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Fig. 1 Chemical structure of HAPA-B
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Fig2 Antibacterial activity of HAPA-B and other

antibacterial agents against E. coli (50 strains)
(Inoculum size 10°CFU/ml by MIC 2000 system)
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Fig.3 Antibacterial activity of HAPA-B and other

antibacterial agents against P. merabilis (50 strains)

(Inoculum size 10° CFU/ml by MIC 2000 system)
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(1) E.coli (50#%) (Fig.2)

HAPA-B ® MIC {#12 0.2 ug/ml iC ¥ — 2 27z,
HAPA-B ® MIC & 2 ¥dh#f i3 LM L 7 HBK,
AMK, DKB Ofi0 7 & / EEW&RIERICH U b B
BiEL, BIF2RENERLE,

(2) P. mirabilis (50 ¥) (Fig.3)

HAPA-B @ MIC {#iz 1.56 pg/ml 2 ¥ — 27 2B 7z,
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Fig.4 Antibacterial activity of HAPA-B and other

antibacterial agents against Indole (+) Profeus

spp. (50 strains)

(Inoculum size 10°CFU/ml by MIC 2000 system)
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Fig.5 Antibacterial activity of HAPA-B and other

antibacterial agents against K. pnewmoniae
(39 strains)

(Inoculum size 10°CFU/ml by MIC 2000 system)
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(3) Indole Bt Proteus spp. (50 #%) (Fig.4)

HAPA-B ® MIC f#ii2 0.78 ug/ml ic € — 7 2 @Eo -,
SHESEHBR T3 HBK ok & HAPA-B S RIF 2 HIE
HERLE,

(4) K. pneumoniae (39 #k) (Fig.5)

HAPA-B ® MIC f#i2 0.2 ug/ml iC ¥ — 7 2B 12, R
HESEMR Tk HAPA-B IR b BEBKICH Y, Boh
BHEmLiz

(5) S. marcescens (50 #k) (Fig.6)

HAPA-B ® MIC f#iid 3.13 pg/ml, 12.5 ug/ml ic &
FN1LEE, IBKDOE— 7 BN AH LI, RREDE

R CRFICHUEuHRE 2R,

(6) Enterobacter spp. (41 %) (Fig.7)

HAPA-B ® MIC {#i2 0.39 ug/ml i2€— 27 281z,
RMEIEHRTII HBK Lt ABREORFLHENERL
12

(7) Citrobacter spp. (31 %) (Fig.8)

HAPA-B ® MIC f#ii2 0.2 yg/ml 2 ¥ — 7 2B R
MESEHMRTIIMMA L D bROENETR LT,

(8) P.aeruginosa (50 ¥k) (Fig.9)

HAPA-B ® MIC &3 0.78 yg/ml, 1.56 ug/mliZEh
FRUKOE — 7 Bt 4 LT RRE S EHERT
it DKB #% 1.56 ug/ml ¥ TR b IEfEK & 528, £l
oMk HAPA-B, HBK, AMK O#iffis¥#&l
T,
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Fig.6 Antibacterial activity of HAPA-B and other

antibacterial agents against S. marcescens
(50 strains)

(Inoculum size 10°CFU/m! by MIC 2000 system)
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Fig.7 Antibacterial activity of HAPA-B and other
antibacterial agents against Enferobacter spp.
(41 strains)
(Inoculum size 105CFU/ml by MIC 2000 system)
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(9) E. faecalis (50 %) (Fig.10)

HAPA-B ® MIC f#ii3 50 ug/ml ic ¥ — 27 2Bz, R
RE TR T1X HBK, DKB X D %35, wTho¥EH
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00 S. epidermidis (35 #) (Fig.11)

HAPA-B ® MIC f#ix 0.78 ug/ml, 6.25 ug/ml iZZh
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ml) THY, E. faecalis *BRO TR BRIFRRERERL, &
5 i # & @ MIC @ LL¥ T E. coli, S. marcescens,
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Fig.8 Antibacterial activity of HAPA-B and other
antibacterial agents against Citrobacter spp.
(31 strains)

(Inoculum size 10°CFU/ml by MIC 2000 system)
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Fig.9 Antibacterial activity of HAPA-B and other

antibacterial agents against P.aeruginosa
(50 strains)

(Inoculum size 10° CFU/ml by MIC 2000 system)
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Fig.10 Antibacterial activity of HAPA-B and other

antibacterial agents against E. fzecalts (50 strains)
(Inoculum size 10°CFU/ml by MIC 2000 system)
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Fig.11 Antibacterial activity of HAPA-B and other
antibacterial agents against S. epidermidis
(35 strains)

(Inoculum size 105CFU/ml by MIC 2000 system)
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Table 1 (a) MIC,, of HAPA-B, HBK, AMK and DKB (ug/ml)

HAPA-B HBK AMK DKB
E. coli 0.2 0.78 0.78 1.56
P. mirabilis 3.13 1.56 3.13 1.56
Indole(+) Proteus spp. 0.78 0.78 0.78 0.78
K. pneumoniae 0.2 0.39 0.78 0.2
S. marcescens 3.13 6.25 12.5 50
Enterobacter spp. 0.39 0.2 0.78 1.56
Citrobacter spp. 0.39 0.78 1.56 0.78
P. aeruginosa 1.56 1.56 1.56 0.78
E. faecalis 50 12.5 50 12.5
S. epidermidis 3.13 0.2 3.13 6.25

Table 1 () MIC,, of HAPA-B, HBK, AMK and DKB (ug/ml)

HAPA-B HBK AMK DKB

E. coli 0.39 0.78 1.56 1.56
P. mirabilis 6.25 3.13 6.25 3.13
Indole(+) Proteus spp. 3.13 1.56 1.56 3.13
K. pneumoniae 0.2 0.78 1.56 0.39
S. marcescens 12.5 12.5 25 100
Enterobacter spp. 0.39 0.78 1.56 12.5
Citrobacter spp. 0.78 1.56 3.13 12.5
P. aeruginosa 3.13 3.13 3.13 12.5
E. faecalis 100 25 100 50
S. epidermidis 6.25 3.13 6.25 25

RE(E L 2o 1ER (EFL7) 12, GOT, GPT, bilirubin & & . # =

FEH ICE{E (GOT:1210IU/1, GPT:1210IU/, # bilirubin:

7.4mg/dl, E#bilirubin: 4.7mg/dl, fE#bilirubin:2.7mg 1. ¥i@EH

/dl) Z2RUTESIT, Kl DOnonA, nonBHFRICL 56D
Ez ol BHEEEREICT, BUN,Cros R & (BUN:28
—60mg/dl, Cr:1.4—4.3mg/dl) & 7% - 7=EH (EFI21)
i%, Bacterial Endotoxin Shock i2&k 3 b D & 2X 5 hl,
B, ZEFICHL TiE g-microglobulin, ZVv7F =~
IVT7 7 ADREREEML 2 o7, BLE, MmlELE
HREMOEEDS, —Eb T »ICTD & iz d3¥ LS
zwEEzZohl,

B, WCARIC L 2BRECHT 2REXARI LY
12, Figl3w ¥ k>t & CER® D G- micro-
globulin 2 SRIHRICHITE Licts, #EICL2EEIIALN
ol

HAPA-BR 77 ABBMEB L U7 7 ABHEICHLE
LBWiEER*E T %, Neusic s hif HAPA-B OHiE
714&, S. marcescens ixtL Tid AMK, GM, TOB & H#
LTROENTED, %7 P aeruginosa ¥ L TH,
AMK LR EThotBRRTWBEY, &5,
WATANAKUNAKORN % Pseudomonas, Enterobacteriaceae
iZxtL T HAPA-B it AMK * ElofiEH*R~L, ¥
72, GM Wit D Pseudomonas, Enterobacteriaceae i= b B
THHoT ERRTWBD, 8L DT 5 72 MICs, il D LB
71 T it Indole B % Proteus spp., P. mirabilis, P.
aeruginosa, S. epidermidis \Zxt L Tix HBK, AMK, DKB
EEFELRBPPHRABEBLERL M, E coli, K
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Table 5 Overall clinical efficacy of HAPA-B classified by type of infection 5 days treatment

No.of ( Percent Overall
Group ' [ ] Excellent| Good Poor | effectiveness
cases ! of total
rate
G-1 6  (40%) 2 3 1 83%
G-2 2 (13%) 1 1 100%
Single G-3 3 (20%) | 2 1 67%
infection
G-4 1 (7%) 1 100%
Sub total | 12 (80%) 5 5 2 83%
G-5 3 (20%) 1 2 33%
Mi
! 1xec% G-6
infection
Sub total S (20%) 1 2 33%
Total 15 (100%) 5 6 4 73%

Table 6 Overall clinical efficacy of HAPA-B classified by type of infection 10 days treatment

Overall
No. of t 5 esult
Group o.of (Percen } Excellent| Good Poor | effectiveness | . days
cases ! of total in same cases
rate
G-1 4 (44%) 2 1 1 75% 75%
G-2
Single G-3 1 (11%) 1 100% 100%
infection
G-4 1 (11%) 1 100% 100%
Sub total 6 (67%) 3 2 1 83% 83%
G-5 3 (33%) 1 2 33% 33%
Mi
! 1xe(? G-6
infection
Sub total 3 (33%) 1 2 33% 33%
Total 9 (100%) 4 2 3 67% 67%
BN TH 5, TH UTI BRI R 2 RET T 2 &, Table6 icmd &I

7, SAMBRSCIAEEBRIIOVTTHS, &
SEERZRIL Table3 I RT L5 3% TH o1, UTI
HAlcA D E TableS W RT L CEEMHLETLLND
G-1 (A7 —TNVEHEBH) THEWEL %L RIFLERT
bot-ts, BEBERRED G5 (A7 —TLHEBH) b
WTREWNEIBBLEETH o, LOLERXDBEIIE
NI ERACEREFRFRAERITRESFEY vV RY 7 4
DMRBEEBICBY 2 BEBMERE ST B LB L T
bRIFUMEEEZ LD,

XSICI0HRHE S DERIZ Table 4 KRT &£ 5 CHRE
BERMR 6T %EETETORBTH >, 10 BRI SEE

ERERREG-S TEHEMEL SEEHEORMALR
BTHot,
Fizbdx7esY 5BEB L 10 HEREOHEH
TAHETH -7 9BD 5 HEHEDHHEIX67%L, 108
BHZORAERNB LR UEHE TH . LL, §
HEHIETCER 2, BB TH DL, F—E
Flo 10 HEUECIEN 4G, AR 2B L2 5BETH
%, 10 BE CER L WESNIEMNXG-1D2H, G5O
1FTHY, EHRSEEITHD, IO L& DEERK
BRRIE T3, KD 5 HREIES X 0 b 10 BRSO
RDEERIICEESE L 2 AR RE S T,
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Table 7 Bacteriological response to HAPA-B
in complicated U.T.I. 5 days treatment
Isolates No. of strains [Eradicated(%)| Persisted ff::::;m
E. coli 1 1 (100%)
M. morganii 1 1 (100%)
P. stuartii 1 1 (100%)
Kluyvera 1 1 (100%)
S. marcescens 2 2 (100%)
P. aeruginosa 2 1 (50%) 1
P. cepacia 3 2 (67%) 1
F. odoratum 2 1 (50%) 1 1
F. meningosepticum 1 1 (100%)
GNR 2 1 (50%) 1
S. epidermidis 2 2 (100%) 1
E. faecalis 2 2 (100%)
Candida 1
Total 20 16 ( 80%) 4 (20%) 3
Table 8 Relation between MIC and bacteriological response
in HAPA-B 5 days treatment
Tsolates MIC(ug/ml)  (Inoculum size 10 cells/ml) | Not Total
<0.39/ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100 | done
E. coli 1/1 | 1/1
M. morganii 1/1 1/1
P. stuartii 1/1 1/1
Kluyvera 1/1 | 111
S. marcescens 2/2 2/2
P. aeruginosa 1/2 1/2
P. cepacia 1/1 | 0/1 1/1 | 2/3
F. odoratum 1/1 0/1 | 1/2
F. meningosepticum 1/1 1/1
GNR 1/2 | 1/2
S. epidermidis 1/1 | 1/1 2/2
E. faecalis 1/1 1/1 | 2/2
Total /1| 2/2 | 2/2 | 2/3 | 2/2 1/1 | 01 1/1 5/7 |16/20
(100%)|(100%) |(100%) | (67%) |(100%)|(100%) | ( 0 %) |(100%) (71%) (80 %)

No. of strains eradicated/No. of strains isolated
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Fig.12 Influence of HAPA-B on clinical laboratory examination
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Fig.12 Influence of HAPA-B on clinical laboratory examination (c)
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Fig.12 Influence of HAPA-B on clinical laboratory examination (d)
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Fig.12 Influence of HAPA-B on clinical laboratory examination (e)
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Fig.13 Influence of HAPA-B on clinical laboratory examination
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BASIC AND CLINICAL STUDIES ON HAPA-B TREATMENT
IN COMPLICATED URINARY TRACT INFECTIONS

TsuGlio UMEHARA, YOSHIAKI KUMAMOTO, TAKAOK! HIROSE,
KAZUNORI OHNO, SHIGERU SAKAI and NORIKO NISHIJIMA
Department of Urology, Sapporo Medical College
(Director : Prof. YosHiaki KuMAMOTO)

KATSUYUKI MITOBE and AKIRA NISHIO
Department of Urology, Sakata City Hospital

MASAHARU AOKI
Department of Urology, Kushiro Red Cross Hospital

Basic and clinical studies on a new aminoglycosidle HAPA-B were carried out. The MICs of

HAPA-B, HBK, AMK and DKB against clinical isolates were determined.

The MICy, and MIC,, of HAPA-B were as follows : E. coli (0.2 and 0.39 xg/ml), P. mirabilis
(3.13 and 6.25 ug/ml), Indole(+) Proteus spp. (0.78 and 3.13 ug/ml), K. pneumoniae (0.2 and 0.2
ug/ml), S. marcescens (3.13 and 12.5 ug/ml), Enterobacter spp. (0.39 and 0.39 ug/ml), Citrobacter
spp. (0.39 and 0.78 ug/ml), P. aeruginosa (1.56 and 3.13 ug/ml), E. faecalis (50 and 100 ug/ml), S.

epidermidis (3.13 and 6.25 xg/ml).

HAPA-B was intramuscularly administered at a daily 400 mg (200 mgX2) to 21 cases of compli-
cated U.T.Ls and 15 cases could be evaluated according to the criteria of UTI committee. The

efficacy rate was 73% at 5th day and 67% at 10th day respectively.
No side effect was observed.

In laboratory findings, slight elevation of GOT, GPT and elevation of Al-P, bilirubin were

observed in 2 cases.



