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At s ABPC fHE 1 ~ 7 v = v (H. influenzae) B ORESHME s b OICEE O
HEBEORE O, £8 12 MR X 5 {XEAHFRLTo - o ABPC fittt H. influenzae 1%,
10°CFU/ml #48 MIC ¢ 1.56 pg/ml | | ¥ #=i3 S-lactamase #4 OB#k L Lo

A CiX, ABPC ittt H. influenzae i 1975 £ T, HETRIUCHME X h, 1976 £l
B, 0% 1979~1980 £t} TRREMICHE, FHE, AR, ML, K8, REE~EIEALY,
2R ABPC ittt H. influenzae OFEENRBIN, FOX RIS #E H. influenzae D
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5.9~21% (4 12.4%) TH~1co AMBL bz ABPC Wit H.influenzae mlzmoumtﬁf

-c‘l‘fCo

ABPC it H.influenzae \=43% ABPC o MIC MDD — 21k 6,25 ug/ml it H b, =%
MIC {li% 50 ug/ml CH 7o S-lactamase [H{ENEMi 0.14~1, 56 units (mean +SD=0,65+
0.36) T, B-lactamase ® type (%FXT penicillinase type I (Ricumono ® TEM %) ¢3.,
72o CP-ABPC Wt4:8i% 4 ¥% (ABPCiitt: D 4.8%) % WM L1co ABPC-TC Wttt H.influenzae
DXWWA~DHEARRTIZ, 6 ¥ 2 ¥kic ABPC Bt OERYBHHhtz, TC MitXERIhs
Mot FEEMED r BFCA T, EBEOREFLELSS ABPC MEDHFEAEH S L,

EIic st 5L EMAy s ABPC fittd H. influenzae MRLE OREKRELOWRIZ, KME&E R TH
h, %L AR CHELHRML, SERMMIBAZHhBIE f-lactamase & 4 D ABPC it H,
influenzae % b &7z ABPC fitth H. influenzae MREDHAI OV TEICERYHF T\ 21:

‘l‘&*ibo

Ampicillin (ABPC) @k« v 7 4 = v #Miz, 1970
FRomMDEY, KXT, tOHBALME X h, D
%, BEMNC LHRMTLMMLTED, XA TOHHR
LB ERBR T\ 2 A%, 1976 £, BAMALY, &K
LYDHMER L > TEBTCOFEENTDTHLMLIE 2 h
o Mk, ZMCOMELRTRbhILHEST, XHK
REOHMEE LB TIERANRSHLED H L F 5
o T, AKX, MR EERObEL, £2E0E
Bl RE, @EE, LCLERERZLOWBE RO 5 B
12 HEAHBH LT, ABPC it 4 v 7 4 = v ¥ B
EOHRLL L KBORBIZ 551 5 HENRN BT
AAWFELRET 57c», [ABPC Rtt4 v 7= v
FERRIEFES] ¥HERL, 1980 EnL3EMKE b
b, 3EOWMRLYMMETILYE, RNt KR T 2
o

CORR, KD ABPC itk 1 v 7= v FHBRR
EOLEMNLEF O VCXBORERFOMIA L L,
HEBEFARNBO A O CRET 5,

I. & % # %

ABPC itk 4 v 7 = v Ei%, 10°CFU/ml 1 &
HiEmic X5 MIC 22 1.56 pg/ml LA EOEBSH B\
i3 B-lactamase DELLTER L -FkE L1,

£WW®T, ABPC @1 v 7 A= v ¥EIRSEES L
EECHTAWARTEV, BT, TOFFHEHE IS
L‘T&?#L'f:o

EWRTHMEI NI ABPC RitES v 7 1= v ¥Ei%,
HRAFMEDFEB~EM Lic, Xt hicslitkico
VT, RAESBIIVT, MIC ORIE, B-lactamase FE
HoER, THEOREEHHREZTE»710

‘ II. % % &K &
1. ABPC @1 v 7 A= v FEIBQE DR AT S
B

Fig.1 The year of the first isolation of ABPC-
resistant Haemophilus influenzae in various
areas in Japan .

.

Sapporo
(1980,

i Tokyo 1975
Nagoya 1979

Nagasaki Osaka 1979
1979])
19802 ~! .
(1976)*» .* * Non-$-lactamase-producing
S Haemophilus influenzae
K 1) : The 2nd Department of
iy Internal Medicine,
’/ Nagasaki University

2) : Department of Internal
Medicine, Inst. for Trop.
Med.. Nagasaki University
Fig.2 The latest ABPC-resistance rates in clinical
isolates of Haemophilus influenzae in various
areas in Japan

Sapporo
+* (1980)

Sendai 217,(1982)
Chiba 10%(1982)

Tokyo 9.7%(1980)
Négoya +(1979)
Osaka +(1979)

Okayama 15.69;(1982)

Hiroshima 5.9%
(1982) 4

Nagasaki ,
12, 5%21982) b
12.0%(1982)% ¢ * : Isolation percentage
: not available
- 1) : The 2nd Dept. of Internal
e Med.. Nagasaki University
% 2) : Dept. of Internal Med.,
' 4 Inst. for Trop. Med.,
Nagasaki University
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Table 1-1 MICs of antibiotics and the activity and type of 4-lactamase produced by Haemophilus influenzas*®

:;;E MICs of antibiotics (ug/ml) S-lactamase
N | TC CP SM ABPC KM CER AMPC | BRL25000| Activity | Type
1| os 0.4 0.8 1.56 0.8 12.5 1.56 3.13 | <0.06
2 | = 0.4 3.13 1.56 1.56 3.13 1.56 0.4 0.53 I
3 | = 0.4 1.56 1.56 1.56 3.13 1.56 0.4 0.38 I
4| = 0.4 1.56 1.56 1.56 3.13 1.56 0.4 1.08 I
5 | 5 0.4 1.56 1.56 1.56 3.13 3.13 0.4 0.78 1
6 0.4 0.4 1.56 3.13 3.13 1.56 3.13 0.8 1.20 1
7| 0.4 3.13 6.25 3.13 3.13 12.5 0.8 1.70 1
s | = 0.4 3.13 6.25 3.13 3.13 6.25 0.8 0.86 1
9 0.4 0.4 3.13 3.13 3.13 1.56 3.13 0.8 1.21 1
12 0.2 0.4 3.13 3.13 3.13 1.56 1.56 0.4 0.61 I
13 0.2 0.2 3.13 6.25 3.13 3.13 3.13 0.8 0.78 I
1 0.4 0.4 3.13 6.25 3.13 3.13 12.5 0.8 1.56 1
15 0.4 0.2 3.13 6.25 3.13 6.25 6.25 0.8 0.58 I
16 0.4 0.2 3.13 6.25 3.13 6.25 3.13 0.8 1.11 I
7 0.4 0.2 1.56 6.25 3.13 3.13 3.13 0.8 0.36 1
18 0.4 0.2 1.56 6.25 3.13 3.13 3.13 0.8 0.80 1
19 0.4 0.4 1.56 3.13 1.56 3.13 3.13 0.4 0.48 1
20 0.4 0.4 1.56 3.13 1.56 3.13 3.13 0.8 0.36 I
2 0.4 0.4 1.56 3.13 3.13 3.13 3.13 0.8 0.73 I
23 0.4 0.4 1.56 3.13 3.13 6.25 12.5 0.8 1.43 1
% 0.4 0.4 1.56 6.25 3.13 3.13 3.13 0.8 0.88 I
% 0.4 0.4 1.56 50 1.56 12.5 50 1.56 1.17 1
% 0.4 0.4 1.56 12.5 3.13 3.13 12.5 0.8 0.62 I
3 0.4 0.8 1.56 0.4 3.13 6.25 0.4 0.8 <0.06
2 3.13 3.13 3.13 1.56 3.13 3.13 1.56 0.4 1.11 I
0 | 125 0.4 1.56 3.13 3.13 1.56 3.13 0.4 0.95 I
31 0.4 0.4 1.56 6.25 3.13 3.13 6.25 0.8 0.26 I
2 6.25 0.4 1.56 3.13 3.13 3.13 3.13 0.8 0.49 I
3 3.13 0.4 1.56 3.13 3.13 3.13 3.13 0.4 1.39 1
M | 125 0.1 1.56 6.25 3.13 313 3.13 0.8 0.62 1
% | 25 0.2 1.56 25 3.13 6.25 12.5 0.8 0.71 1
3% 0.2 0.2 1.56 3.13 3.13 3.13 3.13 0.4 0.76 1
kg 3.13 6.25 1.56 1.56 3.13 1.56 3.13 0.8 0.21 1
k'] 0.2 0.4 0.8 3.13 1.56 3.13 3.13 0.8 0.67 1
4 12.5 0.4 0.8 1.56 1.56 1.56 1.56 0.4 0.48 1
42 2 0.4 0.8 1.56 1.56 1.56 1.56 0.4 0.22 1
43 12.5 0.4 0.8 3.13 1.56 3.13 3.13 0.4 1.66 1
4 3.13 6.25 3.13 1.56 3.13 3.13 3.13 0.4 0.98 1
4 12.5 0.4 1.56 6.25 3.13 6.25 6.25 0.8 0.43 I
46 12.5 0.2 1.56 0.2 1.56 1.56 0.4 0.4 <0.06
a7 0.2 0.2 0.8 12.5 1.56 6.25 6.25 0.8 0.52 1
4 0.2 0.4 0.8 6.25 1.56 6.25 12.5 1.56 0.36 1
L ] 0.4 1.56 12.5 3.13 12.5 12.5 1.56 0.4 1
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Table 1 2 MIC- of antibiotics and the activity and type of fA-lactamase produced by Haemophilus influenzee*

Strain T MICs of antibiotics (ug/ml) B-lactamage
No' | ¢ op SM ABIC KM CER AMPC | BRL25000| Activity | Type
50 | 08 | 08 3.13 | 50 6.5 | 25 50 1% | 08 | 1

51 0.2 0.4 0.8 0.2 1.56 3.13 0.4 0.4 <0.06

52 0.2 0.4 0.8 0.2 1.56 3.13 0.4 0.4 <0.06

53 0.2 0.4 0.8 50 1.56 25 50 1.56 1.06 I
54 0.1 0. 1.56 50 1.56 12.5 50 1.56 0.66 I
55 0.2 0.4 0.8 25 0.8 6.25 50 1.56 0.92 1
58 0.2 0.4 1.56 6 25 3.13 6.25 6.25 0.8 0.3 I
59 0.2 0.1 3.13 25 3.13 6.25 2 0.8 0.8 I
60 0.4 0.4 3.13 20 3.13 6.25 25 0.8 0.79 I
61 12.5 0.4 0.8 6.25 1.56 3.13 6.25 0.8 0.33 1
62 0.1 0.1 0.2 3.13 0.8 3.13 3.13 0.8 0.91 I
63 0.4 0.4 1.56 02 1.56 1.56 0.2 0.4 <0.06

61 0.2 0.2 0.8 0.2 0.8 1.56 0.4 0.8 <%

67 0.2 0.2 0.4 3.13 3.13 6.25 3.13 0.8 0.86 I
68 0.2 0.4 0.8 6.25 3.13 6.25 6.25 0.8 0.48 I
70 0.2 0.4 0.8 3.13 1.56 3.13 6.25 0.8 0.50 I
72 0.4 0.4 1.56 6.25 3.13 3.13 3.13 0.8 0.49 I
73 0.4 0.4 1.56 6.25 1.56 6.25 6.25 0.8 1.08 I
74 0.2 0.2 0% 0.2 3.13 3.13 0.2 0.4 <0.06

75 0.2 0.2 0.8 25 1.56 6.25 12.5 1.56 0.53 I
76 0.4 0.4 1.56 50 3.13 12.5 25 0.8 1.18 I
78 0.2 0.4 1.56 50 3.13 12.5 2 0.8 1.15 I
79 0.4 0.4 1.56 50 3.13 25 2 1.56 1.13 I
80 12.5 0.2 0.8 12.5 1.56 6.25 12.5 0.8 1.05 I
82 0.4 0.4 0.8 12.5 3.13 3.13 525 0.8 0.24 1
83 0.1 0.1 0.2 12.5 0.8 3.13 6.25 0.8 o6t |1
84 0.4 0.4 1.56 25 3.13 6.25 12.5 0.8 029 | I
8 0.2 0.4 0.8 25 0.8 6.25 12.5 0.8 0.59 ' 1
86 12.5 12.5 0.8 0.4 1.56 3.13 0.4 0.4 <0.06 |

87 0.2 0.4 0.8 .13 0.8 1.56 1.56 0.4 047 I
88 0.1 0.1 0.2 6.25 0.8 3.13 3.13 0.3 0.28 I
89 0.4 0.4 1.56 12.5 1.56 6.25 6.25 0.8 0.30 I
92 0.2 0.4 3.13 0.4 3.13 6.25 0.4 0.8 <0.06

93 0.2 0.4 0.4 12.5 0.8 6.25 625 ' 0.8 0.32 I
9 0.2 0.4 0.8 12.5 0.8 3.13 6.5 | 0.8 0.14 I
95 0.2 0.4 0.8 6.25 0.8 3.13 6.25 0.8 0.40 I
9% 0.1 0.1 0.2 12.5 0.8 3.13 6.25 0.8 0.48 I
97 0.2 0.2 0.8 6.25 1.56 3.13 6.25 0.8 0.50 I
98 0.2 0.4 1.56 25 3.13 6.25 12.5 0.8 0.92 I
99 0.2 0.4 3.13 25 3.13 6.25 12.5 1.56 0.55 I
100 6.25 0.4 0.8 25 1.56 3.13 12.5 0.8 0.45 I
101 6.5 0.4 1.56 25 1.56 3.13 12.5 0.8 0.31 I
102 0.2 0.4 1.56 3.13 3.13 6.25 3.13 0.8 026 | I
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Table 1-3 MICs of antibiotics and the activity and type of A-lactamase produced by Haemophilus influenzac®®

—;i:in_ : MICs of antibiotics (ug/ml) A-lactamase
No! [ TC CP SM ABPC KM CER AMPC | BRL25000| Activity | Type

B | 02 0.4 1.56 3.13 3.13 3.13 3.13 *| 08 0.32 I
w4 | 01 0.2 0.8 6.25 3.13 6.25 6.25 0.8 0.41 1
e | 01 0.1 1.56 3.13 0.8 6.25 6.25 0.8 , 0.36 I
06 | 12.5 0.2 0.8 6.25 1.56 12.5 12.5 0.8 142 I
w | 02 0.2 0.4 3.13 0.8 6.25 6.25 0.8 0.21 I
8 | 0z | 04 0.8 12.5 3.13 6.25 6.25 0.8 0.30 I
0 | 125 | 01 0.8 6.25 1.56 6.25 6.25 0.4 0.35 I
w | 0.2 0.1 0.4 3.13 0.8 3.13 3.13 0.4 0.39 I
m | 04 0.4 1.56 6.25 3.13 6.25 6.25 0.8 0.35 I
1 | 6.5 0.4 0.4 3.13 0.8 1.56 1.56 0.4 0.35 I
M4 | 12.5 0.2 1.56 12.5 3.13 6.25 6.25 0.8 0.39 I
1w | 0.2 0.4 1.56 3.13 6.25 3.13 3.13 0.4 0.32 I
6 | 0.2 0.4 1.56 12.5 6.25 12.5 25 0.8 0.49 1
w | 6% | 125 0.8 50 3.13 6.25 25 0.8 0.33 I
s | 0.2 0.4 0.8 6.25 3.13 12.5 12.5 0.8 0.34 I
m | o1 0.4 1.56 6.25 3.13 6.25 6.25 0.8 0.42 I

*: Seventeen out of 119 strains were unable to test because of failure to subculture.
** : Isolates of Haemophilus influenzae were sent to Department of Microbiology, School of Medicine,

Gunma University as the “ampicillin-resistant”.

(1) ##iBickits ABPC WS v 7= v ¥H
BHDTHEINIER

Retrospective 72PFREEME b S, FHIKITIH\T,
ChETEBOLALRENI S, Ththotik (ZHR
BR wisi}s ABPC fE1M v 7 v = v FENFIDT
ARIh-EEY E L», Fig.l KRERT %, $EOH
Ecrhif, XPCix, 1975 £ F%, ERCRIITH
K3h, BIERAEO 1976 FEicfld, £0H% 3EMO
BEMM DK, 1979~1980 fEihid TRREAICILE,
4B, XK, MBI, KB, RE~EiLAL.
'(2) &Rk BRED ABPC Wit v 7=

YYFEOS MR

ARRBROBF DL v 7 1= v FERRYIEL I G
H% ABPC itk € v 7 v = v ¥E O MEFEY Fig.2
KRRT5, £BEfNz ABPC M v 7 1= v ¥ED
FEXERSh, BohilRIC X5 L, TONMAE
2 BRMES v 7= v FED 5.9%~21% ThHY,
¥ 12.4% THoT,

(3) ABPCRHMA v 7 1= v FEHBROERED
. SERORSH S, ABPC itk (1 v 7 v v FELE
BEOEREBIBONI, il CRILKEE—HED
%, 1981 4F 13.5%, 1982 4 21% ; T (TEKE

NESE Tz, 1980 4F 8%, 1981 4E 10%, 1982 4 10
[

% ; Bk (RREAFHRKAE) Ti2, 1975~1976 ¢
12.5%, 1978 4E 5.2%, 1979~1980 £ 9.7% ; U
Ul E R AR BAR) i3, 1981 4 9.6%, 1982
£ 15.6% ; BW (RBFKERBEFEHRTARD TI,
1980 % 7.7%, 1981~1982 4£ 12.5% Th b, KR
LD IHMOFERER LTV,

2. ABPCitE A v 7 v = v OMEFAYTF2E R 8

AW TH M X hi- ABPC i 4 v 7 1= v+E
119 #D 5 R « FHEFCHRTRIEL Lot 17 #ky
< 102 BRIT D\ THfT T » 1o in vitro EREEE R T,
it 102 koo MIC JIERM, B-lactamase {Fi:ks X
U D type DRFIERMEY Table 1 IKRT,

(1) MIC JIERMK

10°CFU/ml, 1 H&F#8&r0 A R LFEREFSFE
BEIZ¥ U T R E L #= ABPC, Amoxicillin (AMPC),
BRL 25000 (AMPC+Clavulanic acid ; 2 : 1), Cephalo-
ridine (CER), Streptomycin (SM),
(KM), Tetracycline (TC) 3s X7 Chloramphenicol
(CP) » MIC JIERM*% Fig.3 wito

ABPC » MIC %o € — 7% 6.25pg/ml ©h b,
BbE\ MIC {#i% 50 pg/ml T3 - 7o BRL 25000 0
MIC %D ¥ — 7 (% 0.78 ug/ml T & b Clavulanic
acid 1 X % B-lactamase DFAEA B FE I WD bhi,

Kamamycin
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Fig.8 MICs of ABPC, CER, AMPC, BRL 25000, KM, SM, TC,
and CP against 102 strains of “ABPC-resistant” Haemophilus
influenzae at 10° CFU/m!
%) )
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g4or
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g Py
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. e R 8 =T
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Concentration of drug

B &hie CP-ABPC i1 v 7 o= v ¥HIiL, 4B
fELTo 4%kD 5B 3k (Strain No.29, 37, 44) iX¥F
#, 1%k (Strain No.117) X MIITHM X Bk TH
50

(2) B-lactamase {FiEs XX type

ABPC itk 1 v 7 1= v FEOEEKIZOWT, BF
WM LItk D L% BT, Penicillin G (PCG) ¥ %
B L¥% B-lactamase {FEHEFUTE L1, f-lactamase #F
PRI L3 92 Mk f-lactamase FHEIEHEIX
0.14~1. 56 units OFFERH i L, FHfH 0.65, HME
# 0.36 TH ~71co B-lactamase FEEDOED» Ghich »
7z 10 #D 5 % 1 # (Strain No.1) i3, BIHMicdE B-
lactamase EE4 D ABPC FHETH - 720

B-lactamase JEMEHFEH L7z 92 kD S-lactamase D
type X, TOXEBERAE X b, T X T penicillinase
type I3 L¥JBf L7z, Richmond 04z X i TEM
247 Th5b,

(3) KBELOES .

TC-ABPC Mite1M v 7 = v ¥H 6 Bk HT, X
B & D#4A (conjugation) ER¥ T - ek R, 6Bk
2 %ic ABPC DAY KIBE~EE 2 h, £ MIC
i 25 pg/ml THotc, D 4 BRITiE, TEDEERNT
Bhhighotc, TC MEIXEEIhich T, EH
DH% ABPC i REFECHB LD LRI NI,
L LIEEEN D ABPC B IEEEMD I =752
IF (r) ERDBTEMNEHINR TS, Rk
LwefrBE+ 58 EFXRIC LS penicillinase 4L

Concentration of drug

ETHLNFRHIND, MAxiE K. preumoniae 3
H.influenzae } [@#§ penicillinase Oxk £41 5%
ELTHENTHBY, TOEEREFIEL, REATFE
rEFLSIVUREEECHS Z EHABLATVSY,
III. = - 4

1972 %€, [ Centers for Disease Control (CDC)
i, F42XboAF LI ABPC ¥“EEHADEE,D
SMEEhIcT v 7= s FEH, ABPC RETHY, -
lactamase #E4T5Z ¥ R LKLY, F0oHEKKS
KEEROPERVIZ U R E~SECHALT
Vo't RIBTIX, 1976 F, FREBRIEREN LS
EIhiclOBERL S XUCEHHPORENRTT, £
Dtk, RO X 5B D OSEMAS LU RELY
X AH{LREBIE S ME I h 5/, ABPC i1~
7 h = FERRPEOHMABE T h T\ 1, $E0R
£T12, BYNC, 1975 £, HR, ¥ MECEWT
ABPC i1 v 7 = v FELY XK, £0%, L
FA~A L8 F2 Bz, ABPC fiftf v7r=v ¥l
RPIEDLEA M TD BB & MinfFRH B RSh
o

REAEASESD ABPC Rt v 7 A= v ¥EOR
t:i8Mi2, f-lactamase THYH, M»OEE LT r-plas
mid (: =75 R $ F) RX5YDT, TOGEREEIL
BOBRTH D LHMIh TV, SEDEAERD
BIZ X 5 & R-plasmid i X h ABPC ilniE#dh
HEROFENER I N0 T, EEEEHSELTS
ZEbEZOh, SEOBENER SIS,
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ABPC W4 v 7 o= v FBIRRIE D MR 12 >
WS ORED DD, ¥ HOTIZ, 1979 4 7.5
y 1980 % 14.7%, 1981 4 18,9% KSR LT
whLEEXh, KRF I AT, ABPC it v 2
y=v 8 type b MRIEIZ, 1975 £ 5% HHEM
369 OMME THFITHMINL 1979 ik 2250 IR L
reEE Rk, $2, XE=m2 KMz, ABPC
i v7r=v¥Eik s ABPC BEMA v 7=y
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ORRERETHSOKK LT, WHERE «MRHMMN
LR LI, RIS AMETY, TC W1 v
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LEROTLLBD bisd » ootk LT, ABPC
B4 v7 o= ¥R 1977 £ 1.6% 25 1981 4D
6.6% ~:EECHMLA, 4EOWROER, KT
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AED&MIFIZRT S ABPC RlES1 v 7= v ¥R

ORERIL 5.9%~21%, iy 12.4% Th-l=oicHt
L, KXTik 38%, 48%' Lu o> BEOMEIND
b, DX ABRIEZBHIIBFLIHTIRIVA, &
BB R-plasmid OBETAZ LA ELHMEH, &
ROWRLRIh D, b2, K TCOSE OMMEARIC
ST RECER T 082 H %, —F, ABPC fittk
177 = ¥EO LTS B-lactamase 1= EHiKY
L, 2o v 7rzvyECHEHO BUuWFHit R 0
cephem F3s X OF -lactamase PHEAI D SA KA T h
5t 5rirhug, JF p-lactamase E4 D ABPC fift 1
Y7 =y FEROHMARE T h B,
BTk, BE, BlfeAofRK LY, CP R 5B
EIh T34, ABPC ittt M v 7 4 = v FEIVEREB %
Tit, AR ORFLMEPBITRE 62, CPIZAVS
haTitips L Bhbhs, k@ CDC i, 1 v 7 4=
YRR L3S HRPEOTLL BB A I, IR
ELT ABPC & CP LOBHARED T 519, Lic
%oT, CP-ABPC Jifte{ v 7 L= » ¥EOHBUL, 1
YIN= S ERYRGED RO L CEELKETH 5
¥, B, #%k\C CP-ABPC fitttf v 7 1= v ¥E
BRIED §e5 T hio-0, SEOFRTIE, B O
CP-ABPC Rt 1 v 7 o= v @ 4 ¥ (B-lactamase &
% ABPC Rt 92 #5005 b 4.3% hicd) ¥HDR
Lio KBBS54 v 7 1= v FERRECH
T5 CP ofgbiiz, o, EEYETHY, &k,
RN “ABPC MR & LTREAEMENEH
BN ShicEitE 119 %0 5 b, MIC OB X
D ABPC REZE L HIBI Licd DX 9D 270 T D
RRELT, Wb LORERDT 5 2 1 F OB,

BEUENORA, RENELLNRDA, AWK
VTN LTV RV OCRATH - 1,

ABPC ittt 1 v 7 1= v+l 2T AFLEO R
M ¥ Lo, RRi:W O BREEHTIRY Firote D
12, ARERBTITHD, L6 KM THE L Ak
L, 4% D ABPC W1 v 7 L= v ¥ D AIC DL
TERYWG I\ & % 2 5, f-lactamase L ce-
phem FIDOMEAMINA S-lactamase [ WH] DK R A 7z
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Ampicillin-resistant Haemophilus influenzae infections study group
(Chairmen : SUSUMU MITSUHASHI and KEIZO MATSUMOTO)
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To clarify the epidemiology and the resistant mechanisms of ampicillin-resistant Haemophilus
influenzae in Japan we conducted a multicenter study involving 11 hospitals. The microbiological
studies were done in the Department of Microbiology, Gunma University.

Ampicillin-resistance was considered present when the H.influenzae were B-lactamase producing
or required an MIC equal or greater than 1.56 ug/ml at 106 CFU/ml.

Ampicillin-resistant H. influenzae were first isolated in Tokyo and Chiba 1975, and in Sendai 1976.
Subsequently similar organisms were isolated in other parts of Japan. The frequency of isolation
of ampicillin-resistant H. influenzae from clinical specimens ranged between 5.9~21% with a mean
of 12.4%. The general trend was one of an increasing frequency year after year.

In the present study the highest MIC was 50 ug/ml and the peak was at 6.25 ug/ml. The -
lactamase activity ranged from 0.14 to 1.56 units (mean+SD=0.65+0.36). The types of j-
lactamase isolated in this study belonged to penicillinase type I using MITSUHASHI's classification or
TEM type by RICHMOND’s classification. Sensitivity to chloramphenicol was determined in 92 8-
lactamase-producing strains of H.influenzae. Four (4.3%) strains were found to be resistant.

Experimental conjugation was done in 6 strains of S-lactamase-producing H.influenzae resistant
to ampicillin and tetracycline. Ampicillin resistant factors were successfully transferred to E.coli
in 2 strains. However, resistance to tetracycline was not transferable.

The results of this first multicenter study on the epidemiology of ampicillin-resistant H.influenzae
in Japan indicated that, like in other countries, the problem is on the increase. It is important
therefore that such studies should be continued.



