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1) HAPA-B ® MIC (100 ZHEREZEER) O — 7l S. aureus 38 £ U S. faecalis =L Tz &£
Fh 1.56, 100 ug/ml TH o7z, E. coli 8 &V K. pneumoniae \Z3tL Tid 0.78 ug/ml, S. marcescens
WXL Tk 1.56 ug/ml, P. mirabilis 38 X U P. aeruginosa i=xtL Tid 6.25 ug/ml, P. vulgaris XL

Tk 3.13ug/ml THo T,

2) &I HAPA-B 200 mg Btk U Z-BR O RHAIHE R id 46 £3821C 14 wg/ml, BHHFIE MBS 1
B 22 4336 & UF 5 B 17 21 7.1 ug/ml D E — 7 {ERR L 7o FKPMBE I 4 B 6 DRI 3.5 ug/
ml 2 RL7%, &, FERMPERFRES L UBALPBITRL2ARERFEUT TH o7,

3) BERRLT»IMCTERLY, FEFEERK, WEWK, BMHLOE 14 HAPA-B200 mg
#1H28, 5~8 BMHEREL, AY1H, £H16), FTHLIHATHY, FFKRSFCLbLBbhS

EfFR s L VEBKREMBORE R, B ohidh o7,

HAPA-BRKEy = V) v 7HiICk > THIMN S h, HEMER
Xyt ABERTHEMR SR 7 § / ERERIEYR
ThH5, {LFEE I Figl KRT & 52, Gentamicin B ® 14
@ NH, %2 hydroxyaminopropionyl #%H L TEY, 75 A
BHES I U7 ARMECH LBLOREEHAERL, D08
EHTHBY,

5, FHIZ DL TERARER TOERY - BEKORN 21T
B, VESLOHREBLOTHRET 3,

1. MHEFHE

1. HiEH

LUEERTF ORI WEE 368 Bk (S. aureus 50 £k,
S. faecalis 40 ¥k, E. coli 50 ¥k, K. pneumoniae 50 ¥k,
P. mirabilis 50 ¥, P. vulgaris 28 ¥k, S. marcescens 50 #%,
P.aeruginosa 50 #) i2 D\ T, BER{LEHMEFESTEREIC
ftv, EXFRERETCR/IREHELBE (MIC) %2HIE
Lice k BEBHEBRFEBLTI00EHFRL LAY, &
7z, [ B¥ i Amikacin (AMK), Dibekacin (DKB),
Gentamicin (GM) ® MIC *#IE L, H&ERIL I,

2. REBTAE

ki HAPA-B 200 mg % #853F U 7 BE O Rk M 18 o i
B, BamshmE, FERNVYRFRES L AP
DBITIZ OV TR L1,

MEHIE I Bacillus subtilisATCC 6633 2 MEH & T 5

Fig.1 Chemical structure of HAPA-B
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methyl-3- (methylamino) -8-L-arabinopyranosyl]-2-

deoxystreptamine

#BHy FkE L, $MICi3 Nutrient Agar 2, Eie
AR DOERIZ1X 0.1 M phosphate buffer (pH 7.0) % >
Too 2B, FERMFEFMEDRIEICIT paper disk &%
A,

3. B K

BMOES AL TAETCCYUBICARLI-BE 3L
T, FWHIZB~56EKTH 5,

NREBITFEFTRHEBR, BEBL, BLo3IfT
bYH, #55%i HAPA-B%# 1E200mg, 152, 5
~ 8 HREIFGE L 7o ERRZIEROHIE IR RDEREIZHE - 72,
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Fig.2 Sensitivity distribution of clinical isolates
S. aureus (50 strains)
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Fig.3 Sensitivity distribution of clinical isolates
S. faecalis (40 strains)
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Fig.4 Sensitivity distribution of clinical isolates
E. coli (50 strains)
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Fig.5 Sensitivity distribution of clinical isolates
K. pneumoniae (50 strains)
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Fig.6 Sensitivity distribution of clinical isolates
P. mirabilis (50 strains)
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Fig.7 Sensitivity distribution of clinical isolates
P. vulgaris (28 strains)
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Fig.8 Sensitivity distribution of clinical isolates
S. marcescens (50 strains)
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Fig.9 Sensitivity distribution of clinical isolates
P, aeruginosa (50 strains)
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% TEEAMEER, 3 BURCEL SHEBL, Bk

‘CEGTC%‘SO
A% TEEMEERS 3 BUNKXEBOERA 2L,
FDHREEIZE S B8,
# TEAMEERS I ARBL THHEBEI N VIS
O
I, & &%
1. m#@EH

ERR Bk D RBRR M % Fig. 2 ~ 9 TR LT,

S. aureus T XKD MIC DY — 7 {#Hix, FHES &
U100 EHERFETEN TN 3.13, 1.56 ug/ml T, AMK &
FABETHY, DKB, GM L hE->Twi,

S. faecalis \= Xt ¥ 5 AF| DO MICOE—7{#Hix, F#&ETIX

AMK, DKB )4 100 ug/ml LA ETH o7z, 100 fEHERT
b 100 ug/ml T, DKB, GM X %> Tz,

E coicx3 2XHOMICOE—7{HIZEL TN
6.25, 0.78 ug/ml T, AMK, DKB, GM t i3 iZREBET
Hotz,

K. pneumoniae = 3t 33 XD MICOE— 7 f@RZN
Zh 1.56, 0.78 ug/ml T, fiF: IFZRABETH>1,

P. mirabilis =¥ 3 2 ZF|OMICOE—7fEiREhER
25, 6.25 ug/ml T, AMK L @A@ETHY, DKB, GM X
Ng->Tnl,

P. vulgaris iz ft ¥+ 32 ZFOMICOY — 7 ik Eh¥h
12.5, 3.13ug/ml T, AMK RABETHD, GM &%
2Tz,

S. marcescens 2354 33 FHDOMIC O —7{f 3% h ¥
16.25, 1.56 ug/ml T, AMK, DKB X » %, GM &9
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Table 1 Transference from maternal serum to umbilical cord serum and amniotic fluid
after intramuscular administration of 200mg of HAPA-B

(ug/ml)
Maternal Umbilical Amniotic
Time serum cord serum fluid
Conc. Mean Conc. Mean Conc. Mean
16’ 8.4 2.0 ND
46’ 5.0 1.8 ND
9.5 2.15

46 14 2.5 ND
1°18 7.1 5.0
1°20° 7.1 5.0
122 12 9.5 7.1 538 0.25

‘ ' }0.63

1°30 12 4.2 1.0
1°40" 7.1 2.0 0.56
2°15 5.0
32 4.2 2.0 1.0
3725 1.25 2.18 4.2 3.23 0.39 JO 72
3°29 1.1 3.5 0.78
4° 6 2.0 3.5 3.5
4°57 1.25 2.5 1.25
517 3.5 7.1
5°50" 0.62 2.2 0.62
7°2¢4 0.56 1.0 1.6

assay limit 0.156,g/ml

Table 2 Transference to neonatal blood after intramuscular administration of 200mg of HAPA-B

Time after injection Umbilical cord serum 3 6 g 12 24°
(ug/ml)

16 2.0 ND ND ND ND ND
1°22 7.1 ND ND ND ND ND
1°30 4.2 ND ND ND ND ND
3725 4.2 ND ND ND ND ND
3°29 3.5 ND ND ND ND ND

assay limit 0.625xg/ml
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Table 3 Transference to mother’s milk after intramuscular administration of 200mg of HAPA-B

Time
1 2 3 ¥ 5 6
Case
A ND ND ND ND ND ND
B ND ND ND ND ND ND
C ND ND ND ND ND ND
D ND ND ND ND ND ND
E ND ND ND ND ND ND
assay limit 0.156xg/ml
Fig.10 Transference from maternal serum to umbilical cord serum and
amniotic fluid after intramuscular adminstration of 200mg of
(ug/ml) HAPA-B
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$o>Tni,

P. aeruginosa =Xt 25 #H| O MICO -7 Mz Eh#
1 12.5,6.25 ug/ml T, AMK L @f2ET» b, DKB, GM
0% ->Tnl,

2. EBRBITIAE

Bk HAPA-B 200 mg # S5tk 16 47~ 7 B¢M) 24 43
D 17 EFDOFM%E Table 1 1R L 7, BREMICBIT I8
2N Y 20336050 T, EREFMBIC BV TEY
Ween, 777 LbDM Figld TH 5,

1) AN R E

R I 18 P (3 B 5 46 302 14 ug/mI D E — 7 ]
ERLIHISES Sl hs, BT S5 % 1 6FM 18 4~

1R 30 212 9.55 ug/ml D — 27 2R L oo 7 HEM 24
A% T3 0.56 ug/ml DEMRE SN0,

2) PRI RE

B I M R 5% 1 BRI 22 8 & UF 5 BEAD 17 2
7. 1ug/mlOE— 2 EERL, THM24 2%, 1.0
pg/ml DfE%RTRLT,

3) FAhME

¥APMERIERER 4BFM 6 712 3.5ug/mlOE—7
RL, THRE24 2% T 1.6 ug/ml DEETRL .

4) FERMPRFRE

AEHROF A RMPERFBRE 2 ERAICAIEL 5RO
FB#i%® Table 2 TR L, BHMEHMEIZ2.0~7.1
pg/ml %R U 128, § 4R FREREE & 2081 E R A E
0.625 ug/ml LT CTH - 1z,

5) BHPME

BADOBRSFIT DT, BLIAOBITIRE © 20
B BIE L 72K % Table 3 iZRL 7205, WihbRIZER
FHE 0.156 ug/ml AT TH - 72,

3. ERIRAAR

HAPA-B ##5 U /i % Table 4 W7, EHI 3 i
FEBRBTH ) AR SR ICBER - 2 - EE# SRR
L, $RHERTHE UL, BRI 2ERT, Ao
SHE Y ERAE R > THE L ERRIER 15, &Y

1 TH ol MBEERITIX E. coli #RRE LTz, EFIKR
B Lokl

FHTEC L2 EBONIBIERIER 3 28t 3EH
CBLIREDh Lo, ¥, FFRSHIBOBHEKR
#EfE% Table5 R L7228, FRKRE L2 LBbhbR
HiERED SN oI,

m # &

HAPA-BIZ 75 LM EB L U7 LARMERICH LG
LOHMAERT Vb TED, £OFBER RSN
TH3Y,

LURETRFESNTLSERKIMETOMIC (10015%
RE§) DY — 2 HIS. aureus].56ug/ml, S. faecalis100
ug/ml, E. coli 0.78ug/ml, K. pneumonice 0.78ug/
ml, P. mirabilis 6.25 ug/ml, P. vulgaris 3.13 ug/ml,
S. marcescens 1.56 ug/ml, P. aeruginosa 6.25 ug/ml T,
S. marcescens \=¥ L Tiz AMK, DKB & D Bh Tur7228,
oMMzt L Tik GM, DKB & 9 %5 T /o8 AMK
LiRIZIZEERETH T2,

DO EICERMBITRETH 508, ¥ ¥R&IC HAPA-B 200
mg B L 72RO KM PR E 12 8 5% 46 5ic 14 ug/
mlDY—27{H%RL, FHITIt 1650 18 5~ 185M 30 5
DOMT 9.55 ug/ml DY — 7 %R 1z, BN M b MAEIL,
1 RERS 18 S~ 1 B§M 30 2D M B> TFEH5.33 ug/mi
DE—7{H%ERL, BEMMPREDFIY — I {HD 56 %
VBT L. EREKPMBEIEEF D05, 4B5M 6
D®IZ3.5ug/m O —2 BRLIFBHY, ZOMRH
EmEPRERED 25 % THo7:, Zhid, D7 /K8
WERMEN L HBL, ¥ABTRBVWBRRATHS. L
R ERFREILPUNERFEUT THo 1, 72, 8
AFNDOBRITRELAERAEUTTHY, BREOCRFE
RBADEEBIZVWLbDERDbNS,

MK TR FEFTEORE, REBR, BEMLOIFICK
Klegs5L, FEERTHEK - B - EBEUROBERA %
Brx, BERVRIEZ 1P, BHI1PTHo, &2, B
HT&E E coli 3FARSICLDHEEL,

HAPA-B DB &M, BERHEM I GM, AMK X D §(,
HE-HEEAHER b, EREAOPTLRLBVLEE
CRT2L0bhTHDY, FEFIIRDLE VLR 3 Hlic
BWTR, FFict 3 Lt BEbh3BIERRED oo
o KRR SRR OEAREMTIE, EF 3BV TAIL-
POBELABALGNSH, FEMITFHIEEL L TPIPC
EEALTWAOTEAR L OMFRITHET, XFREICL
ZLEDLhIEKREMEOREIBD 251,

X [

1) #3 EAXCEREFARAELTRE FE
HY 7, HAPA-B. HiE, 1984

2) BAEEERS B/ REHIEEE MIC) W
% B ®ET i D v T, Chemotherapy 29(1) : 76 ~
79, 1981
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FUNDAMENTAL AND CLINICAL STUDIES OF HAPA-B
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

ZENJIRO TAKASE, TOSHIHIRO MI1YOSHI, MICHIHISA FUJIWARA,
MASATO NAKAYAMA, YosmYUKI KoMoTo and HIROKO SHIRAFUJI
Department of obstetrics and Gynecology, Kawasaki Medical School

HAPA-B, a new aminoglycoside, was studied fundamentally and clinically in the field of obstetrics
and gynecology, and the following results were obtained.

1) In the study of MICs of HAPA-B, the peaks of MICs(100-fold diluted inocula)for S. aureus
and S. faecalis were 1.56 ug/ml and 100 ug/ml. The peaks of MICs for E. coli and K. pneumoniae
were 0.78 ug/ml, the peak of MICs for S. marcescens was 1.56 ug/ml, the peaks of MICs for P.
mirabilis and P. aeruginosa were 6.25 ug/ml, the peak of MICs for P. vulgaris was 3.13 pg/ml.

2) When mothers were injected with 200 mg of HAPA-B intramuscular injection, the maximum
level of HAPA-B in the maternal serum was 14 zg/ml at 46 minutes after the injection, and the levels
in the umbilical cord serum reached a peak of 7.1 xg/ml at 1 hour 22 minutes and 5 hours 17 minutes
after the injection, and the level in the amniotic fluid reached a peak of 3.5ug/ml at 4 hours 6
minutes after the injection. The levels of HAPA-B in newborn and maternal milk were below the
detectable limit in all cases.

3) Three cases, including each one case of parametritis, pyelonephritis and cystitis, were injected
with 200 mg of HAPA-B by intramuscular injection twice a day for 5 to 8 consecutive days. The
clinical effect was good in 1 case, poor in 1 case and unknown in 1 case. Side effect and abnormal
clinical laboratory data due to HAPA-B were not observed in all cases.



