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HREXERKBLETIRPE2HTH -1,
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EERL TR, 2OFWIRVEBTH -,
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Tz 2 BIE%R), H. influenzae 2 BIICXE L T 2BIFR), C. freundii 1 Bl L Streptococcus D group 1 HiZ

HLTRERETRLEY TH- 1,
4. BiEBR2McED ot » o,

HAPA-B BXE> ) > FHHRAR L HLWT 3/ B
ERMEH T, GentamicinB 2 HEMB L L TIHMOT £ /
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H3Y, Fig. 1 CHE*R7, HAPA-BRIERD7 3 / EEEk
RALERNC N, Bt Sy —>DRY, B, ERBNR
URE—-BHZEENSHOBER L v A TENBHSTED SN T
Vw32, B, 6, REBRELXHREL L3208
HOWRBRERE 7Flicnt L AR RS L, BROPERY
AR OV TRF LD TEDORBERE T 2,

I. MRELVIHEHE

HAPA-B 285 L I EFIR U5 /5 % Tablel iz —
BLTRLI,

MRIZBHSIE LA S 12 A & CRENRRER L >~
§— I ABE L 1 B B RILAE 7 BT, ML 28 1K S
TRETCDEFIHZ, KF4BTHY, FEALDLH, B
WBETH-, TOARIT, BUHTJEXIRIG, VA%
NEREZLR 20, [KEXLRECHELLIEIME 1
PR UREXHREDAUHEBICHEIERN 1BHITH > 7,
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BAESHESNESN G, FTRBBRETRE
Pseudomonas aeruginosa (P.aeruginosa) O HHRR: 3§,
Haemophilus  influenzae (H. influenzae) 2 B, P. aer-
uginosa & Citrobacter freundii (C. freundii) DBREBR
18, RERRSETIE C freundii 18, Streptococcus D

Fig.1 Chemical structure of HAPA-B
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=R 4, FEFI 5 & DSBS iz P.aeruginosa & C. freun-
dii 8 & U P. aeruginosa 2 ¥t L CTix, HAPA-B, GM,
AMK 0 MIC ¥ BELFZREZIREEY S TRIEL 72

B5H%IZ, 1H400mg * 2BIcaH L TREEL 7. &
Efiz 9 B 5 14 B, &S5RI 3.6g055.6gT
HoT,

II. R¥ZE

%0, B2, XEY, BYORMEICST, TOHEER
BMEAR, BREDOHE, ZOMOREMRDIZHFR
BRRE CRIGEVRIR, IREBRETCRRFRCEE %
BOTRAKICHEL 72,
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Table 1-1 Clinical results of chronic respiratory tract infection with HAPA-B
Case R‘;’é Diagnosis Organism Dose Clinical
Name - (mg X times Side effect
Underl
No. ?kg L eglyslenagse) Before After x days) effect
F Acute exacerbation| P.geruginosa | P.aeruginosa .
1 KY.| 75 of bronchiectacia " + 200x2x 14 Fair -
45 (Bronchiectacia)
M | Diffuse H.influenzae
2 M.O. | 28 | panbronchiolitis - 200x2x9 Good -
#
47 (=)
M | Bronchopneumonia H.influenzae
3 HS. | 67 . . ’ - 200x 2x 10 Good -
(Bronchiectasia)
52 +
F . .| Cfreundii | CSreundii
4 |my.| gz | Chronic bronchiis | 4 P.aeruginosa |00 x 2x9 Good -
48 (=) 'aenﬂlf,nosa C.albic_;_aus
M Diffuse . :
P.
5 I.1.| 50 | panbronchiolitis F.aeruginosa aeruginosa 200x2x11 Poor -
Ht H
42 (=)
F Chronic b hiti
6 TS. | 69 romic. bronciutis Normal flora | Normal flora | 200 x2x 10 Fair -
50 (=)
F Chronic b hiti P. ]
7 | TG. | 76 ronic Dronciifis | aergmose _ 200x2x12]  Good -
45 (=)
Table 1-2 Clinical results of urinary tract infection with HAPA-B
Case ?&eg)((e Diagnosis Organism Dose Clinical Side ff
Name Underlvin, (mgxtime ide effect
No. I%l‘(‘g)' ( di);efse) Before After x days) effect
F 1 Acute cystitis C freundii
1 KY 75 - 200x2x14 Excellent -
45 | (Bronchiectasia) 107 /ml
F | Acute cystitis
6 |TS. | 69 | (Chronic Unknown Unknown | 200x2x10 Good -
50 bronchitis)
F | Acute cystitis Streptococcus
7 | TG | 76 | (Chronic D group - 200x2x12| Excellent -
45 bronchitis) 107 /ml '
m & 2 D 3FTIE 2HER, LFAIRRENTH - 72, U AMRM
SEXHD 2T 1GER, 1 AR TH >, REXE
1) EBERZE EEAERERLT 220 TR 1IAERY, 1ACLEUT

Table 1IT/RL728RIC, REBRYIEIR, BUIEIR

Hot, FRFICRELSMEBMAD 3FIz, RAAROE
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AT H SN, FY2H), BEHIATH- 1,

R 1 EREBCIEILBELEL, YBRTUME
DARBEEZBRDELTWIRETH S, BEMS8E 12 Ak
EERDOMIN, TEWK - FRRE RSN L MBS TLBRED =
KBRS TURCEARL 2. BEFOD P aer-
uginosa LRI & DM & hTwieds, 14 HM HAPA-B
RRETHI L E>THORY, BMOWY, BIMERK
O (12,800 — 6,700/mm?) FoiH S lcns, MERL MR
BEBTETHEKER S FELZUBBHB SN LS RPP
BYEHEL

fEF 2 3XEP L D H influenzae S S N7: U E A
HRMEEXROVIREREE L BETH 5, HAPA-B
09 B S THELVROMARBERIID 2 Y RB2A
shihofeds, BOWMK, DK - FREEEOMKTR

aeruginosa, C.freundii DSMH & NBMEMEL L LB S
nI:RETH2, HAPA-BX 9 MK S L, EAMOK
P, BRI & UIEMEOMEKIT RO K MR IcH St
AREUMR B E LT,

fEGS 13RBFS6 & » UBE I TABRBEXMRDBEL T
RREMEO UV ANAMABEIROBETH 5, MLkic
bl > TUZ AMDOBMBREROMMMS SN, BEF L
D P. ageruginosa HMRHE T/, HAPA-B % 11 M
85 L eotBMBRE - CRP - M ZOMBERRSTE (4
muak# 11,500 — 9,900/mm?, CRP 11.7 — 10.2, izt 112

Table 2 In vitro susceptibility : MIC
Inoculum size : 10% cells,/ml

DUBSRH SN BRREYWRIBRE L Case o MIC (ug/mi)
BREREBICRELRELEHL; 1 rganism
miiur:ga:m 0, BEP LY H. jfl{uifif;ﬁi; N HAPAB] OM | AMK
Hah Tk, AMPC1H2g % 7 HMES L 203D B P.aeruginosa 625 | 313 | 625
7:% HAPA-BEEL T 10 BB E L 72, BEBDM L C freundii w00 | 100 | 100
%, BEBOFEY, W - TRE&KFORD, KHLVRO
BE&oOE P, CRP (3.2—0.8) - BMERHK (12,400 —
8,600/mm?) DEAIHSNI L HEREHE L1, 5 | B | Paeruginosa | 313 | 313 | 3.3
ER4mEEEFRE L TRRL, BEBF LD P
B : before
Table 3 Laboratory data before and after HAPA-B treatment
Case Blood count Liver function Renal function Urine
NO. (Xﬁ‘l/smcm’) @) | 05 |ome | O | wm | U | g (31;;%1) Protein | Sugar
. B 493 14.8 44.9 12,800 58 42 73 8 0.6 - -
A 471 14.1 43.3 6,700 55 39 76 9 0.6 - -
) B 505 15.1 45.8 6,100 29 19 103 8 14 - -
A 534 16.2 48.5 5,900 46 16 95 9 13
B 490 15.3 47.6 12,400 16 16 66 12 0.9
’ A 440 13.6 424 8,600 29 26 72 12 1.1
B| 387 11.5 36.8 7,000 24 18 95 21 0.9 - —
! Al 381 11.5 36.2 7,400 29 25 105 23 1.0
B 408 11.7 37.0 11,500 32 38 118 14 1.0 - —
° A 380 11.1 35.1 9,900 29 46 112 10 0.9 - -
B 334 10.2 31.4 7,700 20 11 76 17 0.9 - —
6 A 373 11.2 33.6 7,500 23 8 78 16 0.8 - —
B 437 13.4 38.9 9,500 26 14 74 8 0.6 - -
! A 432 13.5 38.6 9,100 23 12 74 7 0.6 — -
B:before A:after
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— 128 mm/hr) TH D, WOMHK L &  BHEKRIC IR
HOENTHILHIEL 12,

FEF) 6 IIBUIEX RO B MR TLATL 0 ARBEEB
DBLTWIBETHS, BAMSIE 1l ATHRMLEAS
EBFOMERBEDON /L7 0 F*4 2~ 600mg % 14
BM&SE LT 2R »nB e nie -7k, HAPA-B
WEBELTI0 HHES 21T 7. BB RO, BEEFD
BB EHB LN SR LVROBERITETHY, M
CRP OMEFR O BELBEA DA TH DT
PEBLHUELL, BAEIRHBENTES T, MEEH
BRI TEHTH - 1

FEFI T 10 FER L D BUABLZROIMEMBE LR K
LTsY, SEEMK, TRESHE REROEH %32 EH
59 4 12 B MBRICABE L 7co BB F 1> & 13 P. aeruginosa
MR &E N, 12HMK HAPA-B2&5 L, BREORK
&, FRER#EOKRE, BYETFOMHK, MELBROBEMR
DR E L & NC P.aeruginosa DKM A SN BEE
HELT,

2) MEFHZE

P. aeruginosa BIMBERD 3 FITIx 1 K, 1BIHED,
1PFRETH 272 FED 1R T EARRMRAEIARD
SIEMHOBET, BRI EUMLESN TH o1, TOE
FID P. aeruginosa ® MIC i¥ 3.13 ug/ml (Table2) TH
D, MEFHNROHFEND 2ETH o705, BHTH
2120 H influenzae 2 Hliz T b BHOWME LA SN,
BERANC b BRI TH o 72, P. aeruginosa, C.freundii D
&R T2 MIC A 2 1L % 1 6.25 ug/ml, 100 ug/ml
(Table2) iKbb o TEOBYHA SN, BERMIZYH
HESBODONIA BYHELL RBRREDC.
freundii, Streptococcus D group O EMBELTIE, LFh
bEODHEMBA SN,

3) BfERA% & FICEKREE

HAPA-B 85512 817 5 MKEHRE, iFeEs &L U
BHREREDRER% Table3 2R, 8WFA% Tablel i
YW, FECETSLEZONIRERAh o1,

N, £ g

Micromonospora purpurea D4 E 3 5 Gentamicin B %
HEWEEL LT, 160 7 2 /7 % % hydroxyamino-
propionyl (Lt LERR SNV FL W T 2 /BRI AEA
HAPA-Bi, 77 . BMH#H, 75 ,RBREBRU
Mycobacterium (3f LIBIAWHIE A7 bLE2FL, B
\Z Escherichia coli (E.coli), C.freundii, Enterobacter
cloacae (E. cloacae), Serratia marcescens (S. marcescens)
XL TR, 07 3/ EEkRRERICE~ENHE
NERTHILBHSNTVLA2Y, 7- HAPA-BiZ7 3

J FOE R B AR LRI L TROTHRETHD 2
Ex, 7L ROMARTTERITIE S o L TR %
HLTWAZEREDMBHME L TRESATYL Y, #E,
HIb 13, S. marcescens DEFT 5 FiGELMK ML
%R, AMK, TOB, DKB % 1\i{t ¥ % »%, HAPA-B, GM
-G RFRELLEVWHLVI A TOFELBRE#EL T
BB,

—%, T/ RMARAEROMAICKRL T, EXLD
e, FRICW BN, DEUEMYE, R — RS L
Hric->Twan HAPA-BizchonStE L TRY
BOEWEOT L/ EMERTERTH S EBEINT
BDY, FDELIHALIIENLELLNTLS,

IR B BRE IS BV Tk, B-lactam RMER KU
7 3 /R RIT AR A S O MINMEE I,
WO BELIE MY 2HENASH, FILVA
ArEROMBLELATUIRRTH 3,

& T, SERZ IZEOTFRBBRAE 7 61 L HAPA
-B2&5L, MEKMRRUEAMCDLTHREL:, H
influenzae SEERBE L TEZ NI 2L TiX, &
LA LB TH- 1, ID2HIRUEAUNAMRAERL
& QB ZHLIRAE DM D ML YEIEIR 38 BRAE T b o 1285,
HRED H. influenzae TH 5 & 5 ZEEFIIH L Tid, XH
DEL L EE Lk 5 AREME D D B, P. aeruginosa S KB
LEZONTBMEOFBRBREBRAETIE, 2082, 15+P
BE, 151 TH - 7, AEFHIRIEIZ 1 FIHK, 2 58
Y, 1PIRETH>1:, P aeruginosa X &RE L T 5181
DIFRIBBRBRIHE I L T, EFIZ 50% DEHETH -1
5, HRBELOLF N LBEESOREOTRBBERETH
3L, BRENSLSLILZEONRRFLERT LY,
4RP2RCEBTH > L REFIOHBAE L TR T S
YD ERbhd, ¥ RBBRRED 3F TR, BOWHE(C
freundii, Streptococcus D group) HZH 5h, RAED
WELEETDHY, EFBRIRZ D2 OHSREBBRPECNL T
bERIRERTHEEEZ N,

&)X 1H 400mg # 9 B 5 14 HEKS L83, £H
CEICEFACERREEORERIZD ST, Tt
DEVWERTHEEEZ NI,

E&p, HAPA-B 3 EHM%, TEHEOEH & FFRER
RAER S FICRBBRFECH L THERZEFTH S,

X #

1) NacaBHUsHAN, T. L. ; A. B. Cooper, H. Tsal, P. J.L.
DANIELS & G. H. MILLER : The syntheses and biolog-
ical properties of 1-N-(S-4-amino-2-hydroxy-
butyryl) gentamicin B and 1-N - (S-3-amino -2-
hydroxypropionyl) gentamicin B. J. Antibiotics
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CLINICAL STUDY OF HAPA-B

YASUYUKI SANO, Masako KaTo, Yuko UNo,
TosHio ITo, HIROYOSH! ISHIBASHI and JUNZABURO KABE
Department of Chest Medicine, National Medical Center Hospital

Laboratory and clinical investigations on HAPA-B, a newly developed aminoglycoside antibiotic,
were performed for 7 patients with respiratory tract infection.

1) The subjects were mostly middle-aged and senile patients with chronic respiratory tract
infection, consisted of 3 patients of chronic bronchitis, 2 patients of acute exacerbation of bron-
chiectasia and 2 patients of diffuse panbronchiolitis. Among them, 3 patients had urinary tract
infection simultaneously.

2) Among the 7 patients, the clinical response was good in 4, fair in 2 and poor in 1.

The clinical response of urinary tract infection were excellent or good.

3) Neither adverse reaction nor abnormal laboratory findings associated with HAPA-B were
observed during the course of treatment.



