 mg/kg/day)
THRYTHDH I EAUVRENT. Hinfluenzaek i
Bk, WHEEIEL 22 FEAEIMEL L2
% #D>TH Y, AMPC/CVA (14: 1) OF
Bk AR5 13 ABPCIi 4 Hoinfluenzaell & %
BRI HETZ2LEND L. ZNSOEMIL, /b
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REBVEPERBHEITA FF4 2 IZHWCDTRIS
mg/kg/day (CDTREMAE) CEHELAEREL .
CDTRO W HEF iR EE (X H & 9 mg/ke/day
I C0.39~08 ug/" 7243, YBEETHRILENS
ABPCIit ¥t H.influenzae® CDTR D MICy130.5
pg/m® THY, EHETEIANTSEE2CDTR
% 15mg/kg/daylc & L CfEH L72. ABPCIZxf
FTAHMICA 4 pg/ml<®D f-lactamaseE
H.influenzaeld 4 M E Nz, T OW 3 4L
Exh&R L7, AMPC (70mg/kg/day) MLl
TlX, ABPCIZN T AMICAS 4 ug/ml= DIEH]
BIRTRRARMUT TH D2, CVAORRT
ERMERLEZDDOLEZONS.

BIfEH T T AZ45% & BHEICRD /2.
AMPC (70mg/kg/day) HEFRfEMH TIZTHI34%T
HY?, CVABIMZE ) THOBMEIHL 2o
2bntEbhs.

4B OB TAMPC (70mg/kg/day) CVA (5
mg/kg/day) fEHICE Y, SpneumoniaelktiBlT
BEWESEIEONL Z LA LL. THO
HEEIZ45% E |2 & X ), PRSPOMRMHED
BV HEER I BT 5 AMPC/CVAD HEIX, AMPC
(70mg/kg/day) CVA (5mg/kg/day) THEY&
% 2 b7z, —J Hinfluenzae®® B TIZERER
70% & S.pneumoniaef BB LK L, BHEREDS
B 2B EEEIEL 2 @A E RO B
HMEOBENEF DT E A LIZABPCH #
H.influenzaeBWBITH Y, ThdOEHR X
CDTREHEICEH LIAKE L72. 7z B-lacta-
mase# 4 H.influenzael® B B CE R B % 320
CVAO#BELBbh7:. %3 3RULOEE
B B SIS & A RICAMPC/CVA (14 1)
DERMZHET L2 TFETHS.

4 E
IMAMDOBMEFHELIES DI b, HEEED
R, BREEROBE L RO/NBEERERSE
AA KT 4.0 CEE EHE I NIIEFS3% % 5
%L LTAMPC/CVA (14: 1) OFHEICET

RERE BB Fl1m

Bt 1TV, DT ORRE B,

1. AMPC/CVA (14: 1) OHEZ, %Ko
PRSPOMHBEE L 6 % & &EYy—_R—F ¥
A4 (20%HIE) IS LEWZE, TRHOBEME
AdBash/iz2L Xy, AMPC (70mg/kg
/day) CVA (5mg/kg/day) & L7-.

2. THOREMDZZHAMPC/CVA (14: 1)
Zhk L7z 1 &% BRW2528 120 W TR R
HEZIT- 2. BR=IE83% T, 4F12S.pnue-
moniae B TIIHRYERIZ% & B\ AR EDHE
Y (AR

3. HinfluenzaeltMBIOEFREIZ70%T, Wk
JEDSE K % B3 EAHEIMEAL % B MR %R
7o, AR GERIZ VIS CDTR (15mg
/kg/day) WZEBELRE L.

4. BWERH CIZTFM%E45% & BHEICRRD 7.

5. AMPC (70mg/kg/day) CVA (5 mg/kg/day)
FHICX Y, SpneumoniaeBHBITIEE WA
HEFESH, THOEEDSLREFE VI & &
), PRSPOMBEHEOKVIERRICBIT 5
AMPC/CVAD &I, AMPC (70mg/kg/day)
CVA (5mg/kg/day) THlBeE2 Hhiz.

6. AMPC/CVA (14: 1) DAEMEIMERNBE
X, ABPCiitt:H.influenzael&#:% fE L
CDTROBHEFHICEE T2 LESHL LR

bhi-.
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