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Fig.1 Staphylococcus aureus (10¢ .CFU/m{) Fig. 4‘ Klebsiella pneumonise (10° CFU/m/)
1001 , 1001
90 > //‘ / 90}
s e : < np
E 70 ‘%‘ 70+
560 £ 60
o 50 o 50F
I w0 e—s HBK L o—e HBK
= o—e AMK K ——o AMK
E 2 ‘ FRE S DKB
H o——o DKB g o—0
8] 20! c—==0 GM (&) 20+ o—--o GM
10| 10F
4 1 1 1 1 1 1 1 i 1
MICisq in])[<0.170.2T0.4]0.8T1.613.1 6?3 121‘5 %550 100]>;00r'rutal MIC(g/m) TT0.2T0.4 0.6 1.6 3.116.312.5] 25 | 50 [100 o] Total
HBK 414[ 723 30 HBK 61175 28
AMK Wl 3110[7[¢[5]1 30 AMK 31817 28
DKB |1 (11812 (T[T 5] 30 DKB 21197 28
GM 918411 T/1/5] a0 GM [3 (1411 28

Fig.2 Staphylococcus epidermidis (108 CFU/ml) Fig.5 Citrobacter freundii (10# CFU/ml)
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Staphylocaccus aureus r;'j’j"j‘z, HBK o MIC 4
i3 10 M T 0.2~3.% pg/ml AL, £DE— 2%
0.4pg/ml ICHY, thFE LTS L AMK Xp 2 ¥8
E®h, DKB, GM I bz 1~2 KEE®R\ A, REWN
Bl ot (Fig. D o

Slaphylococcus cpsdcrmxd:s izx3% HBK o MIC
27k 0.1~0, 4,,ug/rnl; TRl K- 27iR 0.2pg/m)
Thh, mEEsed, AR Ts e, ©- 2k
AMK X b 2ByF{E <, GM, DKB X b 1 BfkmEnr » 7=
(Fig. 2),

Escherichia coli ywcx+% MIC: ﬁ'im‘tt 0.4~8. l/.tg/
ml KoL, TOE— 232 1. Gyg/mlmab DKB- t
BEAEARET, AMK Xbh 1BRHEL, GM kb1
BYREE A 7o (Fig. 3)o

Kiebsiella pmumomae LTk, HBK . (D MLC
Ak 0.8~3.1pg/ml id - CTEE IR, Fov
- 7% L.6pg/ml whbh, DKB Lzt A LRABET,
AMK X0 1K<, GM X b 1 ByPEm s » 7o (Fig.
4o :

0.8~3. 1pg/mt'eH b, £ — 7 {HiX 1.6 pg/ml T,
E.coli, K. pneumoniae t RIBRETH-»1- (Fig.5),

Enterobacter cloacae ¥o3$ LTI, 1.6 pg/mlic MIC
ATOWS S D, FONHOEIHEL, 1.6~3.1pg/ml
T#H, DKB t3iEAEECTHH, AMK L GM o
e frE L (Fig.6),

Pseudomonas aeruginosa =xf LT MIC {2 0.2~6.3
pEmic S/ L, O — 7 {fix 1.6 pg/ml T, FEED
4, MR LT B L, IFFMEA Lic(Fig. 1,

Fig.6 Enterobacter cloacae (10° CFU/ml)
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Fig.7 Pseudonmonas serugirosa (10° CFU/m/)
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Fig.8 Serratia marcescens (lbfv CFU/ml)
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KL, xOE—2i% 25pg/ml iw ', AMK &
BrAYABETHY, DKB & GM OhfEic fiz L 7o
(Fig. 8), :

POt b £HEMECHTEE7 I/ EEGER DO
MICy, * 3k, Fig.9 iR L7z, HBK iX S. marcescens
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Table 1 Concentration of HBK in serum and genital tissues (HBK 50mg,i.m.)
Case| Age | B.W. | Time after | Serum{ug/ml) Tissue (ug/g)-
No. | (yrs.) | (kg)* | injection .| Uterine | Endo- | Myo- | Cervix 1.
a Vein artery | metrium| metriom Serosa utefi Portio {Oviduct | Ovary
1 48 61 lhr. Omn 1.51 | 1.51 | 0.3¢ | 0.39 | 0.59 [ 0.41 | 0.68 | 1.26 | 0.51
2 44 61 1hr, 30mn 1.88 1.51 1.07 | 0.72 | 1.08 | 1.12 | 1.32 | 0.78 | 0.52
3 35 60 1hr. 50mn 0.90 1.23 | 0.56 | 0.32 | 0.68 | 0.97 1.07 | 0.16 | 0.80
4 42 45 2hr. Omn 2.00 1.85 | 0.76 | 0.82 1.08 | 0.85 1.15 | 1.08 -
I 5 38 53 2hr. 30mn 0.89 1.05 | 0.28 | 0.16 | 0.52 | 0.77 | 0.78 { 0.65 -
6 39 43 4hr, 25mn 0.39 | 0.35 [ 0.19 | 0.16 | 0.36 | 0.23 | 0.25 0 -
7 41 59 4hr. 38mn 0.15 | 0.14 0 0 0 0 0 0 0
Table 2 Clinical results of HBK (i.m.)
. . Isolated organism®
Case Age Diagnosis Dose Duration MG Bacteriological | Clinical | Side
No. underlying disease | (mgX /day) (day) Species 10° (ug/ml) Effect effect | effect
Egdometritis E. coli , 1.56
1|23 ————— 50% 2 5 _ E foecalis 6.25 Decreased Good | None
Fetal death E. faecalis 6.25
Endometritis E. coli N.D.
2|14 ——— 75X 2 5 Decreased Good None
D&C E. coli 1.56
Pyelonephritis S. epidermidis N.D.
3 |56 Cystitis 50% 2 6 Eradicated Good  |; None:
Cervical ca, =)
. Pyelonephritis (-)
4|44 Cystitis 75%x2~3 9 - Replaced Poor None
Brain atrophy P. aeruginosa 6.25 -
Pyeloneg)l}ritis P. aeruginosa N.D.
5|44 Cystitis 75X 2 15 _ Unchanged Poor | None
Brain atrophy P. aeruginasa N.D.
preet Group B 50
Adnexitis .
6|35 502 6 S pacocens 12.5 Replaced Good | None
=) S. epidermidis | 0,2,0.05
- ; E. faccalis 25
Endometritis ,
7031 Dac 75% 2 3 PL"do“l':‘ij‘g_m" 0.39 Eradicated Good None
\ R e : I e (=)
K R4
) Endometritis - E. coli 1.56
821 75X 2 3 Unchanged Good | None
D&C E.coli 1.56
- L. E. faccalis 100
Endometritis :
9 |2 — 5% 2 4 "g‘}i’::ﬂ;,’: £ Replaced Good | None
D&C E. coli 1.56 '
Endometritis (=) {
10 | 18 75% 2 4 Unknown Good None
D&C ' (—) 1
N.D.:Not done *Before treatment .

After

" treatment



VOL. 34 S-1 CHEMOTHERAPY 819

o ; -' o Fig. 12 Cese No.2. N. H. 84yrs. 50 kg Endometritis
Table 3 Clinical efficacy of HBK on diagnosis JTuly
22 23 24 25 26 27

No. of | Clinical efficacy Overall

Type of infection effective ' R 7
€ases | Excellent | Good | Poor | rate 9 [HBK 75mg X 2/day i

Endometritis - 6 6 39}7
Adnexitis 1 1 '(SCT) 1339 -——Avac:;\—z
", 361
Pyelonephritis 3 1 5 . 35l
+ Cystitis ™ ) }
Total 10 8 2 80 Culturo‘ E.coli (#) E.coli (+)
Lower abd. pain + 4+ £+ £ - -
Fig. 10 Concentration of HBK in serum and Tenderness + 4+ + + £ *
genital tissues (HBK 50 mg i. m.) WBC 23100 14700
ESR 68 56
(1g/ml or g) &——— Venous Serum CRP # #
100 0——=—0 Uterine Serum
i ———= Endometrium GOT 15 oo
O——~——0 Myometrium .8
- B~----- Serosa GPT 11 )
O—-—-==0 Cervix uteri BUN 7.3 6.5
O ooy . R
e T ——————a g?,,’j:f’ct Creatinine 0.5 0.4
——— .
.§ —* Ovary Fig. 13 Case No.7. M. O. 31 yrs. 538 kg Endometritis
"E October
s I 7 8 9 10
s
(8]

75mg X2 /day i

i - R 39
X be——————— . B.T. 38+
(c) 37 A‘s

01 1 z 3 i - 36|
Time (hour) 35t
Fig. 11 Case .Nou. 1 K. T23 yrs. 53 kg Endometritis Culture g:i‘:eef“;loi;lm”_(_)
August genes .
? 6 ? ? ? 10 1 Lower abd.painf + + * —
T T T + + i _
Tenderness
WBC 13700 8300
39t: /\/\ ESR 7 12
38 CRP + +
?g) 3= — GOT 4 38
ZEF ’ GPT 30 35
) ) BUN 9.2 9.7
” . E, li Creatinine 0.7 0.7
Culture Ef:el::alis Jocceli _
Chillness o= — — — — — LIS R b U R EF 7 MICy %R Lo
Lower abd. pain + + + £ - - : 2, MEPRES XOBREAEZEMARRE
Tenderness + + + + - Bz Table 1, Fig. 10 i3 X 5, HEROE s
WBC 8600 © 6100 IVOFEBRMEFOWER, ZEAE—HLTED,
ESR 38 62 T 2EEMB @ 2.0 pg/ml X FEEE LT, 0K
“ CRP - + Bd XITH D, 4650 38 HHkicid 0.14~0.15 g/
GOT 18.5 14 | ml & REMEYR Lico P 0.16~1.32 pugfg A%
GPT 16 14 BITL, B4 7 v FRBOIERNTEI L, 4856
BUN 12.6 3.2 25 4MET 0.16~0.36 pg/g %R L, 4B 38 Cidiz
Creatinine . 0.5 0.4 LASBETE D 2T FOMED BRtrhliF+
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Fig. 14 Case No.8, K. A. 21yrs 45 kg Endometritis

Octohn"
10 11 12 13
T 1 T 1 1

39
B.T.
(c) 3‘,’%
. 36l

35+

f -
Culture E.coli E.coli
Lower abd.pain| + + * -
Tenderness + + * -
WBC 9400 4300
ESR 25 30
CRP + #
GOT 13 15
GPT 8 10
BUN 7.5 8.6
Creatinine 0.3 0.3

Fig. 15 Case No.9, K. N. 24 yrs. 48 kg Endometritis

October
10 11 12 13

BR
75mg X 2/day i.m.

- 39
BT. 38
(c) 37
5 36
35+
¢ ¢
Culture E faecalis E.faecalis

Bacillus sp.. E.coli

Lower abd. painj  H

+ x -
Tenderness |. # |+ +
WBC 13300 4900
ESR 20 40
CRP # +
GOT 14 11 o
GPT 11 6
BUN 5.4 5.2
. Creatinine 0.3 0.3
B L UM% R Lico £ OR@%Y Fig.10 I /R L
o
3. PERER
(1) REIBERAR
Table 2,3 RRT ISR, FERRK6AZEMAE

%), FEMBRSK1AFS, FEELRBENL 3 AT,
BRI, EH2HT, KIET DL 106F, HRH8H,

Fig. 16 Cease No.10 A.S. 18yrs. 67 kg{

Endometritis
September
T8 9 10 11
-—T T T
39t
B.T. 38
('C? 37%
36
35+
t t
Culture (-) (=)

Lower abd.painf + + * -~
Tenderness + + = -
WBC 15500 9900
ESR 32 46
CRP # #
GOT 8 © 10
GPT 6 7
BUN 8.3 10.7
Creatinine - 0.3 0.2
Fig.17 Case No.6. K.H. 35yrs. 55.2kg
Adnexitis Ly
September ¥ Octeber

24 25 26 27 28 29 30 1 2

HBK 50mgx2/day i.m] T

BT. gl

(*c) 37
36}
354

[]
E faecalis

}
Group B
S.epidermidis

Culture Streptococcus
Lower abd.
pain| #+ + + + £

Tenderness

Creatinine | 0.3

822 I THRHER 80% THhoto

FERECOWTHR TS E, FERNRAD 6 HI, &
IR 4~6 2 A TREET ¥ iR ATIERFEDIDIZA
BELT, 733V YHA, Atafy—EilOEMNTF
WHBRIER TN, BRHATE MR X DR, TH
B, TEEMSOERSRRLCFERBRLLBNSH
TSERIC, HBK 1E50mg 1 B2E5 A #5146
(Case No.1, Fig.11), 1B 75mg 1 H 2@ 3~5 A
#4554 (Case No.2, Fig.12, No.7, Fig.13, No.8,



Fig. 18 Case No.8 Y.I. 56 yrs. 50 kg Fig.20 Case No.5 M. T. 44 yrs. 35kg
Pyelonephritis, Cystitis Pyelonephritis, Cytitis
August August
10 11 12 13 14 15 16 17 18 19 6
HBK 50mgX2/day i.m. L__HBK T7BmgXZ/day i.m. ]
BT Wb A~ ggt /\/V\'\f\
cc) §§— ’\/'\\/ \_/\N_ (B ) gg \/ 'H—\Vﬂ
i ) f 35F '
S.epid : - _
?;l::: urine em ermidis(10%ml) { i Culture P.acruginosa(10%ml) P.aeruginosa
Miction pain + - Turbid urine | +# . ‘ +
Pyuria +* + Pyuria # +
WBC 8700 7900 WBC 20600 16600
ESR 146 113 ESR 55 . 45
CRP # + CRP i m
GOT 13.5 54 GOT 25 31
GPT 8 2% GPT 17 21
BUN 22.5 23.9 BUN 32.6 35.9
Creatinine 1.9 1.2 Creatinine 0.6 0.9
‘Fig.19 Case No.4. M.T. 44 yrs. 35ke 10 fish, BEAMEEIRETELORXEHIT, 205

Pyelonephritis, Cystitis

July
.811121314151617181920

b T T LA R

[ HBK 75mgXx2~ 3/day i.m. J

,\m,'

Br. 3
S §
35| ) )

Culture (=) P.aeruginosa(10¥ml)
“Turbid urine | + + + + + + + + + +
Pyuria +# #
WBC 12000 6600
ESR 45 60
CRP + +
GOT 20 24
GPT 19 12.5
BUN 35.6 18.0
Creatinine 0.8 0.3

Fig.14, No.9, Fig.15, No.10, Fig.16) © 6 AT, £
PR SR () H B i, FEMH RS X (Case
No.6, Fig.17) X, @x=D X 5%, HBK 1B 50mg,
1H2E6 BMCERNEAL, B TH-To BEE
S %KEERBEK D 3 fl, Case No.3 (Fig.18) %, FEH
fitkT, BRMXDD, BaRBRMEYETEATHS
5, SERBAB Y, RXY S epidermidis H RIS
N, ZF1ES0mg 1 B 286 BHEMHET, BEHEK E
Wk X h A TH-7 Case No. 4 (Fig.19), No.5
(Fig.20) ¥ @—EMAT, 1»ALOMBRT REL L
LOTHY, AT - T AHBESNTHHH, KA 1E 75
mg 18 2~3E, 9~15 5 Th, ERsHEFLET
RebE b &, BRHELHES NI,
(2) HEEFH%E (Table 4

L, BB 40, HBEBRR4 6T, HRERME
206, MY 2H, RE20 BRER2HATHY, HEAR
% 50% THoto

TRESMEIICHB L, Table 2 iR X 5 IcEE
Bl X oD, Gram-positive cocci TiX, E.
faecalis 3 ¥k, S.epidermidis 1#, Group B streptoco-
ccus 1 ¥k, Gram-negative bacillus C % E.coli 3 ¥,
P. aeruginosa 1 ¥, P.pseudoalcaligenes 1 ¥k, fit Ti%
Bacillus sp. 18T, A 78 11 kThh, HAE
WM ik, E.faecalis 3#, E.coli 3k, P.
aeruginosa 1%k, S.epidermidis 1 R 4 @8 ¥ T
BH, BHEEROBYEHT

(3) EifFA ,

EFFEIT L > TbB D7 vA¥—ERP, BR,
SRS & O% 8 HEROBIERIRE » 1o 7, S
WU DR RFRBRER b oo oo REMBRK I,
Case No.3 iz{afité® GOT, GPT fHERN A bhic
2, AfMoSHHENS HRMIEFT - TS (1000
ml), ZOMELEMIATED, EMCIZREEMN
s fc (Table 5),

(4) #%¥8

B EDRERER Y KIET S &, HBK XERARORK
et L, R, MEEMNMRELBDLH, BIfEA
BT ERBDI,

4. ER

HBK R#4Mt¥HEFMOBRELLT I->THL
A Xhi- DKB OHFHAFXETH S,

A%z DKB L@k, 77 »BHE, 77 2REES
CEWHEAR 7 P ARBELTWAR, L LT,
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Table 4 Bacteriological response on isolated organisms

No. of

Bacteriological response

Eradicated

Organisms

| cases | pradicated

Decreased

not clear rate

Unchanged | Replaced

E. coli 2

1

1

S. epidermidis 1 1

'P. aeruginosa 1

Group B
S treptococeus

E. coli )
E. faccalis

E. faecalis )
P. pseudoalcaligencs.

E. faecalis )
Bacillus sp.

Total 8 2

50 %

7 7 &S B ¥ APH(3), AAD(4), AAD
@) $R X > TRELLET T, 1o AAC6-V) 2
BREHF DT, GM, TOB, DKB, AMK, &0
BOo—MbBMWHENZRT L THBY,

HBK ORI - HRtico\ T, I X » T\
FRELNEOh, EEBTELRL, KLB~AOBITR
2EL, 24 FRARPHEERL 60~70% TH %S,

Bt DKB LRA%0283<, BEHEREMEX AMK
CHATEHE, B —REE - EXgb6hTw
Z)”o

ARXZ GO, S, SHEBRORRIECK LT
BRY DD N PEIhBEN, Thboo BHCH
L, 1982 £ 2 A» L 2EMNRKOMELIERE S h,
FREFRLTIebh, TOREN 1983 £ 12 f§, # 31
B R EEREFLSARELAIIMRE, IR vHO v
THE X h, FRESFHEI Y,

bhbhd ZOWMRBEICEBML, ZOYvHSY LD
—BL LCERARMERT 2,3 OBNEF, S
EREBI,

HEH OB OWTER TS L, HBK 0o MIC 4
fdEit, GM icif{, AMK, DKB X hiz @h T\
bo —MEMT I\ TIZ GM OHF BN TV 5§ DA
HBHH, 1A, GM EEEOHB Db H Y, 248
ChBHE, GM IGEVWBEEADRT, = OF [ ik
YRS AREBTHEHBECLRONDLE I A TH
BY, ¥, vVHRIY ATOEKEKTL, NERE
Tt 75% DMEFEFNHEIBOLTEY, 7 /K
B AYERRCBERCR T2 REE CRtEE D Ix
Win K OXERREN D, BHEECHTIHRINS
LTIVbnEEZLNS,

FE ORI, Bk, BABBICOWTRE, Y rFECY
LRSI B TR, B, 30 A~ 1M TY -2 (
CEL, BRERCE UclihRE BLN, TOXENM
T 2B LM UO R TV 5, RePHEHR 6 BEREIARIC
60~70% BT, BRIV i, HAKBTHEO
RUZ EABLOATVL Y, FHABLS HRELL
BRAIORASSEBA~OBTCOWTL, bhbho
FE LTz, 1E 50mg BHET, MEPRED
30~75% Rk OWEN EdHh, MFPREL HEL
TREHB YR LI, 2 b OREITEIRS M 0 MIC
CETANIFLREFRCGEVCBRENBORTED, &G
BFE TR rtoBBI Mg sty mTd0E £L
%,

BRBR T, FERBRE WRBEXOBAHGKES
RBYSE, BIOEEFLCHL, 1@ 50~75mg, 18
2~3 [@, 3~15 ML L, 80% DEKEHE, 50%

DHEEFEMBHRLILD I, & DMBAFEAZEN EL D
i3, E.faecalis BRI LIcz & &, 27— 7L BEOF
EB R RBRESK OEFOBRBERIES - Iotcdd T, FH
o E.faecalis X+ HHBEHNEWC L0 BT
HERTHY, ThovHr o roRBMTCIE, HT~T
VEBREFOMBEHHRN 5% Cholz Lib—
BELTWBZ EMD, 26&L LULRBEREVS T &
T& 5, :

BIfERcoWTiE, v v#Ho 9 A TORH TRRERX
1.0% L4/, BREMREL P, o1 bhbhnd
IREER Lich oo, o7 I REERAEHE
RAROEELX BT DEELDL, . SRR S

5. v L2 :

HLWT I BEARAESE HBK wonwTERA
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ﬂﬂm'c‘&h‘%‘;ﬁm\. LT Oy i,

HEOBR T, RMABRERS ML 8 M 163 ¥ OM
ZHSTE MIC MO -2 TH 3 L79 ABHER
0.2~0.4 pg/ml, 73 AMEMEH 1.6 pg/ml T, S.marces-
cens DAY 25 ugiml TH -1,

HBK 50mg 1 EfE&OFHAME, MBBEMA
WEELRITE L, WIRM & FEBIRMOM I = W B2
F—- L, 0.14~2,0ug/ml 18 & h, MR
0.16~1.32 pug/g MWFT L1,

BRI TIE, FEAML 6 A, TEMRRBLLAN,

WEW s Mmbrse 360, M 10 flic HBK 1@ 50~75
mg, 1 A2~3 @, 3~15 AM&ESFL, 84 (80%) ich
BOERD, 507 MMM RY BT, BIfF AW
Tehratce
X »
:1) HBK: BREN4kA &t
2) % 31 BAXLEREFANELLERE, X
vy al HBK. £%. 1983 4 12 A
3) 31 HEX(EMELLTEELATERSE, FX
vvmyya (2) HBK, &R Chemotherapy
32 : 256~260, 1984

FUNDAMENTAL AND CLINICAL EVALUATION OF
HBK (i.m.) IN THD FIELD OF OBSTETRICS AND GYNECOLOGY

NankuN Cro, Hisao Mivasuita, Keur IcHikawa

Taxasu1 Hosokawa, Yoicur Yokoo and Masayukr FunaTsu
Department of Obstetrics & Gynecology, School of Medicine, Showa University

Kanco FukunaGa

Department of Obstetrics & Gynecology Ohira Hospital

Katsuak: Kunn

Department of Obstetrics & Gynecology Kunii Hospital

HBK, a new aminoglycoside antibiotic, was evaluated in antibacterial activity, pharmacokinetics and
clinical efficacy in obstetrical and gynecological infections, and the following results were obtained
The antibacterial activity of HBK against 8 species, 163 strains of clinical isolates were measured.
The peak value of MIC distribution were 0.2-0.4 yg/m] against gram-positive cocci and 1.6 ug/ml a-

gainst gram-negative bacilli except S.marcescens with 25 ug/ml.

The MIC distribution were similar

with GM and more sensitive than that of DKB and AMK.
Concentrations in serum and pelvic organ tissues such as uterus and adnexa were determined follow-

ing intramuscular injection of 50 mg.

Penetration of HBK in venous serum and uterine arteriak

serum found to be good and same with the level of 0.14-2.0 ug/m!/ were distributed. The levels in

pelvic organ tissues ranged from 0.16 to 1.32 ug/g.

HBK was given to 6 cases of Endometritis, 1 case of Adenxitis and 3 cases of Pyelonephritis with

.a dose of 50-75 mg, 2-3 times daily and duration of 3-15 days.

Clinical efficacy of 80%, and bac-

teriological response of 50% were obtained. No side effect was observed.



