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Enduracidin 0o ZB9 R X CEEKRATFE

— L EEDENERBIC OV TOKE

RS nERE - Bh—& - e
JEHE R FE 1% P B

Streptomyces  fungicidicus No. B 5477 s 04 Hhi-#g
BRI R 24 FEHEHE Enduracidin (EDC) @
SWTEBIREE, L RETOFBABBCOVTOKRE
BRIV, EFRBRORE YR C ok, £ORMIL
RDEBDTH %,

L RESBHEET FUHEICHT IHED

KR ELER

YU REREBRBENOHBE L2 7 75~ LBk 7
¥ BREE58HE & B\, Heart-infusion $ERKZ# (pH 7. 0)
I’ X % FARFREE T Tryptosoy Broth 24 RyRISSEHEIL
| ASE B L 37C 18 BERAEE © O B HIE L1
HAFIEE RN 100 mcg/ml 55 2 fEHIF TO. 1 meg/
ml ¥ TTH5,

KIDX5z 1.6 meg/ml T £ED 9% », F f-
3.2 meg/ml <% 10077 2SMEIEEh, BEMMERRIEL S
nighote, FEEOR/EILBEBED S % ERSH
Lalet e, 2RORZHETFIGEL 0.52 meg/ml, E#
REX 118 TH o, Bkt X5 MIC D15 v #ik
P&,

II. EDC OFEARERNT

B %

BRI X 5 IR BIE ORI E R BT 5 fed ik
DK L B A FA\ », buffered salt solution (BSS)
PH7.0 & X 0 i & D HRATIRERL, EE®
YO 4RRIF MBS B E L, LIVWBEI D X

HROEY L NI,

B . 1.3% @RS (pH 7.2) 100 ml

Table 1 Susceptibility of Staphylococcus aureus
to enduracidin (58 strains)
ey | 02| 04| 08| 16| 3.2 63

No. of strains
inhibited 19 19 12 6 2

Plate dilution method using heart infusion agar
mean: 0.52 mcg/ml standard deviation: 1,18

B A | 7 ml
10 AR (5HH S8 ) 1 ml
EBGER

K1 DX 5 eFiihiy s eSS iI RIETRE
TIEHBHIEFRIZEML, BEEGOEFLP B
NTHBD, FHLEEEY B 5 LRIEHFEORENE
BEish,

ZDBE, B/NTEIEL 0.02~0. 04 mcg/ml 2 L
%o FIMIFIT X DIRESICTROBE L ORLEHE
Th, ThhrolEESEDHEERYFETS L 20~
30% LB, LT EB T M RENECmE
¥, REDMOKKNECIE BSS A CTEERRR
FIRFRIL, % 7cBEHRERIEICIZBH % BSS ¢ 10 £
IR L C R R 7 2 (E B Lt

Lk MCEREHO MR EE &R bkt

RBHLLEER

FEEDL\ERG 3 £ EDC % 100 mg | [@f5
Hk 24 B TROL, FRERLTCFOME NN
E Lt MEmExSEL, Rk BSS T 10 iR
L THIE Lo

20X 5 MPREIEEK 24 B ¥ TFS 0.4
~0.3 mcg/ml T, HHhlse— 7138 b bRk, ¥
FRFHEEED 24 Bl Tk B35 2.7 mg THER
D 2.7% 3 E7\u,

Fig. 1 Effect of serum and preliminary diffusion on

inhibition zone

20¢ of = BSSdilution ditfysion at 4°C.4 hour before incubation
%/,’,;b"“’” = Serum dilution
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Table 2 Blood level and urinary excretion of en-
duracidin following single 100 mg intra-
muscular dose in patients without renal
failure (mean of 3 patients)

blood level

hest 9 | 4| 6| 8| 12 | 24

mean | o 96| 0390350320350

(mcg/ml)
range  |0-4~ [0.76~10.4~ (0.4~ |0.46~0. 46~
g 0.14/ 0.15| 0.32] 0.26] 0.26] 0.18

urinary excretion in 24 hours 2. 70 mg

4,51~0, 64

2.7%

Table 3 Recovery rate of EDC from rat tissue
homogenate

blood | liver |kidney| lung |muscle| spleen

acetone*
extraction 100 | 110{ 101 120 125 | 105

(%)
BSS

extraction 71 25 7.5 | 23 13 5.0

* duplicate

IV. S MCHEROBEABE

1) ENRsER

KRB FE E SR

Wistar %7 » FOZRKBMAMK 1 g #ERL, BSS &
EDC #pnx T 5 &R L, & EDC & 100 mcg/ml
& Lich DDELEEXIE L,

FIFCER LA | g w BSS Iml ¢ EDC 0
100 meg/ml ¥ 1ml iz, B 72+ 3ml %
mxTHRE 5% 4C ik 24 BRKEL 7« b 0DELE
i 1 ml »EERRE LRI 5ml i BSS TR Lk
L O ECEBETHE L, BEDE#EE I EDC
DEBEFRRFRTIE 1 ml 22 {FEHBCAE Lict O TH
FEMEBL LT,

7e3s, HCliwx b pH %
40 ETLTHIE TS A

10% w4 ¥ieve LaL7 4 b VTR 100%
ERT & 5, ZOBHEREBREBUL 30 5273
2, K20 5 EERFIISBECH LTERE
b, Lid BSS BB LB D LIELEFTHOT,
72 b viBR XA AHEOETIREZ bt EL B,

2) A REB

KRFELER

&8 6~3 D Wistar %5 , M EDC % 20 mg/
kg fHEEL, 2, 4, 6, 8, 24 BHRICHOEFEI L, &
BgAELIYHLT2AL, —HE7 2 b v, tF
% BSS fhHIZH T,

¥ 2, 4, 24 BRR B IESHAID TR DO 25 % Fit
L, 7+ b vkl CREFNERO 2 BXRIE L,

Fig. 2 Standard curve for acetone extraction

229,
/zm'"”’ ” —— standard curve for BSSdilution
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Table 4 Concentration of EDC in the rat tissue
(20 mg/kg im.) (BSS extraction) mean
of 6 rats

musclein
inj. site*
2h.| 2.5 |0.48]|0.58| 0.4 0.38 9.0
4 2.3 (07527 0.32 0.33 {25
6% 3.7 10.60|0.65| 0.30 0.15 9.0
8% 3.2 10.30|0.65| 0.45 0.20 4.0
24 2.8 10.52|1.60| 2.60 0.28 2.5

plasma | liver | lung | kidney | muscle

* mean of 3 rats

Table 5 Concentration of EDC in the rat tissue (20 mg/kg i.m.) (acetone extrac-
tion) mean of 6 rats

& pH 7.0 THH Y 5 Hik _ . muscle | total of EDC*

TIREIRRIZEH LD &, plasma | liver | lung | kidney’| spleen | muscle in inj. f:ff;iﬁe‘:igom
dr > - D N

HCL . A B&RIINC ) T 57 5 127 | 60 | 56 | 240 | 272 13%

PH % 7.0 T ®WETHIRIE 4 2.3 | 1.3
MNEMIc o, MO pH 6 3.7 | 1.9

7.6 4.0 2.0 4.0 360
4.4 7.6 ‘1.4 1.4 380

14.5 4.6 3.1 302 732 30

38 8.5 1.3 206 560 21

12 7.0 LTIk, 8* 3.2 3.0
#30DX5ic BSS itk% 24 2.8 9.8
Wt E T O BIRER MK * mean of 3 rats

BOEE ZPHTEL 20~ + BSS extraction



VOL. 16 NO. 4

CHEMOTHERAPY 525

% 4,5 O X 5 BSS it CuxA S IE X P
OEAD 1 THHM, BREIBEORBE L ICEE
BEEN DB, HEHIBAIIZIX 10 meg/ml BEEHER X
Nie LL, 7 b i E CIARIERE X m ke
IhEL, BROREE L LRVCTHOBEBTL KRB
BIBEAMED D ESCBERE X E o EHBMITE
200~400 mcg/ml HFEH X h, 24 BERIHIC LEBHE
Tixabhicve FcESHCEE TS EDC Bk
580 10~30% THot

V. 4 X(CHEHLUHERO EDC OBREST

BBRA %

FH v 2~ Na THE LT 3 EOR AR EDC %
Smglkg HEL, SBFRE ¥ TRMIMEL, THK 18
HScREYHEL T6RME & TRMFR L TRAIEL
too THBOMENGEBE, FHESOMPRETR LR+
ERRL ¥ &9, X LICHEROMPEREE, SAE
BLB2 V75 YAMERSLUEREIRY L LoV, ¥
REENSOPCHEETIEROR L RS h
T BRET|CIMEE RDIE Lic, X SRAFER 6 P
BO&BBAFEDL 512 BSS & 7+ + v ThH L,
HBRBELRDI,

REBER

i) B BEEomds X CRBEBE, REHtE
®FE6 IR Lic, MiETimebeE, RbgitEs duv
BHUBLLEWS, BETIEL, FRPERRLH
580 209 THH, ThhbRDIMAREEREH

##§ 40. 6 meg-hr, #51ER 5. 6 meg-hr TF DI 0. 14

Thh, FrRFERIILhLHh 20%, 1.9% TZ

Table 6 Cross-over study of the blood level of
enduracidin following single 5 mg/kg in-
travenous and intramuscular administra-
tion in 3 dogs

blood level study

121 1} 2| 3| 4| 6 8 hrs.

DX 0.1 L7 h, MAPRBEERDL &ZIF—]T5,

ii) BREROMAPEBINIFS 2.7 BT, mhss
BEINAEE 3.3mlminkg THH Fr V75 v &
(X 0.67 ml/minfkg THot, ZDfH, HRDIRIE
MRS B DL (Ks) 12 0.27, Baborh (Kr) ik
0.05 TmE 0.21 2B O BFCL W RBEh 2
ReHbh1(ET),

i) & HIHE, HEReFMEBCEONRPIZE TR
% EDC &% il < #EMEECHER L, Kbt
BEORMERDT, COMYBEEE M b EFIKiEY
KA LI, COEABKPEE ¥ h 5 BLRB
nicBdHobT2, BHETRHERD 96.7%, i
Tk 83.7% T, Zoi¥k 13% BHEBTZEREL T
% EDC DR#* % bbT %2 %,

iv) fE 6 e B OFEBIEENL £ 9D X 5iC BSS fh
HTImFRELABETHAH, 7 b VHH Tl
o 10~5 5T, & EHAIE 300 meg/ml L
EMGER IR,

Table 7 Clearances and rates of removal of endu-
racidin in the dog in 8 hours

body clearance rate of
weioht half- fron:l removal from| Ks-Kr
k 80t jife hr.jserum kidney| serum kidney

g (ml/minjkg) | (Ks) (Kr)

mean| 15,2 ] 2.7 (3,26 0.67 [0.27 0.054 |0.22

range|22~1113.5~ 4,2~ 0,9~|0.32~ 0.07~{0.27~
2.2 2.7 0.4 0.20 0.04 0.16

cf in the dog=4.3 ml/min/kg

Table 8 Distribution of EDC in the dog

I II 11 I—(II4II1)

route of dose | Present in | excretion
adm. blood in urine

iv. 5mg/kg 2.4% 14.7 83.7 A
im. ” 1.4 1.9 96.7 B

intravenous (22.3/13.1/5.4 | 4.4 2.2{ 1.1} 0.9
(mcg/ml)

intramuscu- |0,8 [1.0 (0,85 0.8/ 0.8 0.7
lar

B—A=13.0%

Table 9 Tissue concentration of EDC following
5 mg/kg intramuscular dose (6 hrs)

urinary excretion study liverkidney|lungispleen [muscle ﬁ;sg;,m
1 12 |3 |4 |6 [Bhrs| recovery acetone 7.0012.313.9/3.9 [13.8] 330
extraction
intravenous | 4.0| 51 | 111{50 (30 | 29 | 1.01 mg/kg BSS 071035103 035 0.4 67
(mcg/ml) (8 hrs.) extraction ) ' ' '
intramuscu- | 0.9} 3.9| 4.8/12.7| 1.9 0.10 mg/kg
lar (6 hrs.) ratio 0.1 0.03 0.08 0.08 | 0.03 0.2
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Table 10 Blood level, biliary and urinary excre-
tion of enduracidin following 5 mg/kg
dose in the dog

Intravenous study

1| 2 3| 4 |5hr|recovery| %

blood level (22 |10 | 7.0/ 3.0/ 2.6
bile conc. {15.0/13.0/ 3.0, 2.0

urine

0.03mg | 0.04%
351 mg |4.7%

Intramuscular study

1| 2| 3| 4 |5hr|recovery| %

blood level | 0.3/0. 48]0, 24/0. 24/0. 20

bile conc. | 0.6{1.51(2.0(3.0/1.0| 0.02mg | 0.03%
urine 0.70mg | 1.2%
Table 11 Protein binding of enduracidin
. . concentration of EDC

origin of per cent
serum method of serum (T(;:Og/ ml) 10 10
50 10.6 4.8 24.7
bovine | cellophane- 25 11.2 25.8 9.8
bag
dialysis* 125 4.1 23.2 7.0

50 85.6 71.1 50

ultracentri- 25 89.3 75.8
fugation

bovine

* duplicated, 4°C. 72 hours.
# 55,000 rpm (225,300 g) 6°C 4.5 hrs.

VL 4 XOREepgki

RBRHLEEHER

FA v g~ Na THREELIcA 2 %BE#E, BQ>
BEEMLUTRIBECE ) =5 v v EBRRBALT, AEE
Ffic EDC % 5mglkg MilEEfuIiiEL, BRIIC
Mg, BH R XOREFERL, K XU BSS T
10 &R L CTRIE Ui,

£ 10 DX 3&1HTHBEM, WTFh b EHRER
&L, BIRERLEG. BHAHD2 Y 75 v A% 0.001
ml/minfkg T2 LA EBERTELETH 5,

VIL EDC DE@AFEESEE L URMBRAORER

RBHZE

i) vomERRAYv, €= 7 - YEBIET0,25 %
X0 12.5% miERMW & L, BSS &ML LT 4C
72 BERLENT LIco b, AR0EE EDC Affix#ilE L
#:¥, #tyes EDC gz 100, 10, 3k 0¢ 1.0 meg/

ml & L7z,

¥7- 50%, 25% © v miEic EDC %%, 6C
55,000 r.p.m. (225,300g) 4.5 BERIEELL, LD
EDC Hifi#RE Ll ZOHE, EBEORFEAYL
BB E, ANT 3y AFABRBETHBETH O,

ii) BSS THMELIMER DO ~< F 27V » MERZE
L 30, 20 3s X 0¢ 10% BiEwx2> < » EDC % 100,
10, 1.0 meg/ml 2783 X 512 < b2 T 37C | BRAKE
%, FEOBEYNELEO X > CRERYR D 1D,
%{#R & LT Erythromycin (EM) %R ABL, BE
Ra b Ll

REBRER

i) vvmECRHTAIRERIwr 7 7 VEENET
i1 1l ok 5 26~4% DfERRT, FlEBELE
TERPE L, 80~50% THt,

i) FOMEBERIL EDC T3 v M bhiost
—1L0~1.0 o@HERCHS, HB L LI EM Tik
1.9~1.0 offi% R Lic, EDC i3 EM &< bRIFER
TEV (3 12),

VII. EDC QL DRESSIVERICLD
FEMEAL

REXH &

i) 77 VEZXBENET, 5 FOF, &,
Wi, B s X O AR ARESFA AL LOXEARL
L, EDC kXU EM DfEERY § Lo, FHML 4T
72 BEfflds S sy, A KB duplicate U,

ii) Wistar 25 , b DfFAS 4 A% BSS 1ciF#EX
#, EDC % 10, 1.0 mcg/mlicie® X 5i2pnz € 37C
KHREL, 2, 4, 24 RHBR EHRERXRIE L1,

KBRS

i) 13 X3 EDC it TFho@fcsLTh
0% L EofEERELRLI, EM Tk 30% BETH

Table 12 Adsorption of EDC and EM to the
red blood cell

T~__RBC 30% 20 10

EDC

100 mcg/ml 1.0 —0.8 —0.3
10 1.0 0.2 0.1
1.0 0.9 0.3  —10

EM

100 1.3 1.7 1.9
10 1.0 L4 1.0
1.0 1.5 2.5
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Table 13 Tissue binding of EDC and EM

liver | kidney | lung | muscle | spleen

EDC 95.4%| 94.1 98.8 95.8 9.0
EM 33.6 30.2 32.0 33.2

mean of duplicated test
cellophane bag dialysis 4°C 72h

Table 14 Inactivation of enduracidin by the rat

liver
EDC conc. ‘ time of incubation
(mcg/ml) 0 2 4 24 hrs
10 10.2 0.9 1.2 0.9

1.0 0.8 0.12 0.08 0.08

incubation at 37°C

Do

i) ®R 4 oexh, 2BMBKIEERO DMLY
10 BT 3525, LAk 24 BRI % T h Ll ko DififE
TRED ROt

IX. ERERPICHT S EDC O%HR

RRALLHER

£ 15 0k5ic 10 il 0 KL EDC %1 B
200~50 mg FEIHELTEDOPHREY L 5~F, HRIT
TRRSE 8 6 (RVEXINEIE 3 0, MifCHREE 4 6, St
Mg 1 01) o2 GiThs, BERFTRTALLH ¥ b M
FRRELRE Lc, ¥ AtaiReR O HIE L MBS0
REMEFRS L OERERELBE LTl 2ot
2O HEZ S5 B, BiR] G, E%4 00T, BELOR
EORRTHEAGIL Ex DRBEASSH D1, BED
BREMTH O (MT. I, 49 F), FFRGIELE
AONBEFITLEHDO LD N AR (SK. ), 39
Fo

X. BRIRF

LEEDC moXE s L TEBHNER YIS\, ¥
REERBRE % < b2 oo

EDC n#ts 7 ¥ o BB T A HENIE T ChTH
Y, 2#D 90% LA LA 1. 6 meg/ml THIEINh B, ©
DREZHTHER 0.58 meg/ml CEHRIORZMD <
7Y HRPEL, 1960 SETMBETHEE LIS Ky BRE
TH$5 EM 5\ i3 Mikamycin g4 5 9,
EDC 130 TR S hic\ o, SECHEF IR
T3, th¥Py EDC BEDRECIE Bacillus subtilis
CI2I BHH B 5 » 7ENRB bR T WS, Ch
YERE CHIETEEN B & BB S-8 i v 1.3%

Table 15 Clinical effect of enduracidin

bacteriologi- | dose,

age,
cal findings | day

sex

name diagnosis effect | notes

200mglno
9

K.K. 56 3 [r. bron- |a—Streptococ.
effect

chiecta- |Neisseria
sia [ Hemophilus

J.I. 823(r.lung- \Preumococ. 200 lgood

abscess |a—Streptococ. | 19

M.T. 49 ¢ bulla of |Hemophilus (200 lgood
L lung |a-Streptococ. 5

Neisseria

S.S. 37 8|l lung- |Preumococ. 200 |good
abscess 10

K.S. 39 ¢ [furuncle [Staph. epider. | 50 |good
of the 10
face

S.K. |39 5 jacute  |y~Streptococ. 100  ino
pneumo- | Neisseria 5 |effect

nia
S.0. [36 9 Ir. bron- {Preumococ.  [200  no

chiecta- |§—Streptococ. 5 |effect
sia
K.H. |42 5 I. lung- |no sputum [100 |good |painin

abscess 26 Inject-
ed site
S.0. |40 9 |bronchi- (G+ Cocci 200 [fair
ectasia  |Hemophilus? 5
T.A. |31 ¢ suspicion of rheumatic|l00 7jno
fever N.T. 200 15jeflect

LBERELH (pPH 7.2) THRET5 &, Fllhiz sz
RHRGEHIEFHIBERTRE TR 5 5 1N EMT 5, Tl
BT IO THIEHIIER L, JESERTH D, ik
B ELMEC L D FEY > PeREHBTHOT, M
BRENECIIMNE CHRR LERRFIERTRETH
%o
BEEDLVESIT 100 mg | BIHFET 5 & i Tl
0.5mcg/ml LIFDRES 24 BRI CTiEfEL, Rehsk
HED TbDH TV, BEZ IUTe M 50~100 mg
PERD MR EER 1 meg/ml % 24 B5RI ¥ TRAET S
BIRBD, BEFE 200 mg Ll EEm-+uL i
ELERL 1.5~2meg/ml BEWCHD LV vbith, &
DT Eb, EDC OESRHNHORIRARE, HiEr
TORBEALILENEZX BRBDT, KDL 5 THHWER
wE IO,
HEABENECIBEERREK 701k BSS X
5 mBmEENs Zchbh Tw5, LaL EDC Tidm
BEDLEEDEBTHIEREI BB LA &
NI L DEARNE VD BEE O HETIHEE LN
T EEZ B, BREOSVEE, e XEK7
PR X AEHESRE Ztbh w5, L LERED
BERIEHIT € ik h B8 5350 T, Mtk
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HEREL, H4ED X 5 ICHBREE S IRV EIET S
&, 1BF100% »ERL 5%, ZOBAMHEET pH
BET Lis < L L AmBRTIRENL, ZOHFETS
v FOBBHRBELY L 5~R5 L Tho@ikd mbRE
CABENEREL, BEoKALACE T AEAN
AZbhts, EKCBREXE . FRESEMTc 24
RS RED 20% RBELTKD, BINOTFRTHS
ZEERLTWE, EED BSS Tk B E Tk
REEImMFREORFD 1 1T &8\, Zhiif X T
LEBETH DR, DX 5 ARBENEL ELEKT
£ b THE LA L o Sk s o e o
BEIELC LETHIES,

1 2 EDC »#BELICBE, HECL bRTHEWM
FREXTRL, FRRPEEEL S\ RPSREER
MFREOERREEL DR DM, OBSBENGERL
PRI PR ERERCEIERAIL TR Y, Dz &
P HEERMPEECEVCORRNARCY 5 & & %
Do HEERFO MmAEREERENT 2.7 BT KM, Genta-
micin % 9 XHIZELD, B27 V77 vA{ER 0.7ml/
minfkg T4 XDORREFRED 3o 3" 4 1/6 w3 &ig
Ve FHMOFERTE & D BEH VTS v AEL
0.001 ml/min/kg THERTEHETH %, DX 3ITF
¥ XORRH 2 5O PEf BAVE e b PRI ER T
BEEZD, SOLEERHHBEBPCEETLS
EDC BAHE TS L, HETIREED 7%, BE
Tk 84% THH, T0E 13% FEHRCEFTS
EDC oo BxHbbTeEx%, bbhHA 6FH
BOEASHRESVCThOBELFE—E A LTHOC
LTHB, ZOREOHEBBREIREENOYETS &
5mcg/ml FEELIBHA, 7 b Vil HE Tk 4~10
meg/ml DEMBELYRL TR D, HELGRDIMEL
KEE—FT 5, ‘

DX 5K EDC 35 %L XX B MBS
55 LEZLONBIENIETEDC L=~ a v
LORERRYZB L, WThOBBTYH 90% U EofE
R Ui, BEBEBEOE GV LWbiE EM Tk 30% &
EThHb, EDC 2O EDBMHEETE1ILHE
DRI ¥ fodaidle o\ s, BICHIRERA~DORED
RTIRINEEL D, BEZEERCOWTY, MEES
 AGCEIE LB OE TR LIc,  #TE T 20%
BETHOILIEE TE B WREERLTR LI, 20X
5 THITECREEMNMEV- DI EDC Drr 7 7 V#FE
BEDOMIBE TR EE 2, BVRL 72 FREICE
EL, F/ED EDC BREARIE LIhd, KEIXILH,HD
foo BT X B & EDC BEO € KA MiF s L O
SR EMNSEELDOROOCTHEAEAS &, WTh

YbEEREDRNVED ETH DD,
Er 2 Tnb,

X iz EDC OFREHILIZOWVTIE, v MFRAS4
AT X BTNELER TR EFRET 1/10 TET L
A, LB B Uishol, BRUIDETRERLL
EDC oA I VB ZdLELD, TOBHELTL
ZOREETOEAI: BSS filic & 2 EINEROSS
DOEIRER 10% LFA—THb, ZOX 5 THEBBEN
BlEdh, HBCEAL, B8K7 1 b v Tl
TERVCESHERIGE LI UTERND 20 EME
HTHbH, Bbh<{ BSS THETE S HH;NEELER
IO TWBLEXD, DL A OBEMMEDE
WHiAERI & LT Novobiocin, Macrolide 5723353
2%, NB TilEEEE=F L% B\ hUTHE RS X b
TIEVP, NB REIER L7 vaA¥—EifFAk X
UPFREERARNE N MR TR Y, AEAL
ORESRNEC & EBEENH B HEHE%D LRET
Hb, WALPI LB L EDC 13y Fest LEBVHE
Hrx b, FlIOHfORKeE EDC DHEHLE
BRBERNS D LHEL TV AR, Bk OEERM
HLLBLABV I ELbbEELD L, D TEREMN
H5o

LA Ex#4E35 &, EDC (XHERemEgHanars ok
WATRRTH Y, Tl oBaENE < RENK
Wi EZ bR, ZOLDEBREEIEL, mHo
EDC {, FUHBMICHEATHTRRMENAREV, FBH
JUBRHLCO8ERL VB U LEL, &I
~ADOHHTERTE S, ELERNTORERL TR
Uy THASHERSEN MR E Y REF T 5 Bl T
HBo M3 ILA RTHHE LB A OB BAMITRL
o

R SRR A T4k & L7 10 o & Riguic EDC
RELAR) 5/10, Bk 1/10, &%) 4/10 OFfEx 2
too EFDBIRCRIENR D B A, BHFTL L, £
GHIISEIRD BV 5 L 2HBETIE PC-G R ERD

EEDLRROK

Fig. 3 Absorption and fate of EDC in the dog (6
hours after dose)

i.m. injection

I ‘I3 %717

fﬁ blood |

i Lextra-
bie 15 % vasw/av;rzzascular
<!% ’
L 84 %

e |

: ¥ urine
2%

intra-

14




VOL. 16 NO. 4

CHEMOTHERAPY 529

RTHEVHTRROBES S B L 51 Bbhitz,
EDC 2RI RTIEY R T &, FgipesL

£EMHE RS (1). Chemotherapy 12 (6) : 469~470,
1964

. . , it 2) BEHE: HEVEOKNEBREC M T 5
Tﬁﬁﬁ@g“‘&K&&éb%F%Zéa’%Km“ %, Chemotherapy 6 (6) : 343~360, 1958
BREREN DD S DIEBRERTBLELON  3) pEgr, misH, SAFE, @r BT ¥~
5o REOWE BEEZE 16(10) 2792~2799, 1961

- 4) HETRY, MBEREY : Enduracidin o % U7 Bt
L & KW, % 14 MR RERELARBEE o v
! et - #owa(l), 1967
EDC {95 Ik OE Stads T, -
Ogﬁmkl?%%%ﬁt%i*gh¢{<v 5) THE: BHMERCRI I AEREDEOHAD
B s\ TRIN, BEEE, BRBEARUL. 7 FUR SE1CBE+ 5 B, Chemotherapy 81T %
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CLINICO-LABORATORY STUDY ON A NEW ANTIBIOTIC,
ENDURACIDIN
WITH SPECIAL REFERENCE ON THE PHARMACODYNAMIC
OF THE ANTIBIOTIC

KEemEer Masumo, Yasumica: Karo, Kazusur Tanaka
& Katsuniko MaTsul
Second Department of Internal Medicine, Hokkaido University School of Medicine

This paper concerns the clinico-laboratory evaluation on a new peptide antibiotic, enduracidin,
as follows:

1) Susceptibility test to 58 strains of Staphylococcus aureus with plate dilution method indicates excellent
antibacterial activity of the substance (0.4 mcg/ml of M. I. C. for the most of strains).

2) In absorption and excretion study in human subjects, low but prolonged blood level and poor
urinary excretion were observed following 100 mg intramuscular administration.

3) In tissue level study in the rats following 20 mg/kg i.m. dose, low tissue concentration was main-
tained throughout observation with BSS extraction, whereas higher level was observed with acetone
extraction. The antibiotic recovered from injected site 24 hours after injection was calculated as 20%
of the dose.

4) In absorption and urinary excretion study in the dog, higher blood level and greater urinary
output were found in intravenous administration as compared to intramuscular dose.

Its half-life (2.7 hours) was longer than kanamycin, and renal clearance was about one-sixth of GFR.

Estimated amount of the antibiotic in extravascular space 6 hours after i.m. and i.v. administration
were calculated as 97% and 84% of the dose respectively. The difference may be due to the amount
of antibiotic remained in injected site. )

5) Serum protein binding study was carried out using cellophanebag dialysis and ultracentrifugation.
Dialysis study showed low binding rate, whereas higher rate was observed by ultracentrifugation.

There was little adsorption with the red blood cell.

6) Inin vitro inactivation study by the rat liver no practical loss of antibacterial activity was found.

The data above mentioned seems to indicate that low but prolonged blood level of the substance
results from poor absorption, strong affinity to but slower degradation by the tissue and poor excretion
to urine and bile.

7) Clinical observation in 10 cases with various infections treated with daily 100~200 mg dose
showed 5 good, one fair and 4 poor results. There was no side-effect with the exception of one case
with pain in injected sites.





