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HULT ORR 281,

(1) AEMEROAMRLSE 31 flicwt LT, HBK75mg %1 H 1~2 EfHEfs LTELA
TREIRZRL, EBH6H, B% 17 B, EH8FITHEYHR 74.2% Thotw
(2) FAH/ECIY 1 PCERS IOTHOBIFERAATED bR, ¥, EBRREFRR T2

flic GOT, GPT OBEERHZED Hhi,

(3) HBK OEHH~OBTXE b TEVS, BEEAMNREIRETS-
(4) BXRLEETIX HBK oM+ EMABET 55, MEENETHIICIIN ) OBkl R

»hhice

1-N-{(8)-4-amino-2-hydroxybutyryl}-3’, 4'-dide-
oxykanamycin B (L{F, HBK tB%) ix, 1973 4, #
ROV X TH U AREART ¢ / EBWASLENE
¢, dibekacin(DKB) o# ¥4 T b, Figl wiR+
fLEMEEXHT 50

HBK iz DKB LR, 7 74BHE, 75 ~BEH
SEBSHEAR7 bAR2FEL, oHBEFERIREN

Thb, ¥, HBK 17 : / BE&RAEYBERELE
%, APH (8),AAD{) oizs, AAD@r X -Th
REEE2FY, i AAC(6-NV) &b Bk 2 B
7=%, :GM, TOB, DKB, AMK, &0ttt o —ic 3R
WHEAERTZ EAHBALTLEY,
KAIHERFC I > THEVIMFIRE L BEMR~R
FhBAABHLH, BLBE~OBTENEV, & biT
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Fig.1 Chemical structure of HBK
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6- 0-(3-Amino-3-deoxy-a-D-glucopyranosyl)-4- O - (2, 8-diamino-
2,8, 4, 6- tetradeoxy- a-D- erythro-hexopyranosyl)-1- N- ((8)-¢-
amino- 2-hydroxybutyryl) -2-deoxy- n-streptamine sulfate
PR Lic@ Ao hmEEMN (T 24 20MT,
KM h P RycHtE 2 h, Bbtk 24 50 x Cick 60
~70% O R+-HEL R,

7 I/ RMEHAHR I WEE S X U RREENER
2h3s, MHERCE - T HBkx DKB L A%H
COH/ M, xABBRL AMK o LH#VR
WMAEBORTVBY,

SE, RAXHBRMEMD XY HBK ot + 21
NHEROFEBRPECERAT 2L B 0T, £
PR OWTBRB L E b, BHFRER XUMR
HERTLBECKT sMPREOHEBIOLTRNLL
DTEDRKRLYBMET 5,

I. & x

(1) BKERRK

FRF1 57 4 10 A X hBRFI 58 & 5 AT MM ILE
BAEMRAREE S XU T DBIEMR T AR Lic 31 flo
SEBUREREC HBK ¥ 5 L, TOEKHRE LU
REWEREH Lo BEFHEZ1E 75mg ¥ 1 B 2[H,
BEXREA & Lico BBRPBRAER, BMEEROER
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BEICMRSREONK, ABOARD W &K BLHR
L, EREHELD, WL, M0 3RACHE LR,

(2) HBK D&#PIMENE

HBK D&HMIERTE 2, B.subtilis ATCC 6633
YRERMETHHMPER Y » 7ETT R -1, ¥,
1R BE DM MIZ 2 Monitrol %, BitHREOR
#Mici2 1/15M phosphate buffer # % (#F L7z, FEE
M ERc R, +5 WP L, 8, 000rpm 10 AL
Lzt o Ly AV TAUE LT,

II. »

(1) BRI

HBK pift s & hi-ABBROBRREE X 31 AT, %
D5 bbb 8 B, M 12 04, ehMs%k2 H, Ktk
g 340, ARG, EOMS5ATH»T HBK
(2 1@ 75mg RFFELL, 1HA%ERV-T1H2EKS
Lico #EHMIZ4B » 5 13 AN, #5&£E: 375
mg 25 1,875 mg TH-1

31 flicksit s HBK ORMHRYEHREOHUMICX
b, ¥%, A%, BIUEPHOIBMITHT TABE,
%%h6 0, A% 17 6, MAHBHT, AHLILH 23 4,
74.2% W&tz (Table 1), = h X REBAEDOWEI A
fopt Table 2 TH B, —EOMAIEAD h iz o
oo

BERIT 17 fiTRHZh, 5HIARRARRTS
stehl, BEBRTCLEARRTLEYREI L Eh
75.0%, 77.8% L2 IZAEBE THh 1= (Table 3), EH
ME I X 5 BRE T3, E. faecalis 3s XU B. fragilis ic.
X 5% 14T HBK &% Th 7o Table 1 iLigT X
iz, BEMT A TR ICGELEED 5 b B. frag-
lis  MIC 27T 100 LI ET, £DOMTi2, E. faeca-
lis, S. pyogenes, Peptostreptococcus p+ HBK =5t LTt
ﬁ‘éfl:ﬁ L'l‘:.o

Table 2 Infectious diseases and clinical efficacy of HBK
Diagnosis Number Clinical evaluation Efficacy rate
of cases | Eycellent Good Poor (%)
Panperitonitis 4 2 1 1 75.0
Localized peritonitis 4 1 1 2 50.0
Abscess 12 1 9 2 83.3
Cellulitis 2 1 1 0 100
il:r’l?:::&enrative wound 3 1 1 1 66.7
Cholangitis 1 0 1 0 100
Other 5 0 3 2 60.0
Total 31 6 17 8 74.2
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Table 3 Clinical efficacy of HBK classified by causative organism
Numb Clinical evaluation A
Organism umber Efficady rate
) of cases | £y cqllent Good Poor (%)

Single infection ‘ 8 3 3 2 75.0
S. aureus 2 1 1 0 100
S. epidermidis 1 1 0 0 100
E. faecalis 3 1 1 1 66.7
S. marcescens 1 0 1 0 100
B. fragilis 1 0 0 1 0
Mixed infection 9 0 7 2 77.8
S. avium i
B. fragilis 1 0 1 0 100
S. pyogenes

{ E. coli 1 0 0 1 0
E. coli

"B. fragilis 2 0 2 0' 100
E. faecalis .

E. coli 1 0 1 o0 100
P. mirabilis ‘ i H
E. faecalis

P. morganii 1 0 1 0 100
C. freundii

| E. coli

B. fragilis 2 0 1 1 50.0
K. pneumoniae

E. coli

B. fragilis 1 0 1 0 100
Peptostreptococcus

Fig.2 Serum and gallbladder tissue concentration,
and biliary excretion of HBK after 75 mg
intramuscular injection in patients with

cholecystitis
(ug/ml or g)
o——o:Serum conc.(n=5)
Lok x———x:Biliary excre.(n=5)
’ ® :Gallbladder conc.(n=4)
3.0F
11
L
w
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£ 2.0r
L2
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1.0f
Jp S— [
] ]
0 1 3 i 3
(hrs)

FHWER LB LBLNAEIERAR, BEERE LT
REEOHAER LOTHERLI L AORTH T, B
RER R Tk GOT, GPT oBELRM 2 flicibh
ey, WTFhbHERT L bicai®F X hvic (Table
), 7 1 EEGHAYRCEE LLEERELT, B
EEIEBRBENICAbAT WS, bhbho
HBK $#EEMTI 0L 5 kERFELRLb D3l
haotss

(2) MHss LOBTEBAIRE

T#a—7Frr—UpfilabhBEFHEESS
BlicowT, HBK 75 mg S5 OREH il #HEIE L
oo MAPIREEIIHYE 1 B 8.93+0.51 pg/ml L ¥
-7 EL, FORERTH O L, BHFBREIH
L oBMBice— 21 L, ZFOfHiE, 0.67x0.50
pgiml L{Eh otco ¥t, BHFNOOBEALERT,

W 6 B Th 0.38+0.26 pg/ml TH -t (Fig. 2),

HBK #5 1 B MBI 23T 7 b R 72 4 6
C, BTEAMPIRE LRI L, 3.32x1.92uglg &
VT L (Fig. 2),

(3) BRLBECKT 5MFREDHS



580 CHEMOTHERAPY MAR. 1086
Table 4 Laboratory findings before and aftey HBK treatment
Number ALP i Crea-
of RBC Hb Ht WBC | Platelet | GOT | GPT " LAP | BUN | Lres
Cases (KAL) tinine
1 B 439 14.5 42.7 2,500 | 30.8 11 9 6.0 103 17.4 0.7
A 394 13.1 38.5 8,600 53.6 34 34 10.1 9.2 0.7
2 B 467 13.3 41.3 9,200 17 20 6.8 70 13 0.7
A 419 11.7 35.9 5,200 28 34 5.2 120 10
3 B 415 11.8 38 11,700 35.9 27 29 6.6 140 31 0.8
A 455 12.4 37.8 7.400 20 19 6.7 130 14
4 B 382 11.3 37.2 11,500 39.3 43 73 72 13 0.5
A 354 10.9 32.9 13,500 56.3 45 56 104 13 0.4
5 B 380 13.2 37.7 13,600 14 13 6.1 16.4 0.7
A 411 13.9 40.9 3,500 19.6 21 16 10.3 16.9 1.2
6 B 471 14.7 44.5 14,000 23.4 16 20 6.6 120 16
A 369 11.4 35.4 13,600 17 22 4.8 90 18 0.9
7 B 13,100 20 20 5.7 140 13 0.9
A 448 13.6, 42.6 12,600 14 10 5.0 140 11 0.7
8 B 445 14.3 42.0 11,200 23 20.7 13.5 7.6 86.1 8.5 0.8
A 379 12.6 36.3 5,000 26 14.1 6.6 5.8 117.6 12.7 0.7
9 B 422 12.6 37.0 8,700 29 38 14.3 14 0.7
A 402 11.7 35.1 9,000 26 17 5.5 21 1.1
10 B 482 14.7 42.5 14,500 26 26 17 7 19 1.0
A 474 14.4 43 8,200 27.8 24 25 7 18.8 0.7
1 B 429 13.1 37.5 15,800 24.9 16 16 8 18.2 0.7
A 473 13 6,500 17.9 21 19 18.0 0.8
12 B 360 11.9 35.5 12,800 28.1 17 10 5 11.4 0.8
A 450 12.4 38.5 9,000 39.4 24 12 5 11.6 0.4
13 B 446 12.4 40.0 19,800 24.0 13 8 5.9 189 18.2 1.0
A 435 11.8 36.5 | 8,400 33.1 22 17 10.2 185 12.4 0.8
14 B 454 13.9 42.0 8,300 30.5 40 35 5.3 258 21.2 1.3
A 318 10.2 31.5 10,300 40.3 26 26 7.1 348 52.6 2.6
B 591 17.2 49.6 9,500 24.9 13.4 1.2
15 A
16 B 446 13.8 43.1 21,000 35.8 17 43 65
A 424 13.8 43.2 7,300 35.0 57 78 75 16 1.2
17 B 523 17.1 49 14,600 19.2 13 7 5 16.5 2.0
A 466 14.4 44 8,400 22.1 12 31 5 15.6 . 1.0 °
18 B 546 16.6 47.9 17,900 27.6 10.8 3.8 8.4 195.1 11.3 1.1
A 487 14.9 42.0 8,200 32.3 15.7 8.4 6.7 170.6 10.8 1.2
19 B 513 16.3 48.4 12,800 26 19 23 75 18 0.9
A 442 15.1 45 7,500 23.8 24 24 78 15 0.9
20 B 336 12.1 37.9 6,900 25.5 17 10 6.8 9.0 1.0
A 337 12.3 36.6 4,100 25.4 19 13 5.8 9.6 1.1
91 B 545 16.8 48 10,900 16 15 17 4 11 0.9
A 521 15.8 46.5 6,800 22.7 20 14 4 13 |, 0.8
29 B 322 11.5 32.8 7,600 21.9 42 51 15.1
A 382 12.5 37.6 7,500 16.1 36 85 22.3 16 0.7
23 B 462 13.3 39 7,100 16.6 13 6 10 12.2 0.6
A -
2 B 394 12.8 38.0 8,300 40 48 5.3 167 . 11.0 1.2
A 404 13.1 39.1 6,200 24 23 4.3 - 13.0 1.3
25 B 367 9.9 30.5 9,800 37 34 31 6.6 8.1 0.9:
A 403 10.8 33.2 7,500 9 12 5.0 115 9.1 1.0
2 B 297 9.3 27.1 13,300 26.6 119 116 20.5 23 0.8
A 338 10.7 31.0 8,200 24.0 35 67 18.7 15 0.8
27 B 434 13.5 40.3 14,600 | 28.6 13 17 8.9 166 8.9 { 0.9
A 393 12.1 36.0 9,500 23.9 15 8 6.8 7.6 | 0.6~
28 B 6.3 20 8,400 28 19 18.0 181 63.6 | 11.8
. A 216 7.0 20.6 6,400 19.3 26 .. 13 15.0 41.4 f: 111
29' B 2715 | 9.3 29.1 7,900 10 8 7 4. [V 09
[ A 311 9.6 31.1 8,000 33 - 57 110 - 13 20.9
30 B 305 9.8 30.5 7,900 31.1 24 13 107 22 0.6
A 402 12.6 41.5 20,200 34.5 17 16 138 87 2.2
31 B 437 12.5 37.4 4,100 16.9 14 7 5.9 82 13.9
A 321 9.1 27.5 7,900 23.0 16 12 6.5 164 15.0
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Fig.3 Serum concentration of HBK after 75 mg
intramuscular injection in patients of hemo-
dialysis with renal failure.

(ug/ml)
10.0f
8.0
56.0
% *\\¥*\
g
4.0 \
g .
a ~-~———
HE —

Hemodialysis

0
v

171314 16 18

Time

2T 36

Injection

WUBRL CMEE T T HOBRE2LICOVT,
HBK 75mg @itk Dm-hME OHB LB L1 (Fig.
3o #5 1 BERIEIC 1 BU T 10, 85 ug/ml. & JEH 7o R
¥RL, O 16T 6.67 pg/ml LRFEELHEMET
Boico MeP X h OPRMEE LBL, 12 BB TLER
£ 8.15 ug/ml, 5.04 pg/ml T - 1eo % DA TMAE
FERXBBLICEZ A, 1RRTOFREIZECTR
L, #h%h 5.26pugfml, 2.88pg/ml & ity L
L, EORMBEN O 5BEEICIRR LA EBETARD
htt, mepRERE plate.au,‘t/f\' Lo = DWIE
fico HBK ofishiRE M ETIIETOENALN
b, FOERELHED <8 — NIEFA—TH 5 1o

n. % ox

ABEIRORRSE 31 ey LT, HBK 75mg #1
H 1~2 GRS L TE L AR B & ik, HHX
74.2% LBMRETNERT ThHoTo WAL, S
mmwtuLbkfbivAE&ﬁﬁtwtm&<.
E. coli, Kmeat&/7A@ﬁ@ﬁLﬂLT% &
FB/REHIEREYRL, HBK ORVHEA~Z b

W&Ebﬁﬁﬂﬁﬁﬁéhtaﬁﬁﬁﬁﬂ%%%ﬁu¥'

BRR L ) L BABRESS VT, FARSORKE
BiAkEVWEEbh5,

kK, 7 i EEERAEHEOER L LTEOER
P LBEREENBESA TV, 20 X5 REIERAIX
1AL A bhishot, ¥, &K 13 BRILERSE

(hrs.)

REM e bbb, RRRERNR TE—BED
EXD GOT, GPT EA% 2 flic, BRERTLEED
W, TEPY 1 flicks it T, FFOREMIHE
Ehte

HBK 75 mg f5E o ARk 1 B M 4% 1 8.93+
0.51 pg/ml L — 212 @L, EORMBITHY Lo I
HRAOBTEPIRL, € 2 R 2RMETH 1o,
Z0fHiz, 0.67+0.50 pg/ml LiEM T, L L, 1BF
B o R AL BRPIMEE 2, 3.82+1,92pg/g &, M 1
ml 272 D OWMEE L i2IEM U v <A %R Lic, HBK »ifF
MBI, KSR, CHESh, mEF» LR
T’Ho\ . ANEEYE T, EERFHthliicdo
PAMEHPREE LTRIESh A EBbhb, L
AL, HBK IZEZEARBRAIREL B\ &2 0, BHAE
TR TR THBRYES PR TEL LD LBbh %,
HBK (3ABS 2 W0 ookl S h e, BRERE

| BECUEAOBABRIED, HEROREHE L

Vo EEEC HBK %5 LicHE, MAPREDE—
2B TS Tided, OB OBHIBEE b 2hd Tk
BThotoo HBK SR OXHIRYE Tl 2B
MESh T\ 525 BITRE Tk Fig.3 DR 5, ¥

AL 4 BMLUETHAAS LHES D, 2L,

HBK (3EFBG & & bkt sh, 1K 2~3
pg/ml OMREDETAROIICH, 1EELIEIE
R s HRANBED b, B85 ERNEORHEK
METTHIDTHA 5
B h HAHA B S h AT AR O M AP LT
e L ORI RABFOH BT Lix L < Abh TV
59, BEL 2 BB LIENEEOPHE, HBK 1
SBYRY XX BEFT 1R, BNRED & ORMEY
BIGEx RAabeichs, &5MELD T 5 E&E;)‘iﬁi
oFEN, EW X HEFROBLCERTHSS 50
X 3
1) KONDO, S.; K. IINUMa,. H.. YAMAMOTO, . K.
MAEDA & H.UMEZAWA : Syntheses of 1-N-
{(S)-4-amino-2-hydroxybutyryl}-kanamycin
B and -3, 4'-dideoxykanamycin: B active
against kanamycm resistant bacteria, J. Anti-
., biot. 26: 412~415 1973
2) $F¥EvvH Uy al, HBK, %31@5*«#
mExse, AARXERS, 1983 (1)
3) WFFZM : BREREROBRECHTHHE
Flo Ak KR AR, 6 95,1976
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FUNDAMENTAL AND CLINICAL STUDY ON HBK,
A NEW AMINOGLYCOSIDE IN
SURGICAL FIELD

Takanro Oxa, Tsucuo Tanaka and YosuiHiko Owmont
The 2 nd Department of Surgery, Kyoto Prefectural University of Medicine

Genko IsHiMINE
Department of Surgery, Kyoto First Red Cross Hospital

Yasuak: Uepa
Department of Surgery, Nara National Hospital

Masaniro SHiMizu
Department of Surgery, Aiseikai-Yamashina Hospital

Nosuo Kuroiwa
Department of Surgery, Akashi Municipal Hospital

Taxumi Mivauchr
Department of Surgery, Public Nantan Hospital

Suunzo TAKAHASHI
Department of Surgery, Kuramaguchi Hospital

JuNsUKE SHiBATA
Department of Surgery, Kyoto Prefectural Yosanoumi Hospital

Suiro TANABE
Department of Surgery, Omi-hachiman City Hospital

Kenyt KiMuza
Department of Surgery, Kohoku General Hospital

HBK, a new aminoglycoside, was determined of therapeutic efficacy in the treatment of various
infections of the surgical field and moreover examined of transfer into bodily fluid in humans. The
results obtained were as follows :

(1) A total of 31 cases of various infections of the surgical field were treated with HBK as i. m.
injection at 75 mg per dose twice daily. 'Clinical results obtained were rated as excellent in 6 cases,
good in 17 cases and poor in 8 cases, with an efficacy rate of 74.2%.

2)’"" After administration of HBK, 1 case experienced abdominal pain and diarrhea as side effects.
On the other hand, laboratory findings revealed slight elevation in GOT and GPT in 2 cases.

(3) Biliary concentration of HBK was extremely low, while in the gall bladder tissue it achieves
very high concentration.

(4) In patients with renal impairment the retention time of HBK in the blood was prolonged
However, considerable excretion was observed at the early phase of hemodialysis.



