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Propionylmaridomycin (PMDM) i RHEK R T¥h
RFFEFTCHBINLF <27 w74 FHREHET620
component 7> 57¢ h, main component T 5 IMiX 70
%L %D,
%% &% 95% &7 b, minor component V, it &
bETL 5% UTTHS, I IR I EEL 5L,
I, I, VXS EVHENEZRL, VIO 128
BEThb, 2WEOHE L leucomycin, josamycin
CEEL, chblARCHEFERSENELZ LRV,

PMDM o##ER, %4, 5FX -4 FEWX Fig. 1
DEBH ThD, eBAYWELIRE L% ML-100 & 6

Z i & minor component I, I, V %

Fig. 1 Propionylmaridomycin

CHs  CH,CHO
CHs CHs
CH3CH2CO0 \ZZ%\
CHs\ &CH
CH
R1 Rz
Component I COCH,CHg COCH,CH (CHjg)q
" I COCHg, COCH,CH (CHg) 4
" m COCH,CHg COCH,CH,g
1 % COCHyg COCH,CHjg
" v COCH,CHg COCH,g
7 Vi COCH;, COCHg

Chemical name : 5-[4’-0-(4//-0-acyl-2’/, 6''-dideoxy-
3’/-C-methyl-a-L-ribohexopyranosyl)-3’,6’-
dideoxy-3’-dimethylamino-3-D-
glucopyranosyloxy]-3-acyloxy-12, 13-epoxy
-6-formylmethyl-4-methoxy-8-methyl-9-
propionyloxy-10-hexadecen-15-olide

Molecular formulq & weight (component II) :

C4H7NOy7, M. W. 866. 05

BEINTWIEHETH S,
I. HERRS LML
B D ERERE 36 #Ric D\ T, PMDM DHE A~

7 bk, (bR ¥ PS5 %, Heart infu-

sion agar (FF) ZHWAERERFERELC LD, ery-

thromycin (EM),

LI UTHIE Lo 77T ABMEED 5B Staphylo-

coccus aureus @ MIC % 0.39~3.13 mcg/ml ‘¢ LM,

IM X RAZSOHEARZ P xR LS, EM X hix

1~3 Bt L DR TH - 7o Streptococci group T

LAFTH %,

WoiEs, 77 A RERECNZEA L £ THD
feo E.coli @ K % ¥ #k, Pseudomonas aeruginosa,
Klebsiella pneumoniae, Proteus morganii %o MIC
X3y 100meg/ml Ll EThH B (Table 1),

II. FEMHRBEOKIUENT

SEHR BB Staph. aureus 54 HRITH3 5 R AR
%, PMDM, PMDM ¢ main component ‘C % % PMDM-
¥ X 08 PMDM-II o f{3#i4TH % 4'/-deacyl-propio-
nylmaridomycin-1I (4’/-deacyl-PMDM-1I) L i~ 27 »

A FRUEHR, Vv a~Ay vy REDECOWTE
ZHSAEHE Lo WRETE ERO/HREIERI X
D HERES L7z (Table 2), ZO#5E, mixture TH %
PMDM X JM, mydecamycin »{3F [@%d distribu-
tion %78 Lico L L, ol ®RAE Tik PMDM X b
% main component TZ % PMDM-II D% 5 5349 1 B
FEEN T REZ WM %R Lico ¥ o 4''-deacyl-PMDM-
Mk PMDM X b1 B¥E4h 2 i Choto

BRI 2Tk, Fig. 2~12 DL HTH 5,

III. Propionylmaridomycin (PMDM) @ %4y -

Bt

1) fE#Edh#E : PMDM o standard curve (¥ S. lutea
ATCC 9341 k&M EH &35 Cup B TfTl ot B3t
1% Difco #l Neomycin assay agar No.1l % i\ 7o,
B 10° X 4%r 5ml @ single layer seed agar %
FA\ 7z Standard curve % Fig. 13 0t &HTH b,
pH7.0 L pH8.0 TIXIZBEAEE D IR\ 2%,

leucomycin (LM), josamycin (JM)

human
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Table 1 Antibacterial spectrum of propionylmaridomycin

MIC (mcg/ml)
PMDM EM LM ™M

1 Staph. awr. 2090 0.39 0.39 1.56 0.78
2 Staph. aur. JC-1 0.39 0.39 0.78 0.39
3 Staph. awr. ATCC 6538 0.78 0.39 1.56 1.56
4 Staph. awr. Smith 3.13 0.39 3.13 6.25
5 Staph. aur. Terashima 0.78 0.2 0.78 0.78
6 Staph. «ir. Newman 0.39 0.39 1.56 1.56
7 Staph. awr. Rosenbach FDA 2091 0.39 0.39 0.78 0.39
8 B piumilus IFO 12086 0.1 0.2 0.39 0.78
9 B pumilus IFO 12087 0.2 0.2 0.39 0.39
10 BB pumilus IFO 12088 0.2 0.2 0.39 0.39
11 B pumilus IFO 12089 0.2 0.05 0.78 0.39
12 B. puwmilus 1IFO 3813 0.2 0.1 0.78 0.78
13 Bucillus cereus mycoides ATCC 11778 0.78 0.2 0.78 3.13
14 Bacillus cerens myeoides ATCC 9654 0.78 0.2 0.78 3.13
15 Bacillus cereus mycoides ATCC 5B 0.78 0.2 0.78 3.13
16 Bucillus sublilis ATCC 6633 _ 0.39 0.1 0.78 0.39
17 Strept. faccalis 0.78 0.05 1.56 6.25
18 Strept. Mg 0.05 0.025 0.2 0.2
19 Strept. Cook 0.78 0.1 3.13 1.56
20 Lscherichia coli JC-2 >100 50 >100 >100
21 Escherichia coli K12 >100 100 >100 >100
22 Escherichia coli C14 ) . >100 100 >100 >100
23 Escherichia coli-B 12.5 1.56 3.13 6.25
24 Escherichia coli BMW 50 12.5 12.5 12.5
25 Escherichia coli NIH]J >100 50 >100 100
26 Excherichia coli IAM 1253 >100 50 >100 >100
27 Shigella sonnei 1 >100 100 100 >100
28 Shigella flex. 2a 100 25 50 50

29 Pseudomonas aeruginosa NCTC 10490 >100 >100 >100 >100
30 Peudomonas aeruginosa Tsuchiji 100 >100 >100 >100
31 Acrobacter acrogenes IAM 1102 100 12.5 12.5 12.5
32 Klebsiclla pnermoniae PCI 602 >100 50 >100 >100
33 Swrcina lutea ATCC 9341 0.78 0.025 0.2 0.2
34 Micrococcus Iysodeiklicus 0.78 0.2 0.2 0.2
35 Proteus morgani  No. 1001 >100 >100 >100 >100
36 Corvnebacteriim No. 21 0.05 0.025 0.05 0.05

serum & monitrol serum TIXHE K 1 BfED%E e cup I X b BEEIL S. lutea ATCC 9341 #:

% H7-7-% monitrol serum Z X % thin single layer % FVEEHIE Difco #l Neomycin assay agar #{# 5

BEAVIs, Lico MR 400 mg #% 0 Hb54% 30 4T3 0.29
2) IMAREER XIORFRE : BRERA 4 RO & mcg/ml CH>f% (Table 3, Fig. 14),

PMDM 400 mg #RZ2ERCHERREL, 1/2, 1, 2, RApEREEDWIE b PR E & RO 5L THE Lo

4, 6 RO MAEE R X ORPRELXIIE Lico HIE 400 mg & 0 5RO RPRE TIRREME 2 RS
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Fig. 2 Cross resistance (1) Fig. 3 Cross resistance (2)

meg/ml Staph. aur. 54 strains meg/ml
gt - H >100}
ol ’ prd 100

. . p
= 1222“ . / BT
Qo tevr * * -
= 6.25 i glas
A~

Staph. aur. 54 strains

i . Sl

3.3 .o SRR

1.56 . e : 1.56

0.78+ 0'73_

0.39) ool

O 0w 0% 1% an 65 B H w nsme ™ M om0 T In e B wnm
4deacyl-PMDM o 0 RE LR SN 0 100>100

Fig. 4 Cross resistance (3) Fig. 5 Cross resistance (4)

meg/ml meg/ml Staph. aur. 54 strains
>100} >100-
100+ 100+ .
50 50 .
25+ 251
= 12.5F 12.5F . .
gs'zs" 6.251- N ::::./ .
843,13 3.13F _,/"
1.56- . 1.56F
023 , 0.78F
06,2 L L . - . . 1 ;_ 5'0 lboﬂomcg/ml 003?) J L | ) 1 1 L | 1 ! s meg/ml
D2 0.8 018 1% 3.1 &5 s 0.2 0.39 078 156 3.13 6.25 12.5 25 50 100>100
mydecamycin
Fig. 6 Cross resistance (5) Fig. 7 Cross resistance (6)
meg/ml Staph. aur. 54 strains
meg/ml Staph. aur. 54 strains
>100+
"l : - g
I 501 .
501 . * = g5k .
% =
e =125 - i
ERly : : 6250 P
= 6.2 B . ;3'13
aanp - . g1
1.56 3 L%r
ol < 0.8}
03] 0.39}
02 Y TENTEER CREET T ]'00>m'0"‘°3/’“1 O 0% 07 1% 5 65 25 5 50 160>106mcg'm]
0.2 0.39 0.78 1.56 3.13 I\551.25 125 25 0 TIM
Fig. 8 Cross resistance (7) Fig. 9 Cross resistance (8)
meg/mk Staph. aur. 54 strains meg/ml Staph. aur. 54 strains
= >1000-
- 100
" < S0
. 2
= 12,51
. >
A 6.25
g 3131
—;" 1.56}
< 0.78}
| | | meg/ml 0.39f
% 50 100>100 L meg/ml

0.2 1 1 A L 1 1 L
0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50  100>100
SPM
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Table 2 Sensitivity distribution of Staph. awurcus to

propionylmaridomycin in surgical field

(54 strains)

=0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 mcg/ml
EM 1 11 14 3 1 1 23
OM 8 4 18 24
LM 11 19 2 1 21
M 8 19 3 3 21
Mydecamycin 5 12 12 1 3 21
Mydecamycin 4 23 5 22
(M-1)
PMDM 4 18 2 2 21
PMDM-IIT 24 1 2 11
4 -deacyl- 11 17 4 2 11
PMDM
SPM 7 1 21 3 21
A-SPM 4 7 15 21
LCM 2 29 1 2 20
CLDM 1 25 6 2 1 19
N-D-CLDM 2 22 8 1 1 1 19
CLDM-Sulf. 4 26 2 2 1 19
Fig. 10 Cross resistance (9) Fig. 11 Cross resistance (10)
meg/ml Staph. aur. 54 strains meg/ml Staph. aur. 54 strains
>100+ Sz >100 -
100 - e 100 |-
-~ 50 o 50 1 .
é 25 - . . E 25 - .. ..
; 1255t B . ) S sl . et .
Ehi - o605 . . .
S5 g 3.13
- (]j78~ 1 1.96
0.39} = 0.78F
0.2 1 1 ' ! ! ! L 1 L xmcg/ml 039 .
‘0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100>100 02 - L e e+ meg/m]
EM A2 039 078 15 3.13 6.25 125 2 50 1005100
mydecamycin
Fig. 12 Cross resistance (11) Fig. 13 Standard curve of propionylmaridomycin
mcg/ml -
70+ |
meg/ml Staph. aur. 54 strains 400mg p.o.
>100-
100 L o=
= 501 T
a 6F 30
Z st
,‘;‘6425-
o' 3131
S 156} 20r
= 0.78}
0.39+
0.2 L n . : . . L " L meg/ml 10 -
0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50  100>100 | {
mydecamycin-M { i
172 1 2 4 Bhrs.
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Table 3 Serum levels of propionylmaridomycin

400 mg p. o.
0 1/2 1 2 4 6 hrs.
A. L (5.9 mg/ke) - 0.12 0.15 0.12 0.11 0.09 meg /ml
I. N. (4.8 mg/kg) - 0.14 0.42 0.41 0.24 0.24 meg /ml
H. L (5.1 mg/kg) — 0.65 0.78 0.47 0.42 0.33 meg /ml
K Y. (6.0 mg/kg) — tre. 0.16 0.73 0.30 0.22 mcg /ml
Average — 0.23 0.38 0.43 0.27 0.22 mcg /ml
Table 4 Urinary excretions of propionylmaridomycin
400 mg p. o.
1/2 1 2 4 6 hrs. Recovery
A. L (5.9 mg/kg) 1.22 7.95 . 3.25 1.82 2.10 meg/ml
200 65 155 340 240 inl 2.41 mg
0.27 0.52 0.50 0.62 0.50 mg (0.607,)
I. N. (4.8 mg/kg) 1.47 2.45 18.0 5.70 1.11 mcg/mi
70 93 165 75 55 ml 3.82 mg
0.10 0.23 3.00 0.43 0.06 mg (0.9670)
H. L (5.1 mg/kg) 0.87 5.00 72.0 1.80 0.74 mecg/ml
165 30 25 55 85 ml 0.62 mg
0.4 0.15 1.80 0.10 0.06 mg 0.1670)
K. Y. (6.0 mg/kg) | 24.3 9.60 4.50 2.20 0.80 meg/ml
45 31 60 98 60 ml 1.93 mg
1.09 0.30 0.27 0.22 0.05 mg (0.48 70)
Average 6.97 6.20 24.5 2.63 1.19 mcg/ml  2.20 mg
0.4 0.3 1.39 0.34 0.17 mg (0.55 70)

Fig. 14 Serum levels of propionyl-
maridomycin
mm
/)
30

25

20

r (5ml thin single layer)

pH 8.0
pH 7.0

Consea serum

human serum

Moni-trol serum

1
0.125 0.25 0.5 1

L !

!
.0 2.0 mcg/ml

Fig. 15 Urinary excretion of propionyl-

maridomycin
mcg/ml
1.0 L 400mg p.o.
0.5
T
|
x 1 1 1 1
172 1 2 4 6hrs.

b, F¥H 24.5meg/ml IR LIz, 6 W% CTo FHIR
FhEINERIL 0.55% THhot- (Table 4, Fig. 15),
IV. [RBARE
Wk S.D. %ZF w b 3TC1#c PMDM % 20mg/kg
Buizeinc @ o s L, ZoBBABTERE L.
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Table 5 Tissue concentrations of Fig. 17 TLC of propionylmaridomycin in
propionylmaridomycin human urine
S, D. rat 20 mg/kg p. o. Adsorbent : Spotfilm(Silicagel) Tokyokasei
Solvent : CHCl3-MeOH-NH:OH(40:3:20)
1/2 1 2 3 hrs. Spray  :20%H2S04
Front
Brain - - - — meg/g O 0
Heart 1.7 3.9 1.9 0.9 meg’'g O
Lung 33.0 42.3 9.9 5.0 meg/g 0
Liver 1.6 2.7 2.8 2.8 meg/g
Kidney 1.9 3.9 2.1 1.8 neg/g O o
Spleen 1.6 4.3 2.7 5.1 18 O 0
Muscle 0.7 2.3 0.9 1.5 mcg/g
Serum 0.6 0.7 0.4 0.5 meg/ml
Origin L—. — . ! )
MDM  4-deacyl- Human PMDM 4"deacyl-

Fig. 16 Tissue concentration of

MDM
propionyl maridomycin

urine

PMDM

Fig. 18 Bioautograms of propionylmaridomycin

mcg/ml.gx Bwassay. . metabolites in human urine

0l SD strain rat 200 mg/kg p.o.
x—x Lung Adsorbent : Spotfilm(Silicagel) Tokyokasei
o---e Kidney Solvent : CHCl:-MeOH-NH:OH(40 : 3 : 20)

% +—= Spleen Test org. : Sarcina lutea ATCC 9341

30} o —o Liver Front Medxu:in__. Antibiotic medium No.11(Difco)
a-----a Heart Q
oo Muscle ,
- Serum \‘

20+

o7 \ Q

Origin \~
3 MDM  4*deacyl- Human PMDM  4-deacyl-
L ! 8 hrs. MDM urine PMDM

121 2 3 4 6

1/2, 1, 2, 3 BRI B LI 4 & Ias 2 A LAE2E
YK TYENE, P.B.S. pH 8.0 1T homogenize L&

Fig. 19 Bioautogram of propionylmaridomycin
metabolites in human bile

Ttk B g & LA S paper disk JEIC Front
THE Lo TDER, FEH L 55 1/2 Filick PMDM o o N
EEARL, Miskbm, 2T, BN, mE &, tdeacsl- . 0 o O
0 WONETH o7 (Table 5, Fig. 16), Jeacyl
V. &£HARHE
PMDM D 4: fk N & #iit 3 % 7o, thin layer chro- MDM O
matography (TLC) #H\WEEKG (colorization) ¥ f-deacyl- Q
L 0% bioautogram #{EHl L7, fEA D Sk (adsor- MDM
bent) ¥ X OEBHELR (solvent) HBE LAckER, %
Fitk L LT Tokyo Kasei #! silicagel (Spot film) % f§ Unknown Q
W, FElER L LTi% CHCl, : CH,OH : NH,0H=40: 3 : metabalite
20 HSRIF/RBERER R Lico ¥ T Bl 20% HpSO, % Origin Standard .1 2 1 6 Trs.

i, FEIZelER;, #8iE% T-tube drainage HEIC
PMDM 600 mg R fi ¥, MEIHIRERFANCEREL, JRiX 6
B coBEREA, Bt X OR 2 EER=F 2 Thi

Human bile(after 600mg p.o.)

Higk, bioautogram R {EHl Lo ZTOFER, MITIX
E4E PMDM 3G & v 4'/-deacyl-PMDM, marido-
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Fig. 20 Metabolites of propionylmaridomycin

0  Propionylmaridomycin

0._HO:
\Z&\ CH: >
OR: o

(MDM)
CH; CH.CHO
WO
- CH30
> o
0
Component I COCH,CHg COCH,CH(CHjy)o
I I COCH;, COCH,CH(CHjs),
" il§ COCH,CHjg COCH,CH;
7 v COCHg COCH,CHj,4
" v COCH,CH;,q COCH;,
" i COCH;, COCH;,

Fig. 21 Remaining activity of propionylmarido-
mycin in human and rat serum

1.0 meg/ml in 50% serum
Incubation : 37T

Ethanol treat.: X3

Assay : paperdisc method

% N AT ——
1001, o  human serum
\\
N
\\
.
N
1> R P .
<< 50+ rat serum
1 1 L
1/ 1 2 hrs.
Incubation

(PMDM)
CHs

4“Deacyl-propionylmaridomycin
(4“Deacyl-PMDM)

CHJ CHs

OH‘

CHs
4*Deacyl-maridomycin
(4Deacyl-MDM)

mycin (MDM),
MDM) % X% unknown ¢ metabolite 73 Rf o {E\~
ALEERD iz W25, Rk Tk PMDM,
4/'-deacyl-PMDM, MDM 3s X 0¥ 4’/-deacyl-MDM o {1
B & FIBEC unknown ¢ metabolite 2338 bivize
Fio, RSB 5O X5 B TLX unknown spot

D LT, aRd 4 2>dD spot % bicautogram & [F]
— Rf {HiciBd 7 (Fig. 17~20),

VI. & non-specific esterase (= & 3%

PMDM o Mg & 2L RT5 o, AME
VIO v MAEEXHA, 50% MiE+ic PMDM % 1.0
meg/ml /e % X 5 REEL L, 37°C 1\ T contact
# 30 4, 1H5RH, 2 FRREC 3 50 ethanol TREH L,
paper disc 3¢ PMDM O iflixfllE Lz &5, Alfl
HCREMoRAL & S NMOEIMIR bhid ok
A, T v b MEFTX 2 RS 50% DhifoE
Triic (Fig. 21),

VIL. BEeFRAHR

SABHORRSE 29 fiic PMDM % {8/ L% O 5K %) 5
R Lo HE5EIX1 HE 1,200mg %1 H 3 [Eicsy
FiE5- Licdoa 24 §l, 1 HE 800mg %1 H 3[E
T HEE LIcb DA 34, 1 HRE 600mg %1 H3[@
CHTEE Lich D 226 Tholo HEFINFRIL 29
|, infected atheroma 235 i, phlegmon 35 i,
mastitis 2% 3 fl], infected wound 2334, carbuncle
252 4, lymphadenitis 533 5, abscess %34 @), felon

infected burn 2%

4''-deacyl-maridomycin (4'/-deacyl-

osteomyelitis, infected hematoma,



1095

CHEMOTHERAPY

VOL. 22 NO. 6

G () G ) () ) (e ()
pood uorstour L €X002 ¥ID Od-dv WM OL dO0 WS WA HDI wnp ydoig ssosqe L 4 'S'S L
(HF) R (HR) () GHE) ) () () :
poo3 uorstout 3 exX00F ¥ID Ood-Aav WM OL dO NS WA 9H-0d ‘pida ydoyg euozayle PaodJul  z¢ W YL 9T
100d uorstou 6 £X 007 ewoxdyie pajoaqur  ¢f o I°L SI
(HH) GHE)Y ) (HE) () (R () ()
poos P 01 eX00F  ¥ID od-AV WM OL dD WS WA 9H-Od unn ydng punom pajooyur g9¢ W Ak FI
100d —_ ¥ X007 uwpy 16 W LK €I
poos — i £X 007 uowdopyd 9¢ 4 VI ¢I
pood —_— €1 £X 007 . ydnyg siphwoaiso ¢z W MW TI
() (B G D)
poo3 —_— 3 £ X 00% od-gv WM DL dD unp ydoyg punom paydqut 7z W ‘LY 0L
(HE) () () ()
poo3 uorstout ¢ £X 007 od-av WM 0L dD prdo ydvyg eworayie pajodjul g9 W "S°L 6
poos [ ¢ 7002 spruopeydwd] ge 4 CM'H 8
(=) (—)
100d uorstout 01 £X00% 21 dD unp ydo)g opunqred 66 W CL'H L
) (Hi) 1dosyg
1o0d uoistout g €007 2L dD 1100 sseosqe [epooadirad zz W WM 9
(+) )
poo3 S ¢ £X 00% oL dD prdo ydvig punom pajodjut ¢y W N'M S
(4H)
poog uotstout g € X 00¥ oL ‘prdo ydorg ewosaye payodyul gz W CW'H ¥
poos _ 9 £X 00 sisew 93mde  Jz N Q'S €
(—)
poos uotstout eI £ 007 do unp cydnyg RWORWIY PIJIdUl G W ‘LXK 2
(Bur) () (HH)
100d ST €007 0L dD uny ydngg uowdopyd  z9 W V'L T
osuodsay  Aderayy fpy  sfeqq  Aep osoq £3anisusg wstuediQ aseasi( 98y xog oweN ‘oN

utofwopraiewpfuordord jo sosuodsax [eotul]) 2 o[qel



1974

AUG.

CHEMOTHERAPY

1096

poos — & £x002 _ _ punos padsod g1 W "O'H SF.
poos - ) £ 00¥ — N wnq 1z W CW'H e
poos - 2 €002 P — punon paduard g N ‘'V'N £
poos S 9 £X 007 R _ punos o1q Ly I M Ths
poos - 9 €3 007 - _ punos o3q ¢¢ I XK Th.
poos _ 9 £X 00% —_— —_— punom aamins gz W ML 0F.
poos - S £.00¥ —_— —_— punom aanns gz W "O°S 6€.
poos e S £X00% ——— _— punom pasnjuod 77 A "W 8¢
poos — ¢ £ 00% [ _— punos pasnjuod  Jy W "H'S L€
pood — 14 £X00¥ ———— _— punom pasnjuod 67 W ‘n'Jd 9.
pood —_— 4 X007 —_— — umq 8T A A SE-
pooi — g €007 _ —_— punos posnjuod gy W ‘S°'S ¢«
1008 —_ S X007 —_— —_— punoat pasmjuod g N X' g€
poos — ¢ £ 00% —_— — danpoeyy ¢ W 'N'S 2¢-
pood e 4! €X00% —_— _— danjoety gy A "S'A TIE:
pood _ 9 X007 —_— punos pasnjuod  €g W ML 0€-
1ood uotsiout g £00¥ _— o)y “4np ydm§ Ss30sqe 67 I AN 62
(=) (=) (%) (=) (=) (=)

zood uorstout ST £ 00% N NS NN Ol d0 NA pox(—)H SS90sqe  gg N "L'Y 8¢
_— 9 £ 0¥ unp cydmpg  ssedsqe yyum wowdopyd  pp 4 NN L2

—_— 4 €002 stjuspeydwd] 01 d 'S'K 9¢

zand —_— € EX 00V 2100 7 “pnasg uowgapyd 97 4 V'S S
160 _— 9 €007 “pnasg wing pojosjur AT W ‘O'L ¥¢
poed — IS £ 00% sijlisew aanjetaddns g A q'Hd €2

1y
4o0d —_— £ £00% uno ydolg Jpunqres  0g W AL 23
poos — £ £x.007 unn ydmyg vowseryd gz g MU 18
(-H) () )
100d —_— 9 €x00F  Y¥ID Od-4V ‘pido. ydorg eworayje pajoayur Gy W I°I 02
poos —_— L >002 stuepeydwf]  gg g N'H 61
. () () () () () () (4F)

poo3 uoisiour L X002 HHO Od-dv WM J L d0 NI  5-0d prdo ydoy g sysew darjerdddns g7 aJ "AM 8l
asuodsayy  ALdvasyifpy  seg £31a1pisuag wstuedy) aseasIq 93y xag awey ‘ON




VOL. 22 NO. 6

CHEMOTHERAPY

Z1GITH Ol AT I Uiz b DX Staph. aureus
87, Staph. epidermidis 6 5|, Staph.aureus r Kle-
bsiella & DIREIEG 2 PICTH Do BRIRBYRFIE DKL
#% PMDM {ffl#% 48 N[ & TICAER DREM % iR 1z
BOEHRE Lico TDOFER, 29 G 19 PIAE L) THE
#;H 10 i, BRHFIX 65.5% THDo IeBEIFEHIT
BIL T 1 d 387 2vote (Table 6~7),

& Bl

PMDM 2o\ TR 3 X OREIRAOBE & & 1770\,
WD X 5 inkhim & o

1) ¥i# A2 + 5 & : Leucomycin, josamycin 12
BUL, ohb &Rt ERE 2% b it
Staph. aureus T 0.39~3.13 mcg/ml » MIC #/R 1L
7o Streptococci group T b FEEDHALTH D10 D
35, 77 AEERECNE LA EESTHOR.

2) JRENLHE Staph. aureus 54 FRCx3 B R ML
fiz PMDM-II & 4//-deacyl-PMDM-II X flid< 2 =
A4 FRIVEFICOWTHREF Lick 25, PMDM X
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ABSORPTION, EXCRETION, METABOLISM AND CLINICAL STUDIES
ON PROPIONYLMARIDOMYCIN IN THE FIELD OF SURGERY

Syunyt Isuivama, Isser Nakavama, Hipeo Iwamorto, SuiceTomr Iwar,
Moursumt Takatori, Taxamicui Kawase, Hirosur Kawamura,
' Hiroko Mizuasui and Kavoko SuisaTa

The Third Department of Surgery, Nihon University, School of Medicine

From the laboratory and clinical studies on propionylmaridomycin (PMDM), a new macrolide antibiotic,
the following results were obtaind.

1) Antibacterial spectrum

The antibacterial activity of PMDM was similar to that of each known macrolide antibiotic such as
leucomycin and josamycin, and this antibiotic did not induce a resistance.

The minimum inhibitory concentrations (MIC) of PMDM were 0.39~3.13 mcg/ml against Staph.
aureus. The MIC of PMDM for Streptococci group was found to be similar to that of this antibiotic
against Staph.aureus. But PMDM was ineffective against gram-negative enteric bacteria.

.2) The sensitivity distribution for 54 clinical isolates of Staph.aureus

The sensitivity distribution was studied on PMDM, 4'/-deacyl-PMDM and other macrolide antibiotics.
The sensitivity distribution of PMDM was found to be similar to that of josamycin and mydecamycin.

The standard curve at pH 7.0 was similar to that at pH 8.0, but the standard curve was different
between that in human serum and in monitrol serum to one tube on antibacterial activity.

3) Serum level and urinary excretion

Serum level and urinary excretion of PMDM were studied by the cup method with S.lutea ATCC
9341 as a standard organism. Serum level of PMDM in healthy adults given a single oral dose of 400
mg demonstrated peak level of 0.46 mcg/ml respectively two hours after administration, and serum
level at six hours after administration was 0. 27 mcg/ml.

Concentration of PMDM in urine demonstrated peak level of 24.5mcg/ml two hours after administ-
ration. The cumulative urinary recovery of PMDM was 0.55% for 8 hours after administration.

4) Tissue concentration

After oral administration of 200 mg/kg PMDM to SD strain rats, the highest tissue concentration
of PMDM was found in lungs, followed by liver, muscle, serum, kidneys, heart and brain.

5) Metabolism

The metabolism was studied by thin layer chromatography and bioautography. The administered
PMDM was metabolized to 4//-deacyl-PMDM, maridomycin, 4//-deacyl-maridomycin and unknown
metabolites.

6) Clinical results

Twenty-nine patients with infections in the field of surgery were treated with PMDM, which was
_effective in 19 patients (65.5%).

No noticeable side effects were found.



