CHEMOTHERAPY

444 MAR 196%
- WMERBEREC TS HBK (%) 0MEABR
KEBKE-BINK=-BAXFAEX-=F &

FRAX - RANM=*-HHE="
K% SIRBEIL R 2B E, PRAERZ", REA*™

18 0.1g o HBK % 15 GO RIEMRECH APIRS Lic, H4HZ1H1E, 58ME

L, MR 500ml oM aHE Lz, 3ACHE, S5ARTRHTLT7ACKDHORBRLYS, £

BHBEE 58 THoto RN LTI, SARERIL, 2 AICH#E LTS ACTEORER

Y18, (LHMERCK LTI 6 Mlici4k, smn'ﬁatft. %L-cmlra#oﬁktm.o (7|

LTI, EACm R S &ataxﬁmwmt»om HRMEMORK & LT,

18

SFRARR O, M1 RIS b T AT ¢ F—HORE LR YEDI,

IS

HBK BN RGREHTHMRIRLT ¢ /K%
H4EMmE e Fig.l wRT X5k 1fiikk aminohydroxy-
butyryli % 4+ & dibekacin (DKB) o B#&ECH 5,

FHR 77 ABEE, 77 ABRERCEGRLABRA S
ab»&ﬁb EOFRARRENCED, 2, KMIX
¢/ ERSAWETIE (LM%, APH(3), ADD(4)

#lt.t-,'c b AE{LE %>, GM, TOB, DKB, AMK
FOMEEFO—B bBVHENERTLEEATVEY,

48, bhbhi S RBBRE 15 A ALY

B L, L OmRNE L RE Lo ClET e

Fig/1 Chemical structure of HBK

CHzOHO‘ TR . HeN ; '
H2N =N OH : ZNHZ

OH 0]
O
" HN NH:
L |
co .,
(S)(l:HOH HsS
+nH2S 04
CHe (n=2~2.5)
CH:NH:
6- O-(3- Amino- 3-deoxy- - D-glucopyranosyl)-4- O - (2, 6-diamino-
2, 3, 4, 6- tetradeoxy- a-D - erythro-hexopyranosyl)-1- N- ((S)-4-
amino-2-hydroxybutyryl) -2-deoxy- D-streptamine sulfate
I. R &EFE

1982 4 4 A b 1982 4 12 f ¥ TIT KBRS RmBein
RBHT, FERZERALIENR 15 fiTChoTco £D
RRIBEF 13 &, ¥F24ThH, FRIML 17 %
M 8l EETT, FPHFMLS3.3ETH % (Table
1,

BEHER, 18 01g%1A 18, HAAKE S
L, RBsc 500ml DK%Y SHEHIE Lico BEHIRI

Wwhd 5 BMTH— Lico RUE IR, L5Mlan0
6\ L7 BB, UTI RHmiAs (2 %) k3
WAL, RFCEIfERI OV b MR Lo Kbl
EORBROUCT + 27 A b ROBZERIIL, 4
ﬁmmﬁuisfwn L, MIC DOREGKREAEE
BEL Y & — THIT LI,
Inm % B

HBK *#% LrA;f 15 fmrm T UTI AR LD

HE Lk 5, BWIW, BHSH, ELTRBTA

DRERETL, HWHEL 53% Th ok (Table 2), B

R 5208, EXALS5 W, HE2M, TESAT
FYLR Mﬁﬂﬁﬁkrﬁfﬁsm&um%eﬂ. E%ﬂs
i, ﬁmmwmf_o ﬁn&ﬁsﬂmmn Table 3 |c7R

wbieZ &K, BBERRD 9 fiF 6 AICHB TH-TeOK

HLT, BARRD 6 ATIL2 FIKYREBBLETE
e ¥l #7 -7 L BRSO 8 HITIE 6 Fc LD

' RRuMBrco s 15 i, 37°C 14.1:0%3&&51;(\.

26 BT, £AWB#LTBdi,

MEEREDORET L Table 4 (5 HILHE Lf.ﬁ
BR) 36 XUX Table 5 ({3 XURAR) WR Lk E
coli ©5EWHIZTLTHE Lizorex LT, P. aeruginosa
D2HRIBELGBRELTED, FZXREADIKFT
1/3 %&b T, BERICHRE Lic 25 Bk 21 itk
(84%) ML L, 4BKHIFREL, IBHEIABEHLK
RLUTHBA L,

¥ 7= MIC % 50 ug/ml B L F.odoratum % 25
pg/ml i LR LT\ - E. faecalis 234 Licowei L
T, 0.20pug/ml @ P. rettgeri % 1.56 pg/ml o P.
mirabilis BRFE LT3 L, BoNE L MIC B4%K
LIEWERD DY, SBIOREMAYH L ETREL
foto TeithED 2HRIzBSH O MIC A3 25 ug/ml ¥



vOL. 34 $-1 GHEMOTHERAPY 448
Table 1 Clinical summary of complicated UTI treated with HBK
Diagnosis . Treatment | Pyyria Bacteriuria bﬁgr_e‘)
Case ‘ UTI ' after Side
o | 1B S .. lgroup| Dose Dura- |(tefore Comt | MIC* | EVeltion| et
Underlying condition |~ -y Route| tian [\ aftar . Species - . | 1.
(r/day) (day) | /ml | ug/ml
cystitis 0.1 .+ | P.mirabilis >10' | 1.56 a slight
5 G m. ! r increase
1|8 F o bladder Y x1 "™ 5 =T mirailis S0 125 | L | intrane-
cystitis 0.1 + | P.retigeri >10" | 0.20 ‘ . f
— Gl .m. poor -
2|54\ M _cord bladder oxa |MM 5 +  |-P.uettgeri >10' [ 25 (=)
pyelonephritis 0.1 # P. acruginosa | | >10° | >100 it
G3 i.m. 5 poor -
359 M . neurogenic bladder RV R # | P.aeruginosa - | >10° | >100 ' =)
el . v 0 . ¥
4 (67 (M[- g::x;s - —1 G4 :: im | § H_+ E: el — 210 - 9178 excellent | (—)
LAY - N BT .
5 |66 | M cByil;;s N G4 :: im| s X ,.E' ]r;ecalu 1.3X>10 3',12 moderate )
T ) - 3
6 |55 | M cystitis | Gt 0.1 im | 5 H#+ .| F.odoratum >10 50 excellent | (—)
urethrgl strjctyre X1 - b -
er o . )
PR T il R [V B Y P e A0 2107 | 0.8 | s cellent | eodinophitia
lowermost uretérolithiasis X1 -_— oy
cystitis ) 0.1 # | E. coli >10° | 12.5
; i  maderate. | —
8 |45 M word Dladder G4 1 im.{| 5 T e , : - L )
e . L]
o l3s!n cystitis Gt 0.1 im| s + | E.coli >10 moderate | (=)
cord bladder X1 + ——
M. morganii 0.78
pyelonephritis 0.1 # | P. mirabilis } >10° | 3.12
E. faccalis 6.25
10| 47| M G5 im | 5 P retigeri pm moderate| (—)
cord bladder X1 + P: acruginosa } >10° 25
Flavobacterium ), | >100
- E. coli 1.56
pyelonephritis 0.1 W | P. stuartii } >10* | 1.56
s ] . . E. faccalis 25 ¥
11)36|M G5 im | 5 moderate.|  (—)
cord bladder x 1 ~ |F.odoratum >10° | 100
o .. . P.mirabilis s | 1.56
N py‘l‘?'f‘ph‘“‘s 0.1 H S.marcescens } >10 +1.56 | i
1281 M [ - G5 im | 5 —— Ppoor | (=)
cord bladder X1 ++ | P.acruginosa >10° l 100
- o
e - |.P.mirabilis. . s | 6.25 JRE PR
CYStms: ) . 0.1 I +# E_faccalis } >IQ l 12.5
13|59 | M — — G5 im. | 5 : ‘ poor (=)
) i M.morganii s | 3.12 SR B4
Acordﬂb]adder x1 i S. marcescens ‘ >10 12.5
. . P.acruginosa : ,,A i 25 . —
pyelonephritis 0.1 ; # | M. morganii } >10° | 6.25
' ’ C. ndii 6.25
ul17|m { cs im| 5 Yfreundi + poor= -~t=)
P. acruginosa s 25
cord bladder X 1 # E. faccalis } >10 100
K. oxytoca 1.56
pyelonephritis 0.1 #  [M.morganii >10° | 6.25
. lacti 12.5
1560 | M Gs im| 5 S sgalactiae poor | (=)
cord bladder X1 # | P. aeruginosa >10° | 12.5

*Inoculum size 10°cells / ml

. not examined
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! Table 2 Overall clinical efficacy of HBK in complicated UTI
Bacteriurm Pyuria Cleared Decreased Unchanged Efticacy ?n%b)umiuria
Eliminated ‘Z 1 2 6 (40%)
Decreased
Replaced 1 1 3 5 (33%)
Unchanged 1 3 4 (271%)
Efkicncy on Pyuria 5 (33%) 2 (13%) 8 (53%) Case total
(%) 15
@ Excellent 3 (20%)
Overall

E Moderate 5 (33 %) effectiveness

8/15  (53%)

Table 3 Overall clinical efficacy of HBK classified by infection type
Overall
Group ) Cases Excellent | Moderate Poor effectiveness rate
G-1 2 2 0%
G-2
Single jnfection G-3 1 1 0%
G-4 6 3 3 100 %
Sub total 9 3 3 3 61%
G-5 6 2 4 33%
Mixed infection G-6
Sub total 6 2 4 33%
Total 15 3 5 7 53%
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Table 6 Disk tests of the isolates before and after HBK treatment
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Table 7 |, Clinical laboratory findings before and after HBK treatment . Hematology
Case RBC Hb Ht WBC Platelet | BSR
No. | otm)| @a) | %) | ey | N | B | B Lo Mo Mo | v |
1 B 412 12.0 37.3 7100 57 3 0 39 1 25.1 - 32
A 414 12.3 36.3 6700 60 7 1 28 4 28.1 49
2 B 379 12.3 34.2 5100 55 12 1 36 [ 10.1 67
A 350 11.3 32.8 5400 60 8 1 27 4 23.5 87
3 B 428 13.2 39.0 7600 72 3 0 19 ] 21.1 51
A 393 12.5 35.8 8000 81 0 0 15 4 23.0 k)|
4 B 481 14.2 43.5 9900 73 1 0 20 6 10.1 1
A 479 14.4 43.0 5200 42 0 0 52 6 16.8 3
5 B 445 13.7 40.6 7900 85 1 1 11 2 24.1 1
A 465 14.9 41.4 4300 76 0 0 21 3 27.3 1
6 B 425 14.3 39.5 9800 70 0 0 23 7 11.5 12
A 437 14.9 41.0 5500 50 0 2 42 6 14.4 10
7 B 477 13.6 39.5 10900 46 2 1 42 9 23.7 21
A 433 12.4 36.1 6800 39 9 1 45 6 20.7 12
8 B 472 15.1 43.1 5100 56 3 0 34 7 12.9 42
A 449 14.7 40.0 4600 44 0 0 52 4 14.3 4
9 B 487 16.4 47.3 12300 79 1 0 18 2 41.0 12
A 471 16.0 4.7 7200 69 2 1 22 6 29.1 2
10 B 476 16.2 45.4 9500 58 4 0 36 2 24.8 22
A 484 16.0 46.0 10200 61 4 0 30 5 23.6 20
1 B 467 14.1 43.0 5200 51 3 0 42 4 18.3 6
A 445 14.3 40.7 4800 24 0 1 63 12 16.1 35
12 B 403 12.0 34.7 4800 79 2 1 15 3 9.4 21
A 401 11.5 32.9 3400 69 3 0 24 4 9.5 22
13 B 450 13.2 38.3 10800 52 5 1 36 6 10.4 20
A 383 11.6 34.4 8000 66 1 0 28 5 23.0 17
14 B 357 10.7 30.6 10700 86 4 0 7 3 32.5 70
A 350 10.4 29.6 12600 56 5 1 34 4 37.2 66
15 B 493 13.3 40.4 14000 73 2 1 20 4 19.2 12
A 478 13.2 38.2 8400 59 3 0 33 4 1 20.9 12
B : before A : after

Xor 12,5 pg/ml i ER LTV i,

HBK o MIC &, o 78D7 727V avFxk
HAEH O MIC HEXHETH L, ZERAKOMERL
T b, HBK b7 3 7 7V 2 ¥ FREEFICHL
THEDIVWEFTHH LBEL B, ¥/, Disk £X3%
RZERBOFERE Y Table 6 12/R Lic, Table 4,5 L3t
B LRI R, IFED X S RETR LT
50

BlifEAD5 S, HEERCOWTIIERETHD, i
ik LIERA D i o7, & b, BRPESD
BEEYF: CEABFNRAEYET>HERIIALRE
LTWWiEby

BEMBEOREMBEYHBE L TAB L, 70 THFRE

DEDDEEN 2% 55 9% K ERL, TEIAT
GOT #: 221U M8 351U i, GPT 2% 221U 7225 47
U cBEER LA, WFhAFIcL 50 L
ETEh ~»7- (Table 7,8), fnisif 6 Sl BN £%
BHLTVBERNTH »7ods, BERMEOLT VAT
F— K ERERIRS Lh -1,
III. #* ”®
SE#KE Lic 15 SEFDO 5B 10 InEREELLT
FHRENTYETIENT, -htEchEROBRRER
¥RL, AFAVBRYBLTW5, FHIIRZALO
FEHLBELTEBL TV 50 SERRROMES
25, HBK %#rh L TR CERBRREONE LS
too THHDOEMTEATESMATS X5 kAL
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Table 8 Clinical laboratory findings before and after HBK treatment . Serology

Case | s-GOT | s-GPT |~ AP | T-Bil | BUN | sCr | Na K cl
No. () 10" (u) YV(KAU) | Gmg/d) | (mg/dl) | (mg/dl) | (mEq/L) | {mEq/L) | (mEq/L)
.| B 22 2 | 4 0.3 1 0.9 147 4.2 109
A 35 47 4 0.4 9 1.0 142 4.0 106
2 B 23 26 4 Q.( 11 0.9 137 4.2 102
A 23 30 6 0.4 12 0.9 137 4.1 102
s | B 1 20 9 0.2 1L 1.0 142 3.9 106
A 16 26 1 0.3 11 0.9 141 4.2 105
4 B 24 16 5 3.5 22 1.3 142 4.1 105
Al 21 6 0.6 15 1.2 140 4.5 104
(B 1 u 1 0.6 22 1.1 15 4.0 110
A 21 15 10 0.8 20 1.1 136 4.1 102
6 B 58 90 7 0.1 18 0.8 142 3.8 107
A 66 96 8 0.7 14 0.9 143 3.7 108
7 B 20 15 6 0.6 16 0.8 142 4.3 104
A 17 8 5 0.4 ' 09 | 10 4.2 101
8 B 19 19 6 0.6 12 0.7 138 3.5 103
A 15 19 7 0.3 12 0.7 139 3.7 103
9 B 20 24 7 0.9 16 1.2 140 4.7 101
A 23 31 7 1.0 16 1.3 142 4.8 103
10 B 35 29 5 0.7 6 0.6 139 4.2 101
A 32 39 7 0.4 11 0.5 138 4.3 100
1 B 19 20 7 0.6 9 0.5 144 4.0 105
A 18 36 8 0.4 7 0.5 142 3.6 105
12 B 19 9 5 0.6 23 1.5 131 4.3 102
A 17 11 7 1.2 21 1.6 132 4.5 103
13 B 18 22 7 0.8 7 0.4 132 4.2 99
A 13 11 7 0.6 11 0.4 128 4.2 96
" B 21 10 11 0.3 0.6 136 3.7 100
A 19 11 9 0.5 6 0.6 139 3.7 102
15 B 46 33 10 0.8 28 1.5 129 4.8 104
A 49 38 10 0.6 26 1.5 132 4.4 103

B : before A : after

THEMOBBIEMN DS H 570w, LOACHK GIEFN  AAKOEV-EHTHS LBbh 2,

FREENRV) HA LM UTI HEEEC L h AR X [
TholERNR 4 DR TH 7o SEORH TIZN S 1) % 31 [ ER{LEMEF LT AALMBS, HE
B dish 5 BRSO LR - 1 & & HERERH ¥v#Uy sll, HBK, £%K, 1983

53% Wik % - 7chd, AFIBMYEIRBERIEDOH # 1T
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CLINICAL STUDY ON HBK IN THE TREATMENT OF
COMPLICATED URINARY TRACT INFECTIONS

SHuTARO MizuTaN], Suozo Hosoxawa, Naomitsu NisHimoro,
Susumu Mivosur, Junzo HicasHmMoro and Kenzo SHiota

Department of Urology, Osska Rosai Hospital
(Director : K. SHIOTA, M.D.)

A total of 15 cases of complicated urinary tract infections were treated with HBK at 0.1 g/day.
HBK was injected intramuscularly once a day for a period of 5 days. Simultaneously 500 ml of L V.
fluid was administered as a concomitant therapy. Clinical results were rated as excellent in 3 cases,
good in 5 cases and poor in 7 cases with an overall efficacy rate of 53%. Pyuria was normalized in
5 cases, improved in 2 cases and unchanged in 8 cases. As to the results for bacteriuria, organisms
disappeared in 6 cases, were replaced by other organisms in 5 cases and persisted in 4 cases.

Regarding adverse reactions, in none of the cases subjective symptoms including vertigo and hypa-
cusia were seen, while as Jaboratory abnormalities eosinophilia was seen in 1 case and a slight eleva-
tion in transaminase in another 1 case. ‘



