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LT 1.56ug/mlic MICOE -2 %D GM L RIZEORKKTH - 720

5 BIOMKETEBEIC 200 mg BER S, MATMELHIEL &R, 28R% T 3.02~7.88 ug/ml
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15 Bl FFR SRR BE LR RIS, 1H 75~200mg 1 H 2 [E, 5~10 BEER L 7R, HRYETH
148k, BZ8H, LLERLIF, BEM2HTHYURIXST.I% TH - 1,
2FCBWFRRZD S oo ds, BRRERRTIE 2 FlCBEOIFMEKNS, 1 fiIcAmER, me

F, T2V rOEIBBEH SN,

HAPA-B i, XEyx )V vy Z7#Hic X DAY E h, ZFTIRHE
HBEWE: T v 7 ABXWTHARR s N7 3/ EEER
NEME TH 3, Gentamicin B D 1670 NH, & hydroxy-
aminopropionyl X% BAT A Lic k0 BonbDOTHY,
77 0BUEB LU 7 LRI L CRENREEREE
LTw3', AMK L@tk AAC (6)-4 2k W TiEEE 513
B, OB EALDT I/ REETELBRICREETHY,
FREFOF CRMEES YL BRI THE L EL SN B,

F-BEM, ERESMIE AMK &0 HL, BE—BHEENH
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SEEXE, FRICOLWTEFOERIRIT 2ITHY, &5
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1. REF&

1. BN

F & U THEEBERD Staphylococcus aureus, Escherichia
coli, Klebsiella spp., Proteus mirabilis, Proteus
vulgaris, Proteus morganii, Serratia marcescens,
Pseudomonas aeruginosa, Pseudomonas cepacia,
Acinetobacter calcoaceticus Xt 2 i 2HEL 120
MIC D fliEi, BFRLEREFSAFEECHE Y, pHT.00D

Maller-Hinton ##th % L FRFEREIC L D fIE L, ERF
12 GM, TOB, AMK @ MIC & te#&L 7z,

2. MakpiRE

BRI RBE 46, BRFECHE MAGERE 15%
Xt & LT, HAPA-B 200 mg &5iE 2 R i Bk % $REX
LHAKPE 2 RIE L 7z, FIRHICIRM U T i mes o il
ELTo ELRGHERD 28013 3, 4, 5BRI%IC & MKk
EEHREL CBEEREL

HEL MK iE—40CTHREL, fIE W, Bacillus
subtilis ATCC 6633 k2 MREFH L T 5 Agar well & TTT
o1,

3. ERERHIMRET

AEERESIE 15 BIT, FDORRIBIHLIF, VAl
AHSEXR 30, BEKEXR, [KEXLRE, M8
EHLLBEERRE 1HITH 2, HAIZBH 116, &4
BT, FEhpid 395 65 TFIY56.6 K TH -7, A
B3 10 75~200mg # 1 H 2 BFHEFEKRSE L, 5~10 BRIE
AL,

SHIREE X, R, WIEE, L, BETEOERER
BL UM E, M5 X RATR, RibflE, AmskEs L8
KREMRBOREDOREE, %o FEABOHADERE
&0, %, %, ©0HY, BEYHOIERELL, &5
CEIWFROEREZ S VCBERREBOELII DV T H KR
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Table 1 Distribution of susceptibility of clinical isolates to HAPA-B and related antibiotics
) No.of MIC (ug/ml)
Organisms | Drugs | ins [01] 020 | 0.39 | 0.78 | 156 | 313 | 625 | 125 | 25 | 50 | 100 | 2200
HAPA-B| 49 5 34 8 2
Staphylococcus | GM 49 1 23 17 2 2 1 1 1 1
aureus AMK 49 5 32 8 3 1
TOB 49 1 30 7 3 2 1 2 2 1
HAPA-B| 49 3 16 | 20 6 4
Escherichia GM 49 2 | 24 16 3 2 1 1
coli AMK 49 1 20 18 8 2
TOB 49 25 14 6 2 1 1
HAPA-B| 50 1 17 | 24 4 2 1 1
GM 50 7 32 4 1 3 2 1
Klebsiella spp.
AMK 50 24 23 1 1 1
TOB 50 35 7 1 2 2 2 1
HAPA-B| 50 1 5 13 21 10
Proteus GM 50 4 | 24 11 11
mirabilis AMK 50 29 18 3
TOB 50 3| 27 17 3
HAPA-B 17 8 7 2
Proteus GM 17 2 11 4
vulgaris AMK 17 10 6 1
TOB 17 3 11 3
HAPA-B 8 1 2 2 2 1
Proteus GM 8 4 2 1 1
morganii AMK 8 4 3 1
TOB 8 1 6 1
HAPA-B 50 13 27 9 1
Serratia GM 50 12 30 5 1 2
marcescens AMK 50 2 21 19 7 1
TOB 50 2 18 24 3 2 1
HAPA-B 50 4 7 5 20 7 4 1 2
Pseudomonas | GM 50 . 24 23 1 1 1
aeruginosa AMK 50 1 2 5 23 10 3 2 1 3
TOB 50 2 5 | 20 12 3 2 2 2 2
HAPA-B 21 3 5 2 5 1 5
Pseudomonas | GM 21 3 1 1 2 1 1 1 1
cepacia AMK 21 1 3 1 2 1 2 4 7
TOB 21 4 1 1 1 3 1 5 5
HAPA-B 43 3 16 16 1 3 3 1
Acinetobacter | GM 43 4 17 13 7 1 1
calcoaceticus | AMK 43 6 12 17 6 2
TOB 43 4 14 16 6 1 2
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B % 5 M O S aureus, E.coli, Klebsiella spp., P.
mirabilis, P.vulgaris, P.morganii, S.marcescens, P.
aeruginosa, P. cepacia, A. calcoaceticus \=x13 % HAPA-
B DREM% 24 % Table 1 iIZ5R/ L 72,

S. aureus 49 BRI XL T, MIC D ¥ — 713 1.56 pg/ml
@EHoh, GM, TOB ik JEREIEES 303, AMK &
RIZZEETH -,

E. coli, Klebsiella spp., P.mirabilis, P.vulgaris, P.
aeruginosa, A. calcoaceticus WX+ 5 MICOY —27 3 #
hx¥nl.56 0.78, 6.25, 0.78, 6.25, 0.78 ug/ml TH
D, GM, TOB «Zid 1~3EBRBERRE % 2 T H - 7008,
AMK & iZi2IZRIORKTH o7, L L S. marcescens
KL TIRMICOE—271x1.56 ug/ml T, GM £ RZD
RETH o,

2. MkbEE

Bk B it Table 2 iR L 72, 4 PIDSEMMRREA TH
D, 1BDBERCHES MARERTHY, £/ 1, 231m
HHATH- .

HAPA - B 200 mg # 1% £ &5 2 65 M 1% 0 M 2K o i & 12
3.02~7.88 ug/ml THH5.55 ug/ml TH - 1co FIBFICHI
B U Fo o o B 13 5.94~11.50 ug/m] T 8.93 ug/
mlTH-7,

& SIS OER 1, 312DV T 3, 4, 5EM%KIC
LERBELTREEAEL @R, S5SEHEMEBTLERLFL
4.87, 3.46 ug/ml DME B S NIz,

3. ERERHIME

Table 3 I FFIHBESL & FiCFDHKHRETRL 120
fEF 1, 2, fEF3, 9B L UER 10, 11 RE—DBETH
B, 080T T RTEREREFL TE D, 6 Hlbshiim
TH®Y, iMm, k% [IEXMBSE1ATH- .

ERZIRIZ Table3 B L U4 IXRLIEZEL, BHRYUE
aTeEk 14 Blch, B8 H, LB 4 B, W26 TEH
i3 57.1% TH o7z, MBEFENZRIE 3 FLCEHHELED
Sitcds, P aeruginosa D 6 BT 1 B0 A EHHKHTE
vohhikTEhdhrotz,

BIERII &I BD s b o 1o vs, HARROBEKR
ERMTIE Table5 R Ik S FER 3, 11 TEREOTFH
K%, fEG 6 THRILEK, MER, ~~b2 Yy bOED
BRHoN, hsiBOThL—BEOEMTH >, E
Bl 6 ARBRCEEORKEREELTEY, D, 3 /%
4> EDBRBAITH D, KE L OBFRIZKIE L 23718

Table 2 HAPA-B concentrations in serum and pleural effusion after injection

Age B.W. 2hr
No. Case Etiology Sample 3hr 4hr 5hr
Sex (kg) (zg/ml)
Metastatic Serum 5.94
72 lung cancer
1 u.s. 40 Pleuriti Pl 1 *
F euritis eural 505 | 542 | 523 | 487
carcinomatosa effusion
24 Serum
Pleuritis
2 Yo. F 3 carcinomatosa Pleural * 7.88
effusion :
76 Lung cancer Serum 1029
3 KS. M 62 Pleuritis Pleural | = 450 | 1192 | 724 | 346
carcinomatosa effusion
- Serum 11.50
Collagen
4 AT. 38
F disease Pleura_l 7.24
effusion
16 Breast cancer Serum 7.98
5 LH. F 50 Pleuritis Pleural 302
carcinomatosa effusion

+ Bloody
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Table 4 Overall clinical efficacy of HAPA-B

Number Clinical evaluation Efficacy
Diagnosis of rate
cases Good Fair Poor (%)
Pneumonia 8 2 75
Diffuse 3 5 33
panbronchiolitis
Chronic 1 . 0
bronchitis
Bronchiectasis 1 100
Other RTI 1 1 0
Total 14 4 2 57.1%

BRREMEREM & LTRET,

ER2 8L U9 THHRMK, MER, ~r7Vy O
BYoBHoN508, BTN LIREBICHRZEMHL L
ERTHDERKBICHRT 26D E2 6N,

m. #* *x

HAPA-BikEy Y v 7Hic kDR EALFLYL
7/ EBERREMETHY, 7/ ERETELER
D55 AAC (6)-4 XD FRELEh 20, MDIFEAY
DT EBRICIEETH D, WHEFHSD LI LB
LEANTWAB,

SEHELG, FL L TERHEROSEME CHT 20H
NERF LR, GM, TOB 213 % 5 25, 312 AMK
LRIFOHFETHY, S marcescens XL Tik GM L [FE
FThoteo BXDBEMTIZ GM HHUE T 2 AE S
o Thd o708, 831 AR LEREPSRAERIZH
R, iy KXY 7 LTHAPA-B,Y THE S NI KK T
X, B85 2 GM Mtk E. coli, S. marcescens, P.aerugi-
nosa XL TENLHENBEON TS, T%E GM it

HEIIEIMERIC S D, D& S BRI 2 BB
RiE L TEMMSHG LB bOEEX NG,

BARERI DL TEFIORADBITERY LIRER,
200mg HEHRSOHBE, HE52BMEBCBWTI.02~
7.88 ug/ml, ¥#95.55 ug/ml OMESB S TE D, Bk
FRBITRHEBMRFLbDLEZ ST,

R EIE N T 2 BRRIIST 1% 4T L b RIF
R TIR D o 7208, NRE UM% 9Bt 6 Gloshhg
CEPLIMATHY, HOES L #EESEBRRERT
B, BAEY P aeruginosa BHANZ B ol &
rERTIE, DULIRFRZBERELEIOND,

BlfeARefcEDoNT, REMBIEYE L L (BEIITFR
S H 2 4, RONEK, MER, ~< b7V y MET2 16
EDsNIH, WIhY —BUTH -7, FIRIVRY
Y ATOLEEFBRHATY, BIEBREEIX 745 5 74
0.9% LB TH D, BOHB I 2 HM b RERDORRHK
DEFICBRTIZZLIEL, BEHLEVERATHS L
Zzohb,

B ED D > HAPA-B L BYIRER IR T IS
KRB TCE2EAKOEVEATHS  EEX N,
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FUNDAMENTAL AND CLINICAL STUDIES ON HAPA-B

RINZO SOEJIMA, YOSHIHITO NiKI, TOSHIHARU MATSUSHIMA,
HiroOSHI KAWANE, SUSUMU YAGI, MASAYOSHI KAWANISHI,
MICHIFUMI ADACHI, CHIKARA NAKAHAMA, MASATOSHI WATANABE,
JIro HINO, TosHIO KISHIMOTO and YOSHIHISA NAKAGAWA
Division of Respiratory Diseases Department of Medicine, Kawasaki Medical School

Fundamental and clinical studies on HAPA-B, a new aminoglycoside antibacterial agent, were
performed and the following results were obtained.

1) Antibacterial activity of HAPA-B was similar to that of AMK against S. aureus, Klebsiella
spp., Proteus spp., P. aeruginosa and A. calcoaceticus and inferior to those of GM and TOB by 2~8-
fold. Against S. marcescens the antibiotic was as active as GM.

2) Pleural effusion levels of 3.02~7.88 ug/ml were observed at 2 hours after the intramuscular
administration of HAPA-B 200 mg.

3) HAPA-B 75~200 mg was administered to 15 patients with respiratory tract infections twice
a day for 5~10 days and the efficacy was evaluated in 14 patients. Clinical effect was “good” in 8,
“fair” in 4 and “poor” in 2 and the efficacy rate was 57.1%.

No side effects were observed.

Slight abnormality in laboratory data on eosinophils, WBC, Hb and Ht was observed.



