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HBK o b F £2 B

GRS N RS X
SRKEM3IAR
N = AR
& FOBR R
# OB -EMBTE
Wy BB

R R

HBK R#fifzic&R - BRI he 7 ¢ / EMGRAEWRTHY, 77 2Bt - ENC KR
HWHERT 5,

SER A RBBRE 11 4|, FPREBMIE 9 flic HBK %5 L TEORKSR YN TS L
b, —MOEMC I THFRELFIE L TRRIESCRN L,

RERRE3 A HBK 1EHE 50mg, 1H2EMH5%E sMic1 @k 100mg, 1H2MEH, 18
60~100 7 CAWMIE L1, NRERNIEIZ1 H S0mg 2EHE, 75mg 2EfENREhERL
B3 oT, AKMEIZLIH 100mg 2EHETHATD 70 BKDRIZRBENRECEDHTH, H
%36, EB1GATEYHR CERLL) 2 91%, FRERPECTIIEDH 4, CLHY3IA, £
161, 1 BICHRERR 50% Thot,

EBHE¥EAIZ, HBK 100mg % 60~100 432 T ARBE L 7 ACHRM Lk = A8
(Ty/2 B) A% 3.224+2,27 (mean=£S, D.) hrs., Bh 02 HAR (Vd) 12 12,.80+4,64//man TH
')7‘.:0

ElfEA& LT GOT & GPT oLAMN1M, BUN t2v7+=vOoLRMN1M, LDH ok
7 MR % 1 IS, BB ich o,

MAR. 1986

HBK i S &EWLERRFTO HREXBLEL X 5
TAREh, BRBEM CHRSALT IV BlGR
HeEWE ¢, M 1-N-{(5)-4-amino-2-hydroxybu-
tyryl}-3’, 4'~-dideoxykanamycin B &b xh 3 dibe-
kacin (DKB) OFBETH5, K/L LT 77 488
B BEc B RENCERL, 73 2 BGR
HEMHE O RELBER AADA), AAC(6)-V % APH
@) CXH> T RFEBE» DL, Btz DKB
amikacin (AMK) RHLEZn v W5 EExi
.ol,l)o

SER«xHABEM) LY HBK oRfty BTR
B RBRREOAREE 20 AlexBLREL, £
DERBBLRN Lo TRET 50

I. HRRUCF%

1. EFIEHEHE (Table 1)

HEBEILRKFE 3 Nl L UBERRC 58 4
1AXY 59 FE9AECOMRABRLICESEDHT, M
BERIGELZMIhich, HHVxEheib h s 20
ERATHB,

EMIX 18 @D BRI TOBRR 4B L, 181D
84 METOLME 16 £ T, LEROTIHEMIT 542+
26.7 (mean+S.D.) RTH -7 KBROARIIEHRE
Bk 64, METWR 4B, RBRNELR M54,
B - SHEKETIRE 4 28T 2TH o1

HBK o#r&lkix, 5HASHRA EH (G0mgx2
E/B 44, 75mgx2 [E/H 1 4), 15 fIs AR (»
Thi 100mgx2 E/H) Thotco AERHELENRK
LT EL-1200ml % 13 iR L, 2MAcERNA
¥ 100ml Ao, Wt 60~100 b TRHE
Lo

BEHAMI 3~12 A, K#5Ri 400~2400mg T
Bota

2. HEEKKE (Table 2, 3)

EGIORER, BlfERic v RGinic, HBK #E5H
#BrTRRnERE, 4{LPRE RRETEZETL
1o

3. EBRZHEOHTEERE

2% (excellent) : ERE D B &2 irif ot FEEMN
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5 & RRIER O BB kW Afe b o, MEWRETY
SER O KUK 7 WY Ao b Do

A% (good) : AWM AN BKIER OTMDOV T h
L 2N A NN

20K (fair) : RGRO— B %\ i XIE B W%
Al i) Do

&% (poor) : IEMOHEKEY AT, B2 WKERH
REB B bR Al b D,

4. MPRERE

HBK 100 mg % 60~100 £/} € &AMME LB
THEOWT, AMMEN, KMRTRISICR T %
30 4, 1,2 4,6 BMEBERMCRMm L, HBK ot
chilt BE % B YA X BF 98 PTic T Bacillus subtilis ATCC
6633 ¥MEWL LIcHM 7 » 7HIC L DRE LI

5 HEHAE

SRR kCt+5 HBK, DKB, gentamicin (GM),
AMK @ MIC #, @M@k 10%cells/ml 2 100 cells/
ml v, BALEREFSFMEY CRE Lo (K
HLAWKRE L v & —CEKR),

II. &R |

1. EERBS (Table 1)

REg s XUTPRBRNIE 20 AlOBKY—IE LT Ta-
ble 1 /R Lo

AT, RESRRREE T Escherichia coli 4 ¥k,
Enterococcus faecalis 3s XU Streptococcus agalactiae
% « 2 ¥k, Klebsiella pneumoniae, Proteus mirabilis,
Achromobacter xylosoxidans, Serratia marcescens,
Acinetobactey calcoaceticus % 4 1 Bk WL 1o R
st Gk Haemophilus influenzae 2 ¥, A.calco-
aceticus, Streptococcus pneumoniae, K. pneumoniae,
E.coli Z#x 1 (k%2 L, 4ATCREEROATH-
fco HBK 5.6k, REMRPETIZ E.coli 1#%& P
mirabilis 1, E.faecalis 1 BRLAAMIBE S hico PR
BRYPFETIE, K pneumoniae » H.influenzae % 4 1
Br\BRE X hice 1 BT Pseudomonas aeruginosa OH,
ﬁ&&'f;o

BERGHRE LT, RBEBRMETIIEZ7H, HH3
B, %161, WRBBRETIEY 46, LLHEY3
G, BE1G, RNBLHATH-To “ARY” LLEXRLE
BRHRIIRBERIET 9%, FREBRET 0% TH
bel f:o

EIfEB & LT B RERIIEBIREY S0 THDIx
Mot BER R Table 2, 3.1/R L_‘f;fJi, Case2 €
BUN, 7v75=vonLtR, Case3 ¢ GOT, GPT o
57, Caseld CThi/MiE 4, LDH ER¥ZEdlz, \»
ThIBEORLTHY, HBK ORI 1~2 &

CTEXMMEM Lo

Rie—BOENOERE B~ %,

Case 1 80 @, ko

IS RE (HHKRM) CTARPC RRE A
R, PERW, S8°C prko MM BEic, RitEELHM
R, ML mEw, HBK 50mgx2 Mma% 4 HM%F,
HERERS X CRMAOEE L BWE 2tz E coli %
TamMaric 107 cells/ml U ESML, AMEIZHELE,
AP RERE A, WPHLHEL,

Case 3 33 W, B,

Memh, SEO, WEHK, EMMEHMELIFELTER, RBX
MERIC TN L KL L B Lo HBK75mg
x2 M, 11 AMELEL, R, MEFROKEL
Atco MEME LT Hinfluenzae % M L7-, HBK
Btk GOT & GPT o ERA%x AN, k7 HKE
EWCH L, KARHBLHE ST,

Case 5 83 @&, ko

ERERLTY ~EY F—v g YRICHRN, AR, B
My Babiz, HBK 50mgx2 mih, 9 EMESL
2, P.mirabilis o 10% cells/ml 5 10¢ cells/ml ~
DOWP X CERDOBEERB L 27 b DOBMITPLT
B, “RA” LHELE, O ceftizoxime (CZX)
lgx2 BIAEMEY 10 BMET Lt xl, BfER
RAbhirho o

Case 6 36 %, &#o

W# 1AM X D G, gL, BMLED, MEBXR
EXCEPHFCEEY R, HBK 100 mgx2 [,
7 EMRBEMEC TEROK B XCREO@E/ N BD
720 ¥ O# cephapirin (CEPR) o & C TSZH
Lo REERAETHY, BfFARabhihok,

Case 7 78 R, #¥,

MBS HAX DB, R, LAERYRBDE, W
XRERCTHETHREY&B», HBK 100 mgx2 [@
RiWMEL 7 BMET L, EROEH kR, MRLR
B, L LMWBEXREREOBE MY, BHS
@t E coli &## LI-1-» piperacillin (PIPC),
CEPR HisHREEE LY, L LRERFRKLEL
DRERNARCREHTHS, AAIHBHLAT S A,
BERR A DRI o1,

Case 9 26 R, Fito

SHRTX h5M, BERYBEHREXMRERNCTIRES
Bi%k (ATH) ©BML > ABE Lo, HBK 100mgx

2 @, 3 BMARBE LY, EROHHE L KWEXR

BERLOBRELME LR DR L HE L, BERFL
b S. pneqmoniae ML, * 0% cefotiam(CTM)
& erythromycin (EM) of§tf#5icCHkE L, Bl
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fERRABRIEN T,

Case 10 71 &, Ztio

BT X b DB & IR MMM R L BT LT W
2o BIMEMBH LV CRP 4 (+) #Waitrewn,
¥k T norfloxacin (NFLX) P x®fk, LAl
FE AL WIcHARDO E HBK % 100mgx2 [H M
ELk, 12 BEMBESCCTERR IVHEXRERD B
EHEY WD, CRP i2 3 (+) X b () MWL
oo BRIEETIE H.influenzae L A. calcoaceticus
¥ HBK BERBbicn, #{L5kiz H influenzae
2fl 5 T P.aeruginosa ¥Bdtz, ©LHR L HUE
2h, HfFARALhEN T,

Case 13 84 &, it

MR, KBUERMEC ) ~EVF—vav
FTHolo, RMELBD, RIERT Staphylococcus
saprophyticus [BtE, HEICEHMBMAMM LT WD
tobramycin (TOB) & cefotaxime (CTX) % §tf+ 5
bFR T, R E faecalis Btk & i o7 ampi-
cillin (CABPC), AMK, DKB, sisomicin (SISO), PIPC,
CEPR, CTM, TOB, cefoperazone (CPZ) 7z &\ ¥h
LHHETCH oot HBK 100mgx2 [, 10 AM &
HEYTiLo o BEMER, REMAOKBFLED,
REOEBE VB LB L HE L, HBK &5
#, MmMRBORPH L LDH o EARX B,
HBK #5551 8MciEERER L,

Case 16 20 &%, %,

BRCTARL, iR EOERIBDRVIARRC
THEPCAnR, APEREYSEBD, ¥ KM
FORMRE b 19000/mm? 2 #% Licl-HBibti L 2
KL, HBK 100mgx2 [6, 6 AMAEBELE, S.
agalactiae % W Lich, HBK Eizgeinh,
R, OEFTRE SERCHF LI, KR EMLHES
h, BIfFBRRAabhirdo,

Case 18 84 &%, #r¥,

Fig.1 Serum concetration of HBK after drip
infusion (100mg, administration)

4g/ml
10
Case 13
5t
Case 12
Case 20
gue 7
0 ] 1 Case 6- = C::: H
=T 0 1 2 3 4 5 6 (hrs)
——y
DIV of HBK

2:8M SR X D BUR, HERAEED, RRCTES
e, tECHmMIR, MEERYSEBWD DB %
LM Lio HBK % 100mgx2 [, 9 BMAMME
L, EHELREY Al BEMT K. pneumoniae % 7
ML, BRCXIEHIELL, KAREDLHES
h, BIfERRAbhitd ol

Case 20 74 @, #rbk,

ERBAFEC TRy FEEBO LD 7 -7 L ERY L
Tt %, BEEXHD, RECHNRNS, nHH
nRHS BB BEBLL2ZH L, HBK % 100
mgX2 B, 8 BMARIMEIE L7, /AMITRER T E.
coli ¥t Licai, HBK 5 TRIE(L Lo BM,
BEEELHFL, REMAOEOARRBIL HRICD
EEEE L, BIfFARAbREAS T,

2. ImPRERE (Fig.1, Table 4)

PHRNENARCEKEL, 7HA0BECHFS HBK
100 mg &M R0 HBK oM E % bioassay T
BUE Lo ATEREMIZ 60~100 4T, HBIHFHMITY
$ %7z, HBK 4 [I 58 i du =ik BE % BITE L 7<FFR,
0.05~3.29 pg/ml L 2EpiH T, ATSK T B DM R

Table 4 Phamacokinetic parameters of HBK in clinical cases

Case | a s V& | cL | TH(a) | TH(m | AUC
No. (he™") (hr™") ({/man) |({//hr/man)|  (hr) (hr)  |(hre pg/ml)
6 | 263.5 | 054 | 9.25 | 570 | 0.003 1.28 17.5
7 | 426.74 | 0.36 9.24 406 | 0.002 | 194 24.6
11 1.63 | 035 | 14.17 7.10 | 0.43 1.98 | 14.1
12 | 5282 | 0.20 10.00 2.65 | 0.01 3.44 37.7
13 |, 39.06 | 0.09 10.59 | 1.03 | 0.02 7.84 97.2
15 5.11 | 0.36 14.20 | 6.24 0.14 1.91 16.0
20 | 1277 | 0.7 22.16 | 4.11 0.05 |~ 4.16 2.4
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Table 5. Antibacterial activity of HBK, DKB, GM and AMK against clinically
isolated organisms
Case ' Inocultim ' MIC (ug/ml)
No Isolated organisms size - T
' (cells/m] HBK DKB GM 1} AMK
2 E. coli 10! - = - =
' 10° 3.13 3.3 1.56 6.25
. 10* 3.13 1.56. 1.56 3.13
7| Bcoli 100 1.56 1.56 0.78 313
8 K. pcumoni 10* 1.56 1.56 0.78 313 ¢
- pneumontae 10° ! 0.78 1.56 0.39 1.56
, 10° 25 100 12.5 100
9 S. pneumoniac . 10° 25 50 125 | 50 "
- ) 10 3.13 3.13 1.56 6,25
10 | A calcoaceticus 10* 1.56 3.13 1.56 3.13
10 P. aeruainoss 10° 25 >100 >100 25
- aerug 10 12.5 | >100 >100 12.5
‘ 10* 50 400 25 800
13 | E. faccalls 10° 50 200 2 400
o 10°* 1.56 3.13 1.56 3.13
M) Eocoli 10° 1.56 1.56 1.56 313
‘ 10 3.13 12.5 1.56 3.13
14 S. marcescens 10° 3.13 125 156 313
. 10°* 100 >100 100 >100
15 | S.agalactiae 10° 100 >100 50 100
16 S. agalgctiae 100 [ >100 | >100 100 " >100
- ; - agolgct 10 >100 >100 50 >100
: . 10° 1.56 1.56 0.78 3.13
) 17 A. calcoaceticus 10° 0.778 1.56 0.78 1.56
18 R 10* 1.56 1.56 1.56 3.13
- pn 10* 1.56 1.56 0.78 3.13
: N 10* 50 50 25 100
19 | E faecalis 10* 2 50 25 100
. 10* 3.13 3.13 1.56 3.13
20 | Ecoli 10* 1.56 1.56 078 | 313 |
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HBK o MIC (pg/ml) % DKB, GM, AMK # %/ &
LR 108 cells/ml, 108 cells/ml % BV RIE Lo

HBK (% AMK L 2ZRBEDH S\ L X h BN IRE
HEF-THD, BT -Tik MIC A 1/2~1/4 LI FD
i) D %%b 6tho

I1II. * ®
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CLINICAL AND PHARMACOLOGICAL STUDIES ON HBK

Taxkesut NakaMura, Suicex: Outaxe, Kunio Konpo and SHiNoBu NakaMURA
The Third department of Internal Medicine, Kanazawa university, School of Medicine

SABURO KOBAYASHI
Department of Internal Medicine, kanazawa Teishin Hospital

AxiHirRo Mor1, Seir Mivazaki
Minamigaoka hospital

Clinical and pharmacological studies on HBK, a newly developed aminoglycoside antibiotic, were
carried out on 20 patients.

HBK was administered intramuscularly to 5 patients and intravenously to 15 patients.

Out of 11 cases of urinary tract infection, efficacies were observed in 10.

Especially in 7 cases, clinical and bacteriological effects of HBK were excellent. In 9 cases with
respiratory tract infection treated with HBK, five proved to be effective.

Pharmacokinetic analysis showed that half-life of HBK was 3.22+2.77 hrs. (mean+S.D.) and Vd
was 12.80+4. 30 //man.

MIC, of HBK, dibekacin (DKB), gentamicin (GM) and amikacin (AMK) against clinically isolated
organisms were determined. MIC, of HBK were almostly the same as those of AMK, and agaist
E. faecalis, MIC, of HBK were superior to those of AMK.

Side effects were observed in 3 cases, 1 case on elevation of transaminase, 1 case on elevation of
BUN and creatinine, and the other in thrombocytopenia and elevation of LDH.

In all 3 cases, abnormalities disappeared when HBK administration was stopped. Abnormality of
the 8th cerebral nerve was not observed.



