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Fig.1 Chemical structure of HBK
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Wo—BrbAHEDeH TS LY, B8, BiH
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I. EWoHRS (BEEHRD

1) %% (Table 1)

BERABF 54 ® volunteer = HBK 100mg,
AMK 200mg # 4 B &iE% 100ml KT 4 1E
> T cross over G DI 5L, ik, RHREY

Table 1 Background of male healthy volunteers
Age (years) Weight (kg) Height (cm)
A 21 68 177
B 19 57 162
C 18 88 179
D 20 55 166
E 22 67 169
Mean 20 67 161
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Fig.2 Average serum concentration of HBK and AMK in healthy volunteers

(cross over n=%5)

ug/ml
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Serum concentration

HBK 100mg D.I.(lhr.) @—~——a

AMK 200mg D.I(1hr.) tr———d

Time
Mean(ug/ml) £S.D.

Drug

Tiree after administration(hr.)

b¢] 1 1% | 1%

2 3 4 6 8

HBK 100mg |35 33 |°

42 14.71 14.12
+1.57| £0.93| £0.65

2.98 (1.84 1.10  |0.62 0.24
#0.45) £0.27| £0.14| +£0.12| +0.14

13.00
+1.96

AMK 200mg |8-5]

+2.12 +1.29

9.51 [7.59
+0.76

3.04 [1.91 0.14
+0.29] £0.16 +0.03

5.60 0.60
+0,61 +0.08,

Table 2 Pharmacakinetic parameters of HBK and AMK

Mean £S.D.
Kel o vd T1/2 AUC
Drug (hr™?) " {1/man) (hr) {hr. zg/mD)
HBK 100mg | 0.54+0.03 | 13.662.18 | 1.28£0.08 | 13.79%2.12
AMK 200mg | 0.69+0.07 | 12.08+1.83 | 1.01£0.09 | 24.40%2.31

WE Lo BEOVTIZ 8B ¥ TORMRER FH L1,

2) WEITH &

_ Biogssay gk i\ e, WREFI B. subtilis ATCC 6633
t}ﬁb, B Mycin As§ay Agar (pH7.8~8.0) %
ALk, BRI, MAFBERECEE=e—1Ly
YRR 111 OBEEAY, F R pH
80, 0.1M Y vRUEBEIRE{ER L1

3) B

i) mgRE (Fig.2).

HBK, AMK *h7Zh DI R TR 1 BicY— 2%
Fdt, HBK (2 6.42 pg/ml, AMK Ti% 13.0 pg/ml
THH, UEAFRROBPERALYR L1

i) ReblE, RemEIRK (Fig.3)

8B5M % TOBBORE, RHBED Y — 713 HBK,
AMK 3 2B TH D, T h £ h 228 8pg/ml,

613, 69 ug/ml, [EUNPIL 8Kl ¥ T T HBK 78.4%,
AMK 88.5% Th-To

i) BT (Table 2)

fe¥ R (T1/2) 12, HBK1.28hr, AMK 1.01
br % %o AUC (% HBK 13.79 hr-pg/ml, AMK i3
24.4hr-pgiml X7co T3 Y, RAMI, HBK (X AMK
LRAKED A X — v ER LI,

II. B &k &) & 5

1. REHK

D ow & |

HBK ZX hiald -7 E 612, BRI 59 £6
B~BM 60 s£1 % T MK, BREFXEAREEK
¥ RiFHRERE, BEHIRARE FBERBH LD
i, ARFLBARLERRIEORETH 5.

BERBEHEAIY, BN REEREE 21 4, Bl
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Fig.8 Average urinary concentration and recovery
of HBK and AMK in healthy volunteers
(cross over n=5)

HBK 100mg D.I.(1hr.)2ZAe—e
AMK 200mg D.I. (1hr)C36—2

ug/ml %
41
5 500 00 .5'
s 400 480 8
g 300 460 ¢
© "
> 200 440 3
5 100 420
0 4 6 8 hr
Time P
Mﬁlni:S.D.
D Time after administration(hr.)
rug -
1 2 4 6 8

Urinary 25.5 50.7 68.1 75,0 78.4

HBK |recovery(99)|” 7.8 | 11| Z13.2| k@3 *14.3

100mg |Urinary 119595 |99g 80 [04.48 [32.57 |21.57
(ug/ml)

concentration| "y ¢"gg|'+'158.00| £55.52| +£24.02| £7.47|.

Urinary 34.1 55.1 76.1 85.0 88.5
AMK |recovery(%)|  +3.9|  *2.3] £4.I| £4.7| 4.8

200mg Urinary _ [3)7.38 [613.69 (318.22 [170.41 (74.63

{ug/m

coneentration| ™4 56,69 +232.98 +68.32| £74.04] +17.59

MHEFEFLLAOAT 22 HITH D, FIxFE: 13 4,
LW O BITH B, EMATIE 18~84 RORAT, 78
it 58 ®TH -7 (Table 3),

LSRRI T 5 7 v ¥ - OB EYHMBIC
LOER Lico BLREXEDRWC LA kT, B
HEORFLBIH, BERELTILoT

2) 5% K OB

#E B, 26 DI &5 (30~120 5}2 (EEfE
it oK (100, 250 ¥ fcix 500 ml) IR
Iz & ')ﬁ.o 1

HBK @1, @@&5&&1 75~1oo mg Thoo 1HD
ﬁslﬁlmz 1@ 2F, 2 20 FlThb, 1HO

':l'uble 3 Backgroynd of the. patients iruted with HBK

i Sex
Age Patient (%)
Male Female

18~24 | 4019 1 3
25~34 0

3B~44 | 0

45~5¢ | 4.08) 3 1
55~64 | . 304 2 1
65~74 4.(18) 1 3
75~84 7(32) . 6 1
Tétal | 22 13 9

;
L

# 5t 200mg ABb A<, 18 F (82%), 150mg

2, 100mg M2HTH-70 BEBEZABANS
BHETHSH, BEKFRICLD 2~8 HO KGN H5
(Table 4), ##¥5&i2 1000mg OAHHL, BRKS
i, 100mg %1 H 2@ 8 B, H1500mg %A\
PITHhBs 2\ T HBK K X 5 iz, i
EH OBt AR FIXTTR> TVl

3) BEHE o

e R RS, UTI ESFEER” UT

UTI £288) aBT 3R hE X o1 ZORMEH

FHER I DHRUELTR-TH

2. BRI

1) EMEE R ERIE

21 oK —¥E L UTI B34 momﬂ:.
Table 5 IR L1z = OXEWCARKL, HRNELSTE
TCHoTbDIT 16 ATH -T2, B5 5 M, UTIHE

OB Lo FOEM, 1R R b @y, 100
" cells/ml Kl G, RPEMEREE ASMERNE 4R

TH%o

Table 6 1% UTI XM X34 MER L RRCATS
BR2 D, REWRKBREALOTHD, MERCH
Tba‘cb%u 16 B 8 B (50%), 2 § 3 ﬂzﬂ: (elimina-
ted), 24 (13%) % 5 7’3 (decreased), 48 (25%) B
HZ 4R (replaced), 24 (13%) BARE (un;hanged)
ThHoto MRITHTHHER, ERL (cleared) 2

G
Table 4 Admipistr"ation route of HBK, daily dose and duration

R Daily dosc Duratiou (days) "No.of
oute ! f o :
(mgXtime/day) 12 3 |5 |6 7 8 cases (%‘) i
SO 75X 2 2 2(9) .
. DL 100X 1 2 i 2(9)
100X 2 1) v 2 o2 |1 |- 1882)
Total 1|1 |15 [ el 2 [ 1} 2
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BQ_marks

Evaluation®**

Dr

Good

U.T.L -

Bacteriuria*

MIC (10%/ml)

HBK

DKB

B.P.H.:Benign prostatic hypertophy

V.U.R.:Vesico ureteral reflux

Couit
(/ml)

N.D.

10¢

Species

N.D.
A. zylosoxidans

Pyuria*

N.D.

.:Chronic complicated pyelanephritis

C.C.C.:Chronic complicated cystitis

Treatment

Duration
(days)

Dose
(mgx / day)

100X 2

Table 5-3 Clinical -summary of complic;ted UTI cases trdated with HBK (D.I.)

U.T.L

group

Diagnosis

Underlying disease

C.C.P.

Bladder ca

Sex

Age

79

Case

No.

21

C.C.P

**U.T.L:Criteria by the committee of U.T.I.

*Before treatment
After treatment

:Dr’s evaluation

Dr

i

1

T (44%), HW (decromsed) 23341 (19%), &
(unchanged) %16 i (38%) Th-%o LALD R M
B, MARREE L, #%) (excellant) 54 (81%),
W%y (moderate) 6 f| (38%), M (poor) 5 H(81%)
T, ER LB Ab AWML, 16 flF 1141(69%)
THot,

Table 7 (SABBIHHELR LI DO THH, Wik
BROACHTHHREED L, I HOMML 2R+ 20
ELMB LIRS o fent, 2 WAt 2 sk 2 $1(100%),
3B 2 HIFH2 I (100%), 4 Bhis Hid 861 (100%)
LVl iRt MMERO T 5 B
P3P 1B (33%), 6MH 4 AP 3H (75%) DKL
BT, WELRRL-TRMTHoTc, £FE LT, ¥
HEMR TR RF 7P (78%) EME IR BR O
Ry @, AEERRTRTIARAB (7% LEF
kb%'ﬁ;ﬁﬁ*oto ‘

Table 8 (XEGM bR LIl T 5 REHRY
RLIcLDTHD, KA TIE 26 QS hi, 2D
5% 22 ¥ (85%) »14%k (eradicated) L, 4 #k (15%)
HFEfE (persisted) L7, F%E L7 GNR 10 £ 19 &
EDWTHRBE, 16 B (84%) »H%k L, 1= GPC
27 BRb 6Bk (86%) AH& LI, BRE LICEL,
S. marcescens D 1 ¥4 1 # (100%) &, P.aeruginosa
3Bk 2Kk (67%) WXV S.epidermidis 3 ¥ 1 £k
(33%) THole

2) SEHMKETER % (Table 9)

FERNL 1 ITH B, 1 B 100 mgx2/day T 6 Ho DI
® 1Tl otco ABTIRBKERDOHELBAEDOHKY
FEBEHE Lo

3) MIC “ 4

Table 5,9 ©H2HMED 5B MIC RIE LI aiEaT
D 22 #izo\wT HBK & DKB 0 h ¥ Kl Lo, 13
¥, 59% © HBK o MIC # DKB 0%h% LE-T
VWito 2D L 2B EDEND I DI TEE, 32%
TH ot ¥ DKB fitt (250 ug/ml) < HBK iR
Zm: (1.5~3.13 pg/ml) R LIcd DI, C.freundis,
M. morganii, S.epidermidis, E.cloacae ThZh 1k
FoCHoto DKB »2 HBK o MIC X hE-icbh D
1SR BRI -1,

3. ek
1) BEMEEAR
2FOKRFTC, FFFEC X b RFCERICREE it
% X5 i AEMBIfERIZERD bhith -t

'2) BEERBEMEOTE)

£ 22 Gl oW TR SRR ORI, T HER
COWTRIER T > (Table 10), K#GM & BFakge
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Table 8 Overall clinical efticacy of HBK in complicated U.T.IL.
P}'lﬂ'il. R Effs cy on
Cleared Decreased | Unchanged g
m bactgriuria
Eliminated [IJ 3 8 (50%)
Decreased 1 1 2 (13%)
Replaced 1 3 4 (25%)
Unchanged - 2 2 (13%)
Efficacy onpyuria | 7 (M%) | 3 (19%) | 6 (o) | o ot
@ Excellent 5 (31%)
Overall effectiveness rate
Moderat
l:] ocerate 6 11/16  (69%)
Table 7 Overall clinical efficacy of HBK classified by type of infection
No. of Overall
Group 0. of cases Excellent. | Moderate { Poor | effectiveness
(Pereent of total) rate
1st group (Catheter indwelf) 2(13%) 2 ‘_V 2 ( 0%)
2nd group' (Post prostatectomy) 2(13%) 2 2/ 2(100%)
Single | 3rd group (Upper U.T.1) 2(13%) 2 -2/ 2(100%)
infection 4th group (Lower U.T.L) 3(19%) 3 3/ 3 (100%)
Sub total 9(56%) 4 2 1/9 ( 78%)
Sth group ( Catheter. indwelt) 3(19%) 1 2 | 1/3(33%)
Mixed 6th group (No catheter indwelt) 4(25%) 2 1 1 3/ 4( 75%)
infection — - - -
Sub total 7(44%) 2 2 3 4/ 17( 57%)7
Total 16 (100%) 5 6 5 | 11/16( 69%)
Table 8 Bacteriological response to HBK
in complicated U.T.I.
No.of’ Eradi- .
Isolates strains | cated (%) Petsisted
E. coli 6 6(100)
C. freundii 2 2
'C. diversus 1 1
K. pneumoniae 1 1
pre) E. cleacae 2 ) 2
S. marcescens 1 1
P.mirabilis 1 1
M. morganii 1 1
P. aeruginosa 3 1 2
NF-GNR 1 1
.| S. epidermidis 3 2( 67) 1
CPC| E fuecalis 4 4(100)
Total 26 22( 85) 4




BRETE, ZFcZ2LBbhaRBEA L AL Mo
o

F2H1 12 /= GOT 41140 U, GPT 39—181U [ 4
17 i¢. GOT 21-58 U, GPT 1148 U, Al-P5,8—11.8
U kXU r-GTP 68—217U L\ vh b TR EMD
LRYRDI. ThbEALME L OB { HBK
ONBWEEX L N TOMIR1H GEAL) & Al-P
287394 U k LR &Iz, Lb L & DEMFER
YAEGLCEY, H5dks1:8Me 521U L ¥k
BLTW30T, FERKRE L LOME S HHELS
Telo

Remarks

Good

Dr.’s evaluation

III. #* ”

1. TRAX & B

HBK DI B§oifn o i iz, 1BMIZE — 7 %585,
AMK L F#CHwle, ¥ 20M TI2 2,98 pg/ml T
Bb, E—2EV VXA TORREREIR . 655
Td 0.62ug/ml THb, €— 2D 1/10 DM REY
Bdlc, RPENEIL 78.4% THH, Bh o X gt
ENDHT EXRTRL TV Do MPHEEH T2, 1.28hr
THoteo U EDORMS S, HBK, AMK k4, ik
- RyBHT, ARORI - HHkRRL, BEDO7 /B
BHERHALALCEELTIVERTD - 0

2. FRIRBHR

WML IR BBRAE 22 Hlic it L, UTI EEhFmase
T 089% LEVWEHREB, REOXRTHLIENT
WBEETETE RV, REINFES R FHE 3
5 LE LTIV RREST55RI 63%, MBS
THHRZ 63%, DBRELRURPTH oo £ER
DR LcERRIC AT B 2R 85% MK L, SRAB
HAERHERTH, ¥1, 5 HOBENLSTb, £2,
3, AMDOI T —F A7 Y —DEFIIX 100% DEZHE
THolo ThHLDOERNLMDORERER L HELT,
EARA IR, BhicBBERD% L Bbhi,

LFEGID O M LI-BERRT 35 2R, 85% MY
% 1LT\B b DD S. marcescens 1/1 ¥, P. aeruginosa
2/3HENEHRL, ThHEHNLTRRHENL TS
LBbhs,

AT BERE 22 koo MIC @ 5 %, 13 # 59% %

DKB D%h#% k70 X DKB 3 HBK » MIC X
DB DX 1KLL 5T,
& L Ligss, MIC aMEWIR S b b, RS
EXLT LI RFTRVWE DA b, ThEirEl
LM EREREL A oBEMORF R XBb0 LR
bhib,

SHHMETERRIENLIFATHIINEYTH-
foo THILELES E. coli T 1.56 pgjml o MIC ¢

DKB
1.56

MIC 10¢/mi

HBK
1.56

Bacteriuria*

Count
(/ml)
107

Species
E. coli

Pyuria*
(days)
#
N.D

Duration
(mgX /day)
6

Table 9 Clinical summary of one case of acute pyelonephritis (D.L)
Treatment

Dose
(mgX /day)
100X 2

A.S.P.:Acute simple pyelonephritis

Diagnosis
Underlying disease
A.S.P.

(_

Sex

Age
56

22
*Before treatment
After treatment

Case
No.
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CLINICAL STUDY ON A NEW AMINOGLYCOSIDE ANTIBIOTIC HBK
IN THE TREATMENT OF INFECTION IN UROLOGICAL FIELD

Isao Hirano
Department of Urology, Hino Municipal Hospital

. Kerzo Suzuki and Hipekr Tamal
Department of Urology, Hiratsuka Municipal Hospital

Yorio Name, Tamio Fuyta, Tapasur Ocawa
Satosur HiraBayasur and MasaNort YANAOKA
Department of Urology, ‘Fajita-Gakuen University School of Medicine

A new member of aminoglycosides,  HBK was administered in the treatment of infections in
urological field and its therapeutic efficacy and safety were evaluated.

A total of 22 cases were treated with HBK at a daily dose of 100 mg, 150 mg or 200 mg.

The drug was given by i.v. drip infusion. Of 22 cases, there were %1 cases of chromc complicated
urinary tract infections. Out of these cases, 16 were assesed by the cntcna of UTI Commlttee
with .an global efficacy rate of 69%," ‘
~ In general, the efficacy of Hz in cases with indwelt catheters was rather unsatisfactory, while
favourable results were obtaingd in cases ‘without catheters. Good response was obtained in one
case of acute simple pyelonephrxtns

In laboratory mvestxgatlons, no abnormal value was observed except two cases of slight elevatxons
of transaminase. !

From these results obtaipied, HBK was of no significant problem in safety when compared with
other aminoglycoside antibiotics. '





