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3/, 4/-Dideoxykanamycin B i3 % EB XN

A BFRE

e B OG- B BT

KBRF-BAEH
EERFEFMEREEHE

I L & 2

Kanamycin o RIEMLBF -2 R L T, HREH
RXhi 3,4-dideoxykanamycin B® 13 IS E LMt
BHed A Thh, bk Gram BiEE Gram &
Heltd A REbwtHCC LRAFESRT
Who

WolEs, FoERBERA~BWEYCOWT, LDy ix~<
v A 496.8 mg/kg (im), 612.0mg/kg (ip) ¥ X O
83.5 mg/kg (iv) T% b, kanamycin % aminodeoxy-
kanamycin 72X X ) R PNEWETH D, EKEEH
EDOWTIEPMELR IV BEZI RT3,

F. ¥ %1% dideoxykanamycin B AF0# 4B
T, TO—KRFEBEHLRFL, T CrHE L /o amino-
glycoside R[4 W& -kanamycin®® 7z & K L 7o

REEME LS URBREE

1. B : h&E 20g RO 7= H =1 (E
B 7 A~8 ), AE 2kg RiROBEHENE Y FF,
fhE 300~700 g DfEFHMELEY b, AE 200g §
Ho wistar REBHEMET » b i DOWCHAE 200 g Fi
DIFER LOEE 250g AIEDOIEIR (20 H) Fv b &
)?Ig'v‘f»:o

2. ¥y« 3/,4’-dideoxykanamycin B (DKB)
(BB¥RBUE), atropine sulfate (atropine) (BEE{LR),
histamine dihydrochloride (histamine) (F1J&Hfis),
acetylcholine chloride (Ach) (&—HI#),
chloride (BaCly) (5 Ht#l #) ¥ X 0 pentobarbital
soduim (K HARIE) % Lh FhECHEXRERICERE
LCERICA V7,

7sis, DKB WX¥MEER 24 Wefl% 58 Licd OB
eavDoico

3. DI DOWTOERRL, B =ALETIIES
SEERLORHEEEL Ty M OEEATIX MAGNUS #
kb 95% 0, 5% CO, B A% % BELIRE 30C
TYRODE HHICREL, ThErho HENRER» B kic
Il 2ER v HFLERIREERC Licsiv, v
FFEWACEE LRGSR & e ol Bic RR2 B L
Too BMMIEHIRS DS L, TOIWEEX 1ml %
BAiRWL O Lico EYHEAEE?S 10 FETOL
B (IFH) »HAXEEROET2HVCREERK e

barium

Wi, EYERMNOTh & B L,

4. WHYIFFRBIVELEY FEFCTOWTDOER
X, vHEFRBIVOEA Ty PRRMBFEEE, BELE
BHEMEONER 2R, BA%A% TYRODE R TH
B (v FOBE), KBCHEFELLLDROWT, B
CEEAED/NER % MAGNUS B X b BEDES) ¥ /o1
HRE L B BT SR,

5. MR DOWTOERIL, FHEHy+FERMEER
% KRAWKOW-PISSEMSKI (1 X b, BEREKD 14/
WHEEZRIE Lico BYIBRCEA L= —V
W= A EPRGARIOERZ ML o X S ER Lieas
5, 0.5ml #FEAL, EHEEIEAROLZHTER
Lico &R vy ¥FEEMEEREL SOUDI 0FE
Lichw, BiIH=32 ) —ATREL TV Y HFO
JEE 3y 0. 1ml #REANESL, EE7~10mm O
ERlED, TOEEKCH L LD 37°C KiBicH TR
7= 1% trypan blue A © 4.0ml/kg B &Ik OIS
L, EZEHoaRERFAREE XV 30 FHROGBRE
BREXBZEL, HEEHOEEC Lk, YR
BREZHRBETER LI,

6. HELEy PEEHCOWTOERRT, #HRL
ELEY POEKERRE L, RINGER B THEF U
%, £SOHRETESZRETRE, B 1~2mm
TECERTHIMT L, 7~8 BEOBE A TH 4 Ric o ¥,
S[EREHEALIED, MAGNUS (R X D ZOH R E
frg s X i e R el

7. FHZy P FEROWTORRIZ, BRBEET v
FERIMERTS v P BB S, FERREHL
RINGER-LOCKE ¥ HFICANKELHREL, BREXT
D/ (1~2cm) % MAGNUS 3R X b =0 HE)ES) %
ﬁ*ﬁ.’:ﬁpc?&‘g‘ag%f\:o

8. UHFMER X UMFRIZOWTOERL, FHiEC
LIChAWIREBIIRES X Ok 2 K Bic it e, %
WIKBEBRGO I =~ VEBLUTERAL, BAEY
B 0.5ml/kg & Lo 7c ¥ 79 FIL pentobarbital
30mg/kg (iv) THE:L,

9. HMHEMTZ v b OFE, KERIORIEREHE
WELSOCCEHRCOWTE, Ty P ¥BRYyr —OH
ThHbrLd 3~4 HE A F #, DKB 25, 50 X or
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wmm&g%@ﬂl@?ﬁﬁ%%&?m&%L§9%E
DRIER LOR (BR) oBRRIEH—EORICIT
Vv, FARCEGHOHBERCDOWTANIIVERTF 4w 7
Ay AT 4w 2A (Ames ff) IO ve<vy b
“u” (EH%ERBERL) ZAVC H, S FyE, EH
B, B, ¥ VEBIOYRYY) S —FvERERFR
WE Uiz ERULERE 200~500 fHCFHFRLT
KIEKERT (B FPF-ID % BAWT, Na KIUKDRE
&%@U% Lto
= B K &

1. DECRIESTEE

WHY =AOE, BHEEATY FODERBICYFEDL
ENCRT%5 DKB 0E&eHE Ui,

a. D=L
[ DKB 1077~1073g/ml RINGER % @m0 E b =1
DO HERER) (RIER X OHEIED) 1%, Figl wld
T X 5w 10%g/ml B I OLhTOBERERFTIE,
BEREBNCIE LA LB B B2 InhhDlc, 5X10™g/ml
BIOThH LOREHAF TR, HRERECIZFLHA
LUCIRIBIZIRA Licay, HEuciziz e A 8B AR S
niehyDh, TO X 5 IcfEFIL RINGER K% BYET
% LEROBITERE L,

Atropine 107%g/ml FijfLE %%, DKB 5x107%g/ml 3

A, Fig.2 w LT X 5CREORI AL N,
DKB BtDB&LIZEALR—BEThH O,

b. HHErEy M LE :

DKB 1077~5x 105g/ml TYRODE ¥ 34 F R OfgH = v
Ty FOFE O BEES (Rigk X0HWMEZF) 2, Fig3
T LT X5 2X107%/ml %8 X OV FER LT R ER A
BT EEEENC 12 & A EEE R 5L DT, 5X 1078
g/ml B G IRIE OB ERA 5353 b s, HBhac
g A BT T, & D X 5 TefER L TYRODE
eSS &L EE L,

c. v¥FLEX

DKB 1~100 mg/kg AR v +F LB (T75EH)
1%, Fig.d w13 X5 10mg/kg 3 X O FRLTFD
EHAM T R-R R, £HER X OBl
by, 20mg/kg 3 A 61T 2.5%, 50mglkg
# X0t 100 mg/kg Tk 10% R-R BIfRAER L, Lic
B TOLRETED Lo

DX 5 e DIBOWIL 1~2 5% Peak & LTH
b, 4~6 SEICIEEE Lz, F OB eHe
(AT ENY WIS Neh

ko X 5 DKB 3O (B =1, T Ev )
xR Lo HERESH A IHIL, vy FOLERCIRERRD
fEmatbinics, ZOX 5B L C—8%TH

Fig.1 Effect of dideoxykanamycin B on the isolated heart of the frog

30sec.

o
i
T

g /ml g/ml

107* R.

5%10 ° R. 1072 R.

mg/ml g;ml

Fig.2 Effect of dideoxykanamycin B on the isolated heart
of the frog (pretreated with atropine)

60sec.

5X107*g/ml R.

5X10™%s/ml R.
(atropine)
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Fig.3 Effect of dideoxykanamycin B on the isolated atrium of the guinea-pig

10sec.

2X107%/ml

10sec.

5X107%g/ml

Fig.4 Effect of dideoxykanamycin B on ECG
of the rabbit

before after 3min.
pulse 195.1 pulse 200.0 ~ ° pulse 201.2
.J], J'NI[,, I IOm;g/km fotlelpa) RS O
\ |
209.8 199.0 195.1
fepriarrir20melkeisagadnia  saaaelay
199.9 198.9 130.5
]
5 |
e r:)(Jr;:g/kg WA 3 ?‘Nﬁ,\‘(«#_\
[ ]
25mm /sec
D, W2iE 5, atropine I X DEEH IR Dr,

2. BECRETRE

BHY B IOELE Y b IJ‘E kxﬁ*% DKB p#
BB 1, 2 B L opREER YRR Ui

a. H{ER

i. BHyyFBY

DKB 10-8~10-3g/m] TYRODE ¥ 4 Fiis s v 32
BEOHEES (RiERLOHER) & Figsrly
T X o, 107%g/ml 6 L ORI T ORESE RO CIE
BREENCIZ L A E R Y B2 T2y, 107%g/ml F A 41
TIRIRENED T 2B EL H Ol ZX10Mg/ml XY

+
T.

Zhbl EOBE#EH O CIBEITIE A LR
B LT, BIBECIEEAEE(EL bR,
ok 5 7cfEfi: TYRODE ¥C T 5 L BREOBE
EIE Ui,

ii. FEHeLEy M BY

DKB 1078~2%1073g/ml TYRODE ¥l OREH =
NEy EEOHEEL, Figb Lot i, Wi
hOBREERFITHIGE A EFEL 52 ol

b. 1, 2 L oPtRAER

DKB & Ach % X ¢ histamine (&rEw M BE®) 7o
LUz BaCly (v FBE) & OBRERLEHE L,

Fig.7 w Lo+ X 51, Ach 5X10710~1078g/ml
X 5BEOHREEERERE, Ach 5X10%/ml o
fEfIiL DKB 107%g/ml BiALEIC X » {58 U723, Ach
1079 /m]l Tk BEER L A—RBETH DI, D&
@ Ach 1078g/ml O {EFE % DKB 5Xx10™*g/ml OFijiLE
12X D ES Lico

Fig.8 Ic L¥$ X 51c, histamine 10-7g/ml DR D
FFEE LA EEIE DKB 10~%g/ml o §iLER XoT &
SEEE S T ol

Fig.91c L®$ X 51c, BaCl, 1075 35 X U8 5X 10~%g/ml
X ABEEOHRELAFAE, DKB 5x10™g/ml o
FIBR Lo TeL HETEh, bTfhrribhics

E et

LED X 5, BKB iXiEH v F B s LT AE
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Fig.5 Effect of dideoxykanamycin B on the isolated intestine of the rabbit

T

4 { P
10°° .-}" 107 T, 2><*10'4 T. 5X10* T. 1072 T.
g/ml g/ml ; g/ml g/ml g/ml

Fig.6 Effect of dideoxykanamycin B on the isolated intestine of the guinea-pig

f f ! b e '
107 T. 107 T. 10°° T. 2X1073 T.
g/ml g/ml g/ml , g/ml

Fig.7 Effect of dideoxykanamycin B on the isolated intestine of the guinea-pig
(combination with acetylcholine)

Ach 10~ Ach Ach 5x10¢ Ach ACE]S 107" Ach
5X107° g/ml,  5X107% 107 g/mp 107 107 g/m1 10
g/ml g/ml g/ml g/ml g/m g/ml
Fig.8 Effect of dideoxykanamycin B on the SEEAIIEI LS, e rey PBEECRLTCREE

isolated intestine of the guinea-pig

A ERE R B L T h Dt
(combination with histamine)

DER Ach ¥} X0 BaCly, ofpBIes LC, HEHifER
% L L7z, histamine & OIIMBEIEREALR
VI (S

3. MECRIETRE

HWH Y FHROEERERS L Oy ¥ HENEER
¥ Rig3 DKB B8 a i Lo

a. BH vy FEROEERE

DKB 10"~ 10"1g/ml. LOCKE Y&l o Mg

60sec.

H* t ? 10L I+{ist ? (140 1, Fig.10 LT X 5 i ni-43 fE/ae
st. A ’
1877 g/ml 1077 FFL, 1077~1074g/ml FFA 0TI 43 /5 CELR <,

g/ml g/ml 1073g/ml-0.5 /4y, 1072g/ml-1.5 ¥&§/5r% L o8 1071g/
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Fig.9.

Effect of dideoxy-kanamycin B on the isolated intestine of the rabbit

- (combination with -barium chloride) . .

boro

BaCl; T. 5X10™ BaCl, T. BacCl, T. 5X10~* BaCcl, T-
1078 g/ml 1075 5X10°° g/ml 5X107°
g/ml g/ml g/ml g/ml
Fig.10. Effect of dideoxykanamycin B on rabbit ear vessels Fig.11. Effect of dideoxykanamycin
Co L. : 1074g/ml X == 1 1073g/ml . . B on permeability of rabbit
A-=A : 10~%g/ml . O--0 : 1071g/ml Skil’l‘ vessels
o ’ ) ) +HT
50 5 Histamine
4 /R\ - 10ng
FAERN oy
40 é 3 g o\\ E ,
- £ 2 // o--N . 2 T Ach Imcg
£ - £ FASGUPLN ~~o. by g-—=--a-—=-a1000mcg
3071 & lo410o 10 P /A NN P £ - 100meg
B Ok L Nt ek mxe i S& 3 T =
& B ekt a 1& 10meg
20 -5 0 2 4‘1 (|5 1I0min | 7 | ‘LOCke
01234 10 20 30min.

ml-4.5 /5 &, ThZhEgin Uic, T DR OERE ORE
IR, Fig 101 L3 X 51, 1~2 5% Peak
ELTHML, BEoEBE L SEEL, 3~10 4%
CALEEBEIE L,

b. UV F EEMEEENME

DKB 1~1,000 mcg LOCKE ¥ FR s 0D (6 235 B %,
WAL L€ LOCKE &, X 5z histamine 10 mcg ¥ L
" Ach Imeg D FZR EHR L, Fig Ll iz Ld$X 5
2, FERBIMEEIIY GRS X 0 DKB 1~10 meg 74H
FICLL 5 4% X 0 100~1, 000 meg 3 F B CiX 3 5 Th
D, WTEROBEALTL FERR ARG & F—E
B, R kb EARAR DRI, 2FK 30 HHD
BFEFEEE L 1~10meg HHFICERRIBRET & R — 25
THY, 100meg X8 1,000meg BRI CIIEHE
CIRE FI L0 8 EER Bl ) Sk &m0,
Ach XD bIBRETH DI, kR, BBREE S
RO EE/ER L, histamine k94 Ach ©Fhic
R LT,

BlED & 5 DKB i EERE Ll ¢, =

—— time

DX 5 IefERI—BEETH Ol DER ¥ fEme
FBE R BIETTHE Lico

4. WHHELEY FEEHCREFTERE

DKB 10-7~2x 10~4g/m1 RINGER W3 FARS DR H = 1
Ty FMREHOHEER, Fig 12w LT s, 10t
g/ml B IOCThUTOREBRAG TR, HEECEE
A EREERE LI 0H, 2x1074g/ml B GCIIE RE
LR RE L, RINGER T2 & R A [BE Uiz,
LED X5k DKB it =r ey FSEGICRL,
HREEETHRIR,

5. #HT v FFEICRIETHE

DKB 1078~104g/m| RINGER-LOCKE ¥ FIis D 3¢ 1T
Z v P OEEER (RiER XU EE) 1k, Fig13
LT X 51, 1075g/ml 5 X O F R L T OEE EH 6T
T HEREBRCHE Y B Tov,

WoiE S, 107%g/ml FHAICTRHRECZHA AR S
A bR A, BEEEE L.

DOEERT v P FEOHTESICH L, Fig.14 iz
LT X5, 107%/ml 8 I O0F U T OBESHFT
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Fig.12 Effect of dideoxykanamycin B on the isolated trachea of the guinea-pig

305ec.m SR : Ll

? .
107%¢/ml R 10~*g/ml R 2X10™"g/ml li{ R

Fig. 13  Effect of dideoxykanamycin B on the isolated uterus of the rat

30sec.

10%/ml R—L 10g/ml R—L

Fig.14 Effect of dideoxykanamycin B on the isolated uterus of the rat (pregnancy)

60sec. RRNRNY ]

107°%g/m1 R—-L 10%¢/m1 R-—-L 107%¢/ml R—L

Fig.15 Effect of dideoxykanamycin B on the blood pressure and respiration of the rabbit

respiration

120

blood pressure 100
80

mmHg

30sec.
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B EEESHCEE YL v, 1079~1074g/ml 3
FITRIRIBOHERE LOHBEENTHE Lico 2D X 57
{EM 1L RINGER-LOCKE W5 -C¥ElE3 5 & B OB m1E
Lo

BlEo X 51, DKBIXIEER I OERTFERR L, H
EREEhZ I Lo '

6. THFMES LIUPRICRIFETHE

a. WH{ER '

Pentobarbital 30 mg/kg THER LA v ¥ ¥ O KIEEH
Mz DKB 0.2~10.0 mg/kg % @A Lic RO MED
&Y, Fig.15~16 w L +L 51, 0.2~1.0mg/kg
HAGACIIEEIAD WA, 2.0mg/kg-4.5mmHg,
5.0 mg/kg-9.5 mmHg % X 0" 10. 0 mg/kg-15. 0 mmHg
LERFENTEE L. 20X 5 inlED PR 5~12 4
B EE Lo

WolE 5, RROMEREIT 0.2~10.0 mg/kg A FT
12 & A EBILITRS it kot

b. Atropine FALE IS X OV HIRE 2 i LI

Atropine 2mg/kg % KRR HEA LT fiE —
E&igoic#, DKB 10mg/kg #*FHAT5&, Figl7
LT X3 mED TR 12.7 mmHg Th D, SR
Fo 15.0 mmig 1w B3, LR TREDOEND N0
B, BIER—RBETH O, DEWCHIKEME 2T

Fig.16 Effect of dideoxykanamycin B on the

blood pressure of the rabbit

Fig.18 Effect of dideoxykanamycin B on the
blood pressure and respiration of the
rabbit (vagotomy) ' :

4
10mg /kg

LTER—E L o>/ 8, DKB 10mg/kg »3 H3
%&, Fig1l8 wLdTX 5 ik 8.0 mmHg F &
L, WBE SREBEETIEA 52, METFTEOEILR

DLl 723,
o

PDEDX 5w, DEKB X v+ ¥ o Ifi F% TR,
atropine OE{ALE [ ] 2K 7 HE UM X b IE TR
TERRESBE OEAN A bR, MRICH L Tiied e
iy ot

7. THEEREALET Y FOKE, RE, RBE

BHEHES LURFARE

DKB 25~100mg/kg ###E 7 HE (KF) #A L
BoDZ v+ OEEEMER, WBH-15.92 L, 2.5
mg/kg FARE-16.3g TIRIFA—BETH DL, 50
mg/kg WHEEE-8.4g H X0 100mg/kg WHAE-2.7g
ThY, BEBCISHALCHEE B MOEIEL L

WIFhOBEES 5~10 SBIIZEE L

Teo LAAU7RASh, BWMMARI XD bR 35 ke s

Fig.17 Effect of dideoxykanamycin B on the blood pressure and respiration

© mmHg

2 0

2]

(5]

2

- —10

[=

2 :

ﬁ.— L I L I l‘ ;

1 200.2 0.5 1.0 2.0 5.0 10.0

— dose mg/kg
of the rabbit (pretreated with atropine)

respiration

’ 120
blood pressure IOOE

80
mmHg [

30sec.

}
10mg /kg

atropine 10mg/kg
2mg /kg
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Dt 7e¥s, DKB # 5 R HITEIKREIE L,

FOBEORER XU RPERERERX, Table 112
LT X5, REX DKB #55i-7.88~13. 17ml/day
TR L, NHEE-11.0~15.0ml/day, 25mg/kg 5 RE-
7.0~11.5ml/day, 50mg/kg & FIRE-10.5~18. 2ml/day
B IO 100 mg/kg HHARE-11.1~19.8 ml/day TH b,
BEEORERAIALRT, L LAMEMAL 5~7 B
ﬁﬁﬁf& B}'Lfio

R Na SEB 3 A IRBE T 1. 468~1. 692 mEq/day
ThHY, 25mg/kg FHHATIXHEHET-0.960 mEq/day
L, 1.272~1.668 mEq/day, 50 mg/kg ®fARE CI%
A Hi-1. 2568 mEq/day & xf L 1.266~1.589 mEq/day,
B X 100 mg/kg FHEETIE # A Bi-1. 624 mEq/day
L 1.191~1. 655 mEq/day <¢% b, 100 mg/kg &
ABTHEA 1~3 HRCBEOHI HA LRIz &
A ERTBEE L R—ETH o,

R K EEt B BEEc1 2. 206~2. 880mEq/day ¢

%L 2.106~2.791 mEq/day, 50 mg/kg #HE: CITE
Fi#i-2. 371 mEq/day X} LU 2.185~2. 559 mEq/day, ¥
X0t 100 mg/kg AR CIX G ET-2. 938 mEq/day 1=
%L 2.105~2. 689 mEq/day T b, 100 mg/kg
FECIRKEERELRHA Lichs, EHEEhEBIIR4
[alff Lico

PR OPTRIX Table 2 12 L3 X 51, pH TR
PEC 6.5~7.5 ©if L, DKB BHEETIT 6.0~6.7, &
FUE TN E#E-15~20 mg/dl 3 L DKB 3 i #-15~
47 mg/dl, ¥ b vEERWTh EE~ER, b0
FyBRBIOYRrE) ) —F At wThd B T Ho
o

L7choT, pH ot Rcid @i L DKB g#fmnt
& DECIXZEZ A DRI DT,

WoIlE 5, #mKIGI: DKB 25~100 mg/kg % F 2%
THBNBHES DO, FHER IOEHE O
XBEMEIT A D DT,

HY, 25mg/kg FHAFTIXHAN-2. 120 mEq/day 1= HEoD X 512, DKB25~100mg/kg 7 H#f#EH 7
Table 1. Urinary excretion of electrolytes in the rat applied subcutaneously
dideoxykanamycin B once a day for 7 days
Dose maximum level*
before e after
(mg/kg) decrease increase
| 0 | 124092 14 (D) 3.1 (5) 12.4
| 25 ! 7.88+0.72 0.88 (4 3.6 8.8
Volume (ml) | } 88 @ 2 (D)
| 50 11.0+0.98 0.5 (4) 7.2 (6) 14.9
‘ 100 13.17+0.85 2.07 (3) 6.63 (6) 13.3
t 0 1. 468+0. 0923 - 0.224(6) 1.497
| 25 0.960+0. 1345 — 0.708(7 1.349
Sodium (mEgq/day) “ ™
1 50 1.258+0. 1651 e 0.331(6) 1. 464
‘ 100 1.624+0.1188 0.433(3) 0.031(7) 1. 505
‘ 0 2.731+0.1788 0.525(7) 0. 149(5) 2.390
Potassium [ 25 2.120+0. 2677 0.014(5) 0.671(7) 2.272
(mEq/day) | 50 2.371+0. 1576 0. 186 (5) 0.188(2) 2.363
\t 100 2.938+0. 1054 0.833(5) — 2.165

* Maximum decrease levels and maximum increase levels are indicated during the drug
administration, as well as the then applied times in parenthesis.

Table 2. Urinary findings of the rat applied subcutaneously 100 mg/kg of
dideoxykanamycin B once a day for 7 days

| unit { 0 ' 1 { 2 | 3 | 4 | 5 | 8 | 7
pH | 6.4 | 6.3 6.2 6.0 6.3 | 6.1 | 6.2 6.7
Glucose % 0 o | o 0 0 ] 0 0 0
Protein mg/dl 71 22 i 25 20 31 i 31 39 47
Ketone body mg/dl 5> 5> ‘ 5> 5> 5> “ 5> 5> 5>
Occult blood — —~+ | - — — ‘ — — —_

|
|

Urobilinogen
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RFTRICIBE LT 2 i< E 25k A%, 100 mg/kg o === EE8E 3 £
. . s 80 @ 8 o - |
AR CAEMMEORD, Reb KPR OB % X SlElqEEEs58° S |

Y 0 4 |
OIS H B & 7 2 BE S Botee Lo LIERD, cle|lgv" "™ Xx !
20 & 5 B A L B L Lo E|E

BERLVICLT T -

Kanamycin OffiftEBF»HOHRB L THIE Shic 3,
4’-Dideoxykanamycin B ® —f§#BEBEA ¥ B L, L 0 g g g £ E & g E E
. i o | M o o0 bt b0 B0 & & e
3 DR R B o S|BlFEEELLLR L L

o O

DKB offf & =0 RAfEF R (MED) i3 Table 312 Elaj@®e® g~ ™ - %
LabF X 5ie, Hittish = v LI (5X1074g/ml), #i 2|8 |
ATy b OF-IH (5X107%g/mD), vo3 LER S LEE Lo § o
(LFH) %Ik (50 mg/kg), MHERME-ILE (107 = E a
g/ml), v+ gl BB T (100 meg), FiH v+ 8 222 EEE E |
FRE-IEEX10g/mD), il e e b AEHAH 0 S S| = EBEE T TS r

) o= o
(2x10-ig/ml), i »  FE-MM (0-gmldkE, £ E|E|BECSR S5 Z
1075g/mI~4E4R) 8 L OV ¥ FIE-T# (5.0 mg/kg) T 3 s 3 = o o
B0, WoiEsHilELEy L BE-2X10%ml 5 5 |© & © 9
UIE%-10 mg/kg T4 HEIX AR bR b, = g &

N M ~ S — — — et g — —

Ll ko DKB D g & %o MED % Kanamycin5~9 E “ g éﬂ g EEE o4 EE EE
7o ¥ fid aminoglycoside RHiLEHBE D Fh & i+ 5 © g 0 g" %" 'é" S0 b0 %o E H050 5080

& | 1 | ol I
L, Table 4L i 5w, fAEERRER—Ts £ |5 ¥ 8SgS 2 == RSS2 !
ks X |
b, MED RmECH3T2b0xBRERA—BENLSL o | § S| = « J |
BT H D S5 o o
- . o — —_— —> — — ——> ——>

LznhT, DKB OXBE, ®ET FYREALKE 3 = g
RBECH T B REHMREY (MIC) % 2.0mcg/ & w0 owow = o= ow o= =

L 3s kot e \ Elg|l & 2xx EE g E E |
ml 5 XOMAC S0mglkg 1 mpEoRmntsE 5 S| S B¥y SE®E S &
% 5meg/ml'® L LT, —BIKBIEH C©D MED L il R g g B E 56 s & o

L3 - | 8148l 2 S ] - — —

+%&, MED/MIC 13 5~5,000, % X% MEB/B&fEm & | 8 9% |

[ M N i

Table 3 Pharmacology of dideoxykanamycin B © t

o VED < |g DYYEEEY®E E

ction ~ S S s ~ ~ |

LDy (mouse, ip) -’% E g %D téo %o ‘?’M ?‘M ‘T‘M 8E Tw T‘bo l

612. 0 mg/kg egmg’ Awgg22 2~ 2 2|

i X X X X

Blood pressure (rabbit) | fallen 5mg/kg E’ : = e ;8

Respiration ( n )| none 10mg/kg .§ © 2 & 1'

Heart ECG ( n )| bradycardia 50mg/kg A TeT T T e 7 L

excised (guinea pig) | inhibited | 5X10-5g/ml = o |

1 ( frog )| inhibited | 5x 10 4g/ml § S A~ B ‘J

Vessel perfusion (rabbit) | dilated 10~2g/ml ~ o7 E B % < § 3 \

permeability ( # )| stimulated 100mcg & % NN - I 5 'g 1

Intestine excised -3 <& RANUENDE - 5 ~ ‘? 2 l

(guinea pig) none 2x1073g/ml 2 E g z 2 [

" (rabbit) | inhibited | 2x10-4g/ml £ 5 T 3¢ g = }
Trachea excised . _ 2 2 5w~ Y5 o

(guinea pig) inhibited | 2Xx10™%g/ml S“’ g § ] § s & 9 ,

Uterus excised ( rat )| inhibited 1074g/ml 8 2 E g = % E’; |
=] -

n (rat pregnancy) | inhibited 10-5g/ml - T = S ‘
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HREEEIL 2~2,000 THoto

P ko X 57 DKB OfEH® 5 HLIFRFRICH T 51EH
TWE, IMETE, GDEH, mERRERAA LR,
atropine DORFAEIC X b O HERS LOME
TRE(ERE I EEY 53w, BRKEMEDY)
Brc X b I E T RO BIXo00MEs L

SEFERIICRTAER T, BT, KEHE
IOFEDOHRELY TREI R,

7 TR O\~ T Ach, histamine 3 X U8 BaCly &
O BtRIERx#E L, DKB & Ach 3 X0t BaCl, Lo
R LR E 7o A DREEYIERA A S Y, histamine L DI

L BHIERO I 2 ENR I dbhi,

DKB 25~100 mg/kg/day % 7 HRE#FHA T v + O
hEOR, FE, R Na, K BHlE R 5 OWCRTR
1%, SBETL DAL TARERE B L iXinn23,
100 mg/kg FRAOBAC, FEBMES IR F KHE
HEOWA I LU MEEEMY: & ie 285 & S H oMb,
E A5 L EIE Lico

L Eo#EsEns, DKB o—jgdkHE (F i <o MED
3, BIREHEA LR s REPRE ¥ X FEERT
D MIC 1T & LA fE~HTHETHY, FiAfid amino-
glycoside R AEME D MED L F—REH ¥ IILHEE
THoto LichioT, DKB (EBEIERDOD R\ HiL
HETHY, SEREEFLIAEEAOBCALRLIER
3, BEMERCERTR LV XD HREFRAC X
3D ELELDOND,
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PHARMACOLOGICAL STUDIES ON 3, 4-DIDEOXYKANAMYCIN B

Harue AraTANI, YasuMiTsu YAMANAKA, SHizuko Kono,
Reiko Onisur and Hipexr TATEIsHI

Department of Pharmacology, Hiroshima University School of Medicine

The pharmacological actions of 3/, 4’-dideoxykanamycin B (DKB), which was developed as a result
of studies on mechanism of inactivation of kanamycin, were investigated.

Summary of pharmacological actions and minimal effective doses (MED) of DKB were as follows:
inhibition on excised frog heart (5X1074g/ml), inhibition on excised guinea-pig atrium (5X1078g/ml),
radycardia on ECG of the rabbit (50 mg/kg), dilation on excised rabbit ear vessels (10-2g/ml),
acceleration on permeability of rabbit abdominal skin vessels (100 mcg), inhibition on excised rabbit
intestine (2 10™*g/ml), inhibition on excised tracheal muscle of the guinea-pig (2X104g/ml), inhibition
on excised rat uterus (1074g/ml for nonpregnant uterus and 10-5g/ml for pregnant uterus), and fall on
blood pressure of the rabbit (5 mg/kg). No effect on excised guinea-pig intestine or on respiration of
the rabbit was observed at doses up to 2X1073g/ml and those of 10 mg/kg, respectively.

Its actions were almost identical to those of other aminoglycoside antibiotics and MED were almost
equal or larger. These MED were also much larger than minimum inhibitory concentrations and
maximum blood levels in clinical uses.

Therefore, it is concluded that DKB is one of the antibiotics with much less pharmacological actions.



