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11% 5 5K S iz, PISP MIHFER X 4 RU T icBpL Tz,

5. FEHSBYh SIS N 167 P 528 (31.1%) BIUVLHEEARASWE» SRS
N7z 202 ¥keh 93 Bk (46.0%) A3 B-lactamase EEB TH - 72,
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7. Ang Iy rN/NRAECBETERCENTH 5,

Key words: Acute otitis media, PCG insensitive S. pneumontae, sultamicillin, 8-lactamase

¢ FEHERXEM 3-14-1-401



VOL. 41 NO. 9

Att{EMEPE K I3 5 SBTPC DREEKZIR

1019

ARt ER/NRECRBLLTWERAD—2T
bb. BRERZHEEENML, MNRORSK, RRBELYE
sEoAtBRMERRERERTH S,

MRAMTRE R ORENEIIHE 2 U AKRE, 1980 £
R % T Staphylococcus aureus THH LBLONT 2R,
EESY (1979) i2EEBEIN < _LET M < v ¥k O R R RN
n %\, Streptococcus pneumoniae ¥ Haemophilus
influenzae b o Lt bEXBELZFEBETH Y, S aureus i3
ERERA»SMRHE NPT\ D4 Hill TO contamina-
tion DEER TH S TTREME R HEML 1t ® DORER 1980 FR
thtf 5 EMEREIEOMTY S. pneumoniae, H. influe-
nae SFEBTHI LR EBONhB3 LIk
o

MEOEOENRIRICOVTEZAESY (1979) REXRIR
HEEENODT 4 A2 2HIEVERRE»OHE
VB OA 4 #15K B Expected Efficacy Index (EEI)
#H.XEL, ampicillin % cefaclor #5 1®4iR & L, baca-
mpicillin (BAPC) & cephalexin D —EHRLKRAKRT
bBAPCOEME #REEL &Y. Lo L, £HS D EE]
BE4EYE OEEREITHE ® minimum inhibitory concen-
tration (MIC) #FRL TR WREAMBH >, HOSY
(1989) & MIC iz X % REMBF & i IMEE % hnek U 7- %7 EEI
2 & D sultamicillin (SBTPC) ®#3#HREOL 7 = 4
NEYMEEREL .

4ME, SBTPC o/hMNRAEEREDPE R T 2B
BLUREMERT L O THRET 3,

I. B EFHE

T (F%EH 3 F, mlH 1 P, T¥EM
15m, TFIK 2 087, XX 1200, BT 1
B 9bFERBUILREERE b LFM/NNEa%
tBREPERT 12U TOBRENRE LT,

SBTPC &5, HES WY & LRI <O

WMHEOMEEMRT 22 L L, Likiz RGO
OMRERBHNCRRT 2 L L L. FESYL
SOMHMIZS-F 79 ~~—VYEEME L EXNBEHD
HE%, LEHLSOMHEIZ[-7275~v—LEE
HEMNL . 28, PEILYIIRMERILAITY
PR E - RYIMICE D, RILATRAER B+ ICH
BLABRODEI WY ENRE LT,

BHL REOFEF WY TCS R—F— (7Y
SANYTT4), LBAEARSHEIRY-FRAT7 T2
B (SREF) 2FWT, FOHDS bICHBIEIC THI
BAEMKMRE L > ¥ —FSREIc AT L 7,

BECKY, 2R-EEELIKREKD -5 275~
— ¥ EE4 %X acidimetry disc method (8- x v 7,
774 —RK) kD, EXBRE AR CERE
PEB/NREHIEME (MIC) BIEHAEED LY,
MIC %28IZ L 7z,

28, MIC 0fIE i3HFEF LY S5 OMEKEN
S LI, S preumoniae i DT i LRED S D
BHEBRLINA 2o X 5T S. preumoniae 1= D> T i3,
oxacillin disc (MPIPC, Difco) & cephalexin disc
(CEX, BB #1)® % B \v» T, benzylpenicillin (PCG)
insensitive S. pneumoniae (PISP) OB L BEFE L
720

SBTPC (#5258l £ L T 20 mg/kg/day & L
Toh3, HYUEOHIMIC L DIHEL 7,

BRYROME ITPEFUYIONEFEEL L, &
553 HE CERSILE* %%, SHEHE2ER, 7H
HERPEHE L, BEADRCEETINEVHED
HE, A7o04 FRIORFREA L LTiTbiwns,
BUE (B3], 27I74¥—) @aELi,

II. & R
EIGERIZ 141 BT, 2D > b UBFRBRAR L %

Table 1, Subject distribution

Evaluation of
safety: 141

Total number of
patients: 141

Evaluation of

l

l Microorganism examination: 122 ]

. N | Excluded: 14
clinical efficacy: 127

Drop outs: 11
Refusal to take the test drug: 2

Excluded: 13

Evaluation of
side effects: 128

Drop outs: 11
Refusal to take the test drug: 2
Age limit exceeded: 1
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D BRI 13 127 BT H o 7o MADEH TR
BTG, REEST2H, RALATH -
(Table 1),

127 PIDEM B & VR ik Table2 0 T & T
SEUEORRMESAZTHEI THo 1o AT
BIR724, KR558TH-7: (Table2),

Bk 88k (21.1%), M. (B.) catarrhalis 5 ¥ 5 #
RETHD, 1678P 528 (31.1%) BE-574 =
—PEREBEL TWw/: (Tabled),

Table 3, Organisms isolated from
middle-ear discharge

AL E R OFE WYL 5 ORHEO—K Organisms isolated No. of strains
i3 Table3 DL TH B, ERMRHE IS preu- -
moniae 58 ¥k, H. influenzae 38 ¥k, S. aureus 23 ¥k, z ’ "‘“"“”"_”. :‘
Streptococcus pyogenes 9 ¥k, Moraxella Branhamella S. preumoniae ;
. . pyogenes
catarrhalis 5k ¥ T, 22MKRIZ 167K TH > 7 s z:l'actiae )
(Table 3). S' aureus 21
LEMHEDS S -5 7 5 v — Y EERIZ Table S. aureus*® 2
4ICRTTELTHB, S aureus 23 ¥ 21 ¥ (91.3 CNS 18
%) ’ CNS 18 HELP 16 1* (889%) ’ H. inﬂuenzae 38 Gemela haemolysan 1
Corynebacterium sp. 8
Table 2. Age and sex of patients H. influenzae 38
H. aphrophil 1
Age Male Female Total aprop. :‘us
B. catarrhalis 5
y< 3 24 13 37 A. calcoaceticus 2
3sy< 6 25 29 54 A. baumannii 1
6=y< 9 16 13 29 P. aeruginosa 1
9sy<12 7 7
Total 167
Total 72 55 127 PSP MRSA
Table 4. Isolated organisms and g-lactamase producing strains
Ear discharge Nasopharynx
B-lactamase B-lactamase
High Low - High Low -
S. pneumoniae 44 44 47 47
S. pneumoniae (PISP) 14 14 14 14
S. pyogenes 9 1 20 9 12 12
S. aureus 23 2 31 28 3
C.N.S 18 2 2 2
Other G (+) cocci 11 11 3 3
H. influenzae 38 4 30 36 3 4 29
H. parainfluenzae 13 9 4
B. catarrhalis 5 5 33 24 9
Other G (=) rods 5 2 11 10 1
Total 167 10 115 202 36 57 109
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FTERRHE T H B S pneumoniae & H. influee D MIC Tho7cht, M0 148 (24%) 13 ABPCO.1
nzae @ penicillin, BO € 7 x AN+ H5MICiZ  ~0.78 ug/ml, SBTPC 0.2~1.56 ug/ml Db 3
Tables5, 6 DT THd, penicillin G insensitive S. pneumoniae (PISP) T#%

S. pneumoniae 58 ¥kth 44 ¥k (76%) 1 ampicillin @ - 7+ (Table5),

(ABPC) =0.025 ug/ml, SBTPC 0.05 ug/ml AT H. influenzae 38 ¥k h 30 #% (79%) »3 ABPC i ¥

Table 5. MIC of Streptococcus pneumoniae

MIC

0.0 0.05 | 0.1 | 0.2 [ 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 [ 12.5 | 25 | 50 | 100 | >100
(4g/ml)
SBTPC | 3¢ | 10 [ 4 7] 1 2 |
ABPC | 44 [ 3 7 2 [ 2]
ccL 7 | 17 [ 1 1 1 5 5 | [ 1]
CEX 2 [ 33| 9 [1 2 3 4 4]
Total 58 strains 1991. 11~1992. 8
] PISP 14 Strains (24.1%) In the general practice settings

SBTPC: sultamicillin, ABPC: ampicillin, CCL: cefaclor, CEX: cephalexin.

Table 6. MIC of Haemophilus influenzae

MIC
£0.025| 0.05 | 0.1 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 ( >100
(ug/ml)
1 20 15 2
SBTPC
1 5 2
14 15 1 1 3 2 2
ABPC
1 3 2 2
9 20 7 2
CCL
2 4 2
7 16 15
CEX
2 6
Lower row: #-lactamase production (+) 1991. 11~1992. 8
SBTPC: sultamicillin, ABPC: ampicillin, CCL: cefaclor, CEX: cephalexin. In general practice settings
Table 7. Clinical efficacy by daily dose
Dose range Excellent Good Fair Poor Ratio (%)
D<15 4 1 5/5
15=D<20 23 3 1 26/27 ( 96.3)
20=D<25 48 17 65/65 (100.0)
25=D=30 15 5 1 20/21 (95.2)
30<D 8 1 8/9 (88.9)
Total 98 26 1 2 124/127 ( 97.6)

mg/kg/day
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325 MIC0.2~0.78 ug/ml T, RO X [-5279~<— 5, ¥ 5 & i 10 mg/kg/day » 5 35.5 mg/kg/day
YEERTSH > fto SBTPC 1324 0.39~1.56 ug/  TH - Todt, 20~25mg/kg/day HBEFSTH- 1z, ¥
ml @ MIC T& - 7: (Table6), %, BXEL > THYEERT L SBTPCORER

SBTPCH#EW L 2BEMRIBLUTOZELTH 20 mg/kg/day LA _E 25 mg/kg/day &K i 5 65 B g5

Table 8. Clinical effect on organisms isolated

Organisms isolated No. of strains Excellent Good Fair Poor Ratio (%)
S. pneumoniae 44 36 6 1 1 42/44 (95.5)
S. pneumoniae ® 14 8 6 14/14
S. pyogenes 9 7 2 9/ 9
S. agalactiae 2 1 1 2/ 2
S. aureus 21 18 3 21/21
S. aureus** 2 1 1 2/ 2
CNS 18 16 2 18/18
Gemela haemolysan 1 1 /1
Corynebacterium sp. 8 8 8/8
H. influenzae 38 32 6 38/38
H. aphrophilus 1 1 1/ 1
B. catarrhalis 5 2 3 5/5
A. calcoaceticus 2 2 2/ 2
A. baumannii 1 1 1/1
P. aeruginosa 1 1 /1

Table 167 135 30 1 1 165/167 (98.8)

*PISP  ** MRSA

Table 9. Organisms isolated
112 cases undergoing simultaneous of ear discharge collection and upper nasopharyngeal swabbing

Ear discharge Nasopharyngeal swab
Organisms
Pre-treatment | On 3rd day | Post-treatment | Pre-treatment | On 3rd day | Post-treatment

S. pneumoniae 43 1 47 2 1
S. pneumoniae (PISP) 13 14 3 6
S. pyogenes 8 12 1
S. aureus 20 1 31 4 4
C.N.S 16 1 2
Other G (+) cocci 9 3 1 1
H. influenzae 34 36 2 3
H. parainfluenzae 12
B. catarrhalis 5 34 1
Other G (—) rods 4 11 2

Total 152 3 202 16 15
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@ (100%) TEY-ENTH- Rk, £EBTY 127 PR
124 ) (97.6%) L&Y - AWM TH- N (Table?),

MBI R 12, S. pneumoniae D S  peni-
cillin G sensitive S. pneumoniae (PSSP) i3 44 #kth
2% (95.5%) #3, PISP iX 14 8k & 14 8 (100%),
S. aureus 21 ¥kh 21 ¥k (100%), S. pyogenes 9 ¥kth
oMk EHRRY - BT, L& TIX 167 Breh 165 ¥k
98.8%) DEMETH-> N (Table8),

HREETIC B 2 PHNEY & LW <V RERR
WG 112 FION W DE(L 2 M2 L 7o &R i Table 9
DZELTH B, FEFWBYH S IVIBEF 152 #MH
AN LERERE L BRI 2o,

Lo LYTRRS R 5 & M U 7= 202 Bkeh itk o
158 (7.4%) ML, bo bt bRMECREL

7- MW 12 PISP T 14 #5768k (42.9%), PSSP T
4Tk 18% (2.1%), H. influenzae T 12368 &3
B (8.3%) Y TH-o' (Table9),

VAT OFHF WY R R R TO LEMR ¢V
v & D PISP MG ORI H%BAF B8 & U MIC %
Table 10 iZ/R L 7z, PISP MHEF T b 4 BIL
TrMPL T, BIfERAIX Tablell DL T25
B (19.5%) HHL, £D> 5 THI236 (18.0
%) FRLLSKEMIZZ0o 7, IMKME 7212 30
mg/kg/day L EDPBRD/INRIC THRIFER I LS >
e

I % x

1980 R 2 > T/hNERMEILMETE £ D E 2K

R, 1940 ERBEH S 1970 ERATEE TASh

Table 10. Cases of PISP detected
Nasopharyngeal Swab
N Ear discharge
ame Pre-treatment POST-
and
a MIC (ug/ml) MIC (ug/ml)
ge
SBTPC | ABPC | CCL CEX SBTPC| ABPC | CCL CEX
HS| 3 | PISP+ 0.2 0.1 3.13 12.5 | PISP+ 0.2 0.1 3.13 12.5
TN| 2 | PISP+ 0.39 0.39 25 50 PISP+ 0.39 0.39 25 50 NF
EA| 3 | PISP+ 1.56 0.78 50 100 PISP+ 1.56 0.78 50 100 PISP
YF| 2 + + ) PISP
KS| 2 | PISP+ | 0.39 0.2 50 100 | PISP+ | 0.39 0.2 50 100 PISP
YA| 1 | PISP 0.39 0.2 25 >100 | PISP+ 0.39 0.2 25 100 PISP
AT | 2 | PISP 1.56 0.78 |>100 >100 | PISP 1.56 0.78 |>100 >100
SI | 4 | PISP 0.2 0.1 25 50 PISP 0.1 0.2 25 50 NF
TF| 4 | PISP 0.2 0.2 25 50 PISP+ 0.2 0.2 25 50 NF
RN| 3 + PISP 0.2 0.05 50 100
SO | 1 | PISP+ 0.39 0.2 50 >100 | PISP+ 0.39 0.2 50 >100 PISP
YK | 3 | PISP 0.39 0.2 50 >100 | PISP 0.39 0.2 50 >100
YA| 1 | PISP 0.39 0.2 6.25 25 | PISP+ 0.39 0.2 6.25 25
SN | 2 | PISP 0.78 0.39 50 100 | PISP+ 0.78 0.39 50 100
TK| 4 | PISP+ 0.39 0.2 25 100 | PISP+ 0.39 0.2 25 100 PISP

NF: no formentation
PISP+: PISP+Other organisms
+: Other organisms

SBTPC: sultamicillin, ABPC: ampicillin, CCL: cefaclor, CEX: cephalexin.
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Table 11, Side effects

Number of patients assessed 128

Number of patients with side effects 25

Incidence 19.5%
Symptoms
Diarrhea 23 (18.0%)
Bloody stools 1
Vomiting 1

72 & 5% S. aureus —AB» &, S. pneumoniae & H.
influenzae TH 5 Z & [T HFREREIE D20 TRIKH?
/Bohd&Schkol.

2 & X empiric therapy D 7:HICHEB T L icH
EMH OB HE (EED) %2#m|EL ABPCic
R&¥E N3 PCRUIEMHOERM RIEM, D2V TH
O5% (1989) MY — 718 & 4 MIC,, % fngk
L7-%EEl 24 %KL, SBTPCOERAM% 2#H&E L
72

SEIOMEENERIIROBREIL98.8%TH Y,
HOSD|EL 728 EEI TTFRL - BHE (92.2%)
& 0 b EFRIFLEEREIR TH EEl O IF 44 % BT
JAERTH- T,

ZOLUDKRTL > L bEHTRE X PISP O F
MU LDEETDH 5, Thbb S prneumoniae i35
Xz PC RUEMEICIFER CBELE S T RTOK
B PCG @ MIC=0.025 ug/ml THo 7z, &I 2045

B ik 4 45 BBk D 8.4%, 2B D 11%, S. pneu-

moniae D 24.1% 43 PISP TH - 7z,

PISP i3/NEE® (1981) BEEE LS BL TEDE
EBEHEhZ Lk, DLTHRERM»S -5
7 % LRI ERRERE B ER OERRE 2 NER, B
BRgEIcANS XSk oT,

PISPDEE I H O 57 (1992) « & ~u i 1981~
1983 ££2.6%, 1984~1986 £, 4.5% T ¥ T i 1980
ERFIEL ST LR SEEL 72, 1987~1991 £
12 16.5%, 1992 1% 21.3% T 1987 £ LA i< 12 PCG
resistant S. pneumoniae (PRSP) 4 EH S h Tw
%, LT PISP OBBIIE I+ 7 = 2 DR
HBEHAE—BLTWwa Ew)H, EZSDPE, Hite
BAOBRETH 2 Z EHET, EbdTGEWIERI
PISP 0@ ENBE 2 515,

PISP o iiit 4 #§ FF 1X penicillin  binding protein
(PBP) 0Z{tTH-T, Tabledicarshzd T,
B-7 75— FEEZLDbDTIIH WV, NEY

(1986) 12 PBP-1a 8 & U*PBP-1bitB8WLTPCGH
FEDBET 284, HO5Y (1992) 2 PBP-1a 8
L U2 DEFEFROMELHFE L BELTVA, h
13 PCs, CEPs DB HIDETEEKT 26DTH
éo

RBOEFITIX, £WS'” (1989) X PISPick 3
i E#%, BMAHE, HER S (1992) i2B6HK & M
s MIC 1.56 ug/ml @ PRSP 2 Mt U 7- 865K %
FlEREL T2, ERAETREAS? (1990) »4
BI0OBEBRORMEPEREN 2 BEL TW5
7T PISP DFEEIFOTWIEMIREbOTHL
v, &z ABPC O¥ R (30 mg/kg/day) *NE
T5LEMETERIZ®IET 508, ABPCOANEE
fit T2 L b TEMRMICERL, Zhi®IERL
S. pneumoniae ® ABPC iz xt3 % MIC 12 0.1-0.39
—1.56 ug/ml &£ PISP 4» &5 PRSPALZE{LL /2o B
WML TYH LRI L /- PISP i3k ah 3
ZERBRFEL.

SEIOKRHTH, 13FTHEIBYH» S5 PISP ¥
®H L, SBTPC ORI TLHITHER IZME, BHEY
CRAETH -7z, LI H0EBEICH FBFERY
B S 660 PISP # 8 L7z, PISP 28 L 2
PlEVIDARZT 4 TR T 5 L 4B IH
(64.2%) WEHRICHPHEREBRVEL T, &7
PISPER IR T RT I~ EDEERETHBH I L
BHETH 3,

SBTPC ik 8- 79 v— ¥ BRI 258085 5,
TEHAGOSRELI: -5 7 7 v—¥ELEHICNTS
BRERZhR 1, S. aureus 23 Bl 23 51 100%, H. influ-
enzae 38 Bl 38 4] 100%, M. (B.) catarrhalis 5%
58k L 100%DEMETHD, AFOPHRCIH
T2EMEERTHOTH S,

BlfEAwBL TR, NMNRC BT 2RROBETH
2.9~29% D THIERETH Y, AOS™ (1992) &
13.8% D THIHBEETTHREDS DX 3EAWD
BEBES L UF30mg/kg/day 81 28 580%
WHThoELTWS, EHESORELHOLSDY
DLBPUL Tz,

X 13

1) ZEBth, 18—, wikE, i adtBth
H#OELEE, BAHRRERERES2HK 82568~
573, 1979

2) HBth, ANES: ARt hE £ OEXER,
HAEBRGEIE 2S4S 82: 1381~1389, 1979

3) ENEZ, CHB, & 8, i adcEsrE
#1153 % Bacampicillin (BAPC) & Cephalexin
(CEX) DH#AR, FREK 78: 1147~1165, 1985
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4)

5)

6)

7

8)

9)

HO¥—, ANE= AMEDRAEDEEERK
(EED) BI¥ 2 BN, HAHE MAEBRBHS R E 5
RESH 7:141~149, 1989

AA{EPMEFS: B/OFERE LR (MIC) S
HEE AT D \» T, Chemotherapy 29: 76~79,
1981

NERF, NEH: BERME L 5 RS ik
HREOMWHI Lt EMR B R, JJA 34:95~
105, 1981

HO¥—, KEO¥A, HTO8%, fi/NEhxks-
7 7 % AKIWHE S. pneumoniae iZBAT 2 RN, 1.
ENBZENT — Y ORENHS, WO EBXL
FMEFLAHAXLNRL p.58, 1992, ML
NERT MR REOMKME PR, JJA 39:
783~806, 1986

HO®—, MEOFA, HTO8%, fi: Rk p-

10)

11)

12)

13)

7 2 9 LEIRHE S, pneumoniae 2T 5 MM, 11,
B-3 7 % LKt D PBPs, # 40 [ H &L mM
EY LT AXIHMNS, p.59 1992, ML
EE—ag, SR M /NRIC 81T B penicillin B
1% S. pneumoniae M YIE DR, MIIEL ¥
63: 189~193, 1989

HRER, HAKN, MEAXE, fi: <= Uitk
Biti e BROGBARN % O 1 SEER & i s BROGRHAN 2 DB ERAY
WA, MEUELMERE 66: 1153, 1992

EERt, REARE, REET, i1 FREOMKE
HAabER, BEAEARRMBREFRESSE.
8: 58~63, 1990

HOEX, ¢ f#, ARSHE, fi/NRcB8I3 R
VISV COBEYNBEUTHRBECM T 2R
M. /NRRIEBIE 45: 1946~1952, 1992
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Clinicobacteriologic study of sultamicillin fine granules for
pediatric acute suppurative otitis media

Rinya Sugita
Sugita Otorhinolaryngologic Clinic
Department of Otorhinolaryngology Urayasu Hospital Juntendo University
School of Medicine, Chiba Japan

Koichi Deguchi
Section of Studies, Tokyo Clinical Research Center
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Fujimaki Otorhinolaryngology Clinic
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Asai Otorhinolaryngology Clinic
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Akutsu Otorhinolaryngology Clinic
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Mihama Otorhinolaryngology Clinic
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Komatsu Otorhinolaryngology Clinic

Koji Shimizu
Shimizu Otorhinolaryngology Clinic

Shigeaki Saito
Saito Otorhinolaryngology Clinic

Hiroshi Watanabe
Department of Otorhinolaryngology Taketani Hospital

Clinical studies of the effectiveness sultamicillin fine granules (SBTPC FG) on acute suppurative
otitis media in children were performed.

1. SBTPC FG was administered to 127 children with acute suppurative otitis media and its
clinical efficacy was 97.6%. This ratio was similar to the Expected Efficacy Index (EEI) of
sultamicillin.

2. Clinical efficacy for the 167 strains of bacteria isolated was 98.8%.

3. Major pathogens were Streptococcus pneumoniae and Haemophilus influenzae.

4. 24% of the S. pneumoniae strains isolated were PCG insensitive S. pneumoniae (PISP) and
were the primary infections agent (11% of all patients) .

5. 52 (31.1%) of the 167 strains isolated from middle ear discharge and 93 (46.0%) of the 202
strains isolated from nasopharyngeal swabs were §-lactamase producers.

6. Side effects occurred in 25 of the 128 patients assessed, an incidence of 19.5%. Diarrhea
developed in 23 patients (18.8%) . The incidence of diarrhea was higher in those under three years
of age.

7. SBTPC FG was concluded to be very effective for the treatment of acute suppurative otitis
media in children.



