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ROTFLIPETRVEERDHDOT, BERYER
L, ERCEBTHRROFEL LD D,

koK X 5 MIC DRIERERIL, Streptococcus
haemolyticus 6 kD MIC % 6.21~25mcg/ml, Staphy-
lococcus epidermidis T k& Staph. aureus 50 £fi3 4
T =3.12mcg/ml THbH, &<k 0.2~1.56mcg/ml

W 86% HHHY4 Ut Klebsiella pneumomiae 50 ¥EiZ,.
FDKEH 0.4~6.25meg/ml HAHL, WOIF .
E. coli 3 0.78~25mcg/ml ‘G, 0.78~6.25mcg/ml
1T 84% M LI

Pseudomonas aeruginosa 52 FRit4 T 12.5mcg/ml
DRIFAEZWSMEZEL, £D5b, <3.12mcg/ml
B 90% TH b, Proteus-group 13 Escherichia i3E
SENRSE A I L b Tedt, Trichomonas vaginalis 3.4
T >100mcg/ml T (Table 1),

WE, FEMBEOMA L OREMS AL LE TS &,
Fig. 1~3 0 L&D TH %, Tirbd, RIBEOKZH:
Sk Rt ©4& % &, DKB>GM>CL>CBPC=

Fig. 1 Accumulative distribution of susceptibility
of clinically isolated strains of Pseudomonas

aeruginosa to antibiotics.
Isolated in 1972-52 strains
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Table 1 Distribution of susceptibility of recently isolated strains of bacteria to DKB.

Strains MIC (mcg/ml)
tested 1<0.05 0.1 | 0.2 | 0.4]0.78|1.56/3.12|6.25]12.5| 25 | 50 | 100 | >100
Streptococcus haemolyticus 6 1 4 1
Staphylococcus albus 7 4 3
Staphylococcus aureus 50 1 3 7| 13| 15 8 3
Klebsiella pneumoniae 50 2| 13| 19| 10 5 1
Escherichia coli 100 6| 21| 36| 27 9 1
Pseudomonas aeruginosa 52 5| 16| 15 9 5 2
Proteus-gr. Indole(+) 11 2 6 3
Proteus-gr. Indole(—) 13 5 4 4
Trichomonas vaginalis 3 3
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Fig. 2 Distribution of susceptibility of clinical
isolated strains of E. coli to various ami-

noglycosides.
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iFig. 3 Distribution of suceptibility of clinically
isolated strains of Pneumobacilli to various

aminoglycosides.
%
60
—
mi -——- :KM
301
20F
/
10r /
0 I L / 1 L L i L M
<0.1. 0.2 0.4 0.78 1.56 3.12 6.25 12.5 25 50 100 >100
meg/ml

Fig. 4 Correlogram of susceptibility of
pathogenic Staphylococcus between
DKB and GM.
(50 clinically isolated strains)
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Fig. 5 Correlogram of susceptibility of
Pneumobacillus between DKB and ..
GM. (50 clinically isolated strains)
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Fig. 6 Correlogram of susceptibility of
E. coli between DKB and GM.
(100 clinically isolated strains)
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Fig. 7 Correlogram of susceptibility of
Pseudomonas aeruginosa between
DKB and GM.

(52 clinically isolated strains)
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Table 2 Blood concentrations of DKB. healthy women: 4 cases. cross over exp.
Cases tested Dosage Blood concentrations (mcg/ml)
Case No. | Age (yr) Sex BOdSEk"Sight (meg) 0.5 1 2 4 6 hr
1| 1 | F 50 | g0 | 81 | &7 | z1 | o5 | tee
2 | & | ¥ 5 | i00 | &5 | 58 | 87 | 00 | trae
3 19 F 52.0 w0 | io | B3 | za | 0T | ine
¢ | = | r | osms | 50| §3 | 71| o | 1o | T
Average .6 | 100 | 50 | 55 | 33 | To | tree

Table 3 Urinary excretion of DKB after
intramuscular injection. DKB 50
mg I.M., 3 healthy volunteers.

Cases tested Urinary excretion Urinary
Body recovery
Case |Age ;
No. |y Sex W?ll(%l’)lt 0~2 | 2~4 | 4~8 | (%)
1 |19| F | 54.0 |19.0,18.2| 3.7 | 81.8
2 |21| F | 485 |13.6|12.5| 1.9| 56.0
3 |19| F | 52.0 |18.5|11.4| 4.2 | 48.0
Average 51.5 {17.0|14.0| 3.3 | 61.9
a) IARE

BERFA 46 (4 19~22 F, fh&HE 48.5~54.0
kg) iwo%, DKB 50mg, 100mg ##;3 L, Cross over
test 12X VBER L,

5. 0.5 B¥fSC1x, DKB 50, 100mg ¢ 3.2, 5.0
Peak level = p7-% 1 E:ffE 3.1, 5.8mcg/
ml Lied, DIBEOMmMPREGET LILD, 2BRE
1.8, 3.2mcg/ml, 4 F:ffE 0.5, 1.0mcg/ml ¢, 6
FERMEIZEERA T & Tnds oo,

ZOWHPBEOHEEOFTHET DKB 118 5 51 Dose
response %7~ Lo

b) Rk

BIELOERRAD 5B 3 FDRFHEZHE L& =
5, 50mg FERaTi 0~2 BERR 17.0mg, 2~4 B
FR 14.0mg, 4~8 FfIR 3.3mg THH, Fox X
{ ZORPEILERIL 61.9% &isb,

(B) BB H4RRE

RE IOKFEL A, DKB ORRRAIBITEER L,

ERRC BT 5 MAPREY, #5 1ERE R IRmE
BEMmD 1/4~1/6 THYH, 2B:RME 1/3~1/5, 4 B[
HI3F 1/2 T, 6BERMEIZFZEITEVZ LD,

mcg/ml,

Table 4 Transference of DKB to fetus in
pregnant animals

a) Blood concentrations in pregnant dogs

Blood concentrations

DKB 10 mg/kg i.m. (mcg/ml)

1| 2 ] 4 ’ 6 (hr.)
Mother 14.8 [ 21.0| 3.0 1.0

No. 1
Fetus 2.4| 3.9 1.4 0.8
Mother 15.3 [ 17.6 | 2.2 0.9

No. 2
Fetus 3.5| 5.0| 1.1| trace

b) Distribution in organs of pregnant rabbits

Distribution in organs
DKB 20 mg/kg i.m. (meg/g)

Mother Fetus
Serum* 19.2 5.1
Kidney 52.0 16.5
Urine* 1780.0 580.0
Liver 0 0
Lung 2.6 1.2
Brain 0 0
Uterus 1.0
Amniotic fluid* 47.0

* in mcg/ml

ERRRCKIT2BBAS A2 R 5 2B HETAS
&, RIEESACEEHARC S b _ilnPBE I G
LcBiTo 4 LD BN 5 2vbh b h, FKpEE
IR D Eh T,

Im. m = #

BRI A ¢ 5 Hic DKB 50mg 3°>1H 2, 10 B
MBS LT EDOME Y ER L,

RFMRTIEIL OREXEZ RDleit, #5 1,
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Fig. 8 Serum levels of DKB after intramuscular

injection. Average values in 4 healthy
volunteers.
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Fig. 9 Urinary excretion of DKB after
intramuscular injection (50 mg).
Average values in 3 healthy volun-

teers.
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2 HEARPBLUOhEER 16lich Ldlc, LirL, &t
BEC LY ZOoBCIIBREERERET, ¥, chil
AT VA —RiEx S D, [ALORIERY BB L
fehsotz,

Wl 5, BHRIHIC BT B ERRRA % il Loy,
Mm¥EHRE (Het, Hb, FRmBk¥, BmBE, mhK, B
mEkER), mEs (Zag, Al-P, GOT, GPT,
BUN, #=a2vAx5Fwe—n, %, Na, K, Cl), R (EH,
W, vevy s —Fv, L) k10 PSP REDKE
Tit, £EPBIROREANR LIEEOBEDR I
LEED, EHRET I BEELII DR,

IV. B K &R #&

B AFI SR 31 5 A RRYE : 15 6ic DKB % 1
H 100~150mg 3> 4~8 ARIHHEL T, FDEKL)
REIVEIEALER L

BREEL T, BRIE»S E. coli(MIC 6.25mcg/
ml) 3 Xt Pseudomonas vaginalis (1.56mcg/ml) %
L, DKB 100mg ik 6 HiElw X b, Fa#k 38.7°C

RESEMRL, ¥, EFTERARRTIFARSC X
YHALLTBEHGRYE L, AL,
aer. (MIC 3.12mcg/ml) %438 LIS BIBED 1 61
1%, F# 100mg 4 ARBECb0rbbT, FH#H T
BRI Lo

SHFHREMS (E. coli 3.12mcg/ml), &~EEH
HAtPEREDE S (E. coli 3.12~12.5mcg/ml 4 ], Kle-
bsiella pneumoniae 3.12mcg/ml 14]) itk < &%
L, 100mg 5 BREGHHET, AH46, PLEH1IHT
@‘97‘:0

o X<, ERARRISECK 3% DKB Ofbes
ERRE, 15 Bk, B 10 6, KL 14, &%3
B, TFE1H LB (Table 5),

BIfFA & LT, RFE%L 3HcHEdion, Rk E
7 i3 inds ot

V. & N v

DKB DERIEAE LETORF % TRokt 25,
RO % 2 7

1. ERIRSHEL 7= 292 B> DKB RZHAMERE L
Jck =B, TSt Broad spectrum antibiotics & L
TTH 8 MIC #/R1L, T EIRIEBE 52 Hicizs<
<12.5mecg/ml TH5, FHI GM i2FEM Uit
BIEHEZRTEELLR S,

2. AIiiEEiE, 50, 100mg f55:HF 3.1, 5.5mcg/
ml © Peak level 7z, FDRFHkHT 61.9% ©
H5o

FERMBFERTRELD 1/6~1/3 THD, KED
FR IR AIRE b AP IRE IS el Uz,

3. AMAME, 50mgXx2X10 BEMET, REL
UChEx 1flic R LDt BIFEEL b5,

4. ERAFRYIE 15 S5 Lice 2 h, 71.4%
CREBHE LR LD, 3CRRIREFRLY.

KX DOAEX, B 47 £ 11 BllaTdicsd 55
19 HAERLFEREFQRARLITREY vE L vaT
%ﬁb?‘Co

Pseudomonas

2 £ X #

1) UMEZAWA, H. et al.: 3/, 4’-Dideoxykanamy-
cin B active against kanamycin-resistant E,
coli and Ps. aeruginosa. J. Antibiotics 24,
485, 1971.

2) %19 BERCEREFSHEALTTRSE HE
v v#®rYva : DKB(3/,4’-Dideoxykanamycin
B) , Chemotherapy 21, 597, 1973.
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STUDIES ON DKB

Kanjg1 Seica, Masao MiNnacawa
Clinic of Obstetrics and Cynecology, Kobe Central Hospital
Kuniniko Yamajr and Yoko Suciyama
Kinki Mothers and Children Infections Center

Some investigations were made on the clinical application of DKB, and the results were obtained as
follows.

1. The distribution of DKB sensitivity was measured on 292 strains isolated from clinical materials,
and the sharp MIC was demonstrated as an excellent broad spectrum antibiotic, especially 52 strains
of Pseudomonas aeruginosa exhibiting all <12.5mcg/ml. DKB may be expected to exhibit a similar
antibacterial action to that of gentamicin.

2. As for the human blood concentration, the peak levels of 3.1 and 5.5mcg/ml were obtained
respectively when 50 or 100 mg of DKB were injected intramuscularly, and the exeretion rate in urine
was 61.5%,.

The transfer of DKB to fetus was 1/6~1/3 of mother’s blood in dogs, and the DKB concentration
in fetus organs paralleled nearly with its blood concentration in rabbits.

3. The tolerance of DKB in human would be good, as there observed only 1 case of lip numbness
after the drug was injected intramuscularly at a daily dose of 50 mg twice for 10 days.

4. DKB was administered clinically to 15 cases of infections in the field of obstetrics and gyneco-
logy, and a treatment significance was noticed at 71.49;. Three cases complained of local pain with
the drug.



