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Table 1 Influence of inoculum size on

L % % # & sensitivity of Staphylococcus
Propionylmaridomycin (PMDM) i RHEEMH T % aureus to propionylmaridomycin
R SRR R BFAERT T RE & R AT H R OF ~ 2 Inoculum size
eSS4 FRITEYBE TH D, KOO LRASOHEN MIC One loopful of overnight culture of
EETH I ENBESLNT WD, ABEMIMLO~s w (mcg/ml)
A4 PR Az 0EERTORBEERICOVWTEE Original 7100—-fold dilution
Sh, BxoRHE1TRbn, ¥4 TH % marido- =0.2 2%
mycin (MDM) ¥ XU 4’/-deacyl-propionylmarido- 0.4
mycin (PMDM-M) %+ 2 HELHEES hic, K 0.8 2% 7
LRAHYE & D TRBERRET 2V, EHEI-> 1.6 26 24
Vo 2 3 OEBRENRE LML, BRACHEET 5 2; 5
WerBroT, TORBERET 5, mﬁ
IL Fikds LUK g 1
1. REHHRE 100 1
BARLEREESBUER L AT 71 2 v 1 7SEE >100 3 3
B 100 EHFFREBIR LB L%, BO 7 FURE T -
- o 3% : Including 209P
FRIRSTBERR 86 Bk & 209 P BEGH 87 BRI D\ THET Lo
ik Table 1 DLk D THEDMCRDE HRE e Table 2 Comparison of MIC
(172<, MIC L.6meg/ml i k& E D RO Lico of Staphylococcus aureus
100 meg/ml Pl BRI 8 Bk TH D7, S =
Mydeca- Number
BT hbEE 7 FYEREQ mydecamycin, PMDM mycin LM of strains
LM xf$5 MIC {fi% H#t Licd Ot Table 2 Th e | e | aq 7
57, 3HEXKWLTUSIEAEDRZMERL TS HD 1.6 3.1 3.1 2
LEZbRI, 1.6 1.6 3.1 1
PMDM 0 74 a vHEREC X5 MIC {EORIEYE 1.6 1.6 1.6 1
.7 FOERE 6 Bie oW T, 1 IEESI IR 1.6 0.8 1.6 1
RERZLDECRBEID 1 HEFYBOEATET 3.1 1.6 8.1 2
RICBIK L, BE MIC % HE L, % O RARX 8.1 1.6 1.6 !
Table 83D L3 H'T, WEDEI D DIEERT LI, z i é 2 : f 1
PMDM DR ##%THhH5 MDM 5 L 08 PMDM-M i 0: o 1: 6 3:1 .
DWW, EREET FUREORZHEL R LTH 100 ~100 ~100 1
ELicbZ?, Table 40Lish PADMIZEL MDM ~100 ~100 1
TR 14, PMDM-M i3 4R 2 HUR BE RS 2 48 P M
VX 5 THOt, ,?OQP O 2 | ] 0 ! L6 ‘
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Table 3 Bacteriostatic and bactericidal
MIC values of PMDM by broth
dilution method

} Bacteriostatic Bactericidal
Strains used | -

MIC mcg/ml
Staphylococcus
aureus No. 1 12.5 200
2 6.3 100
3 1.6 6.3
4 100 200
5 3.1 100
6 6.3 400

Table 4 Sensitivity of Staphylococcus aureus
to metabolites of PMDM
(MIC : mcg/ml)

| PMDM | MDM | PMDM-M
08 2% 2
Le | 2 9%
3.1 5 21 6
6.3 25%
12.5 2
25
100
>100 | 3 4 4

% : Including 209 P

Mpycoplasma pneumoniae D K45 HE 4 BRI O\ T,
PPLO ¥fk&#% v, PMDM, mydecamycin, JM
8 FITxt+ 5 MIC {E%X Il Lic, Table 6 D&k b

NTORITRTOEFICH LT RIFIRERZHEERYRL
o

Table 5 Sensitivity of Mycoplasma pneumoniae
(MIC mcg/ml)

Strains used
1 2 3 4
PMDM 0.004  0.008 0.004 0.015
Mydecamycin | 0.002  0.008 0.008 0.008
M 0.008 0.008 0. 004 0.008
2. EBRARY

~ 9 ADEE T VY RE K TR0 HED RS PMD-
M ¢ mydecamycin I&O\~TC # B 200mg/kg # 6 H
FENHE LTHER Lic, £DEIL Table 6 DL
HT, BEEILHE LAEEO L T, PMDM ik
mydecamycin DR 24D 1 THOTRBLHELIND
o

Table 6 Therapeutic effect to Staphylococcal
subcutaneous infection in mice.
Comparison between PMDM and
mydecamycin daily oral administra-
tion or 6days at dose of 200 mg/kg

Diameter of
abscess

Average
of area

6. 0mm X 4. 5Smm
2.5x4.5
4.5x4.5
4.0x3.5
6.5%x3.5

PMDM 23. 6 mm?

0Xx3.
0Xx17.
5x4.
0x17.
0Xx5.

Mydecamycin 45, 4 mm?

R e
oo o o

Control

All 3 mice died half way

3. BErEfhiRfFEHR

PMDM o & faE (A1 B 1IE A e thiR &, %EEE S8

BrRABRE LT EBERC X v ER L,

4. MmERERKE

FBHEC XV BmELA, 48Rt r 7 7 v EFZITE

CEDRELICHEERDOFELT.0% LELIERTH

7z (Table 7),

Table 7 Serum protein binding rate of PMDM
against horse serum using cellophane
bag dialysis

Concentration after dialysis

Experiments |——— (mcg/ml) rate

Against buffer| Horse serum

1 8.2 7.0 14
I 14 13
o 21 21 0
Average l 7.0
b. FRMFREE

FHC XY DAFRORE A, SERERRCKT
BREROFHEHE 5L, Table8 DL 3sh0.75
Lic W ERTH Ol

Table 8 Adsorption of PMDM to RBC

Concentration of supernatant (mcg/ml)

H % | o0 16 32 49
1 | es 7.8 8.4 8.9
I 13 14 15 16
i 28 28 28 29

Average rate of adsorption 0.75
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6. iR « Rep o RHRIBE

KA PMDM D7 5 € 7 = A BRE R 300mg/kg
FROBE LcOBbOMAF « R - BHAPRELFEIC
X D WE L, ZOREL Fig.l DLEHT, RPE
B FBED 100 50 < iFE L, JEH R $40~60
B Lic, BBETEMOTcdh M F I DIE
xR LI,

Fig.1 Bile and serum levele of PMDM.

Oral administration to rabbit at
dose of 300mg/kg

meg/ml

1007 Urine

501
Bile

Serum

Level

DN LY

7. BBRNERE

< AIZ 860mg/kg ® PMDM ©7 57 :’Aﬁ?&
B B S Lic &k E OMBASMOHEB LR L
7oL Fig.2 DL H T BRABOEMER I ETS
&, E—7{EOH SN, MOMET, &, B ikEE
WEOBRHATEETH O,

e = 7 RSk € % — MIC X 5 PMDM HffDE
Tk, BEOBRMEORERTHSH T4 Table 9 ©
EBDT, EMBTELOHEOETLESS & LHRE
hice ' )

8. HIR(EARR

PMDM % EERBICAER L7z D ¥ & i3 Table 10
DEEYT, FREFIIES AR 4AEDTHY, BR
BE LOACRPEES L 1 AT ERMAR A RIGIX
40X b 10X FRE CETF 2K UEL & HE S hi,
Fig. 8 i3 & I TH B4, PMDM # 53 GOT 38,
GPT 18 THo% 0%, 10 1.2g 0BRSS DA
OKRET GOT 107, GPT 41 L b, hrEsHET

Fig.2 Organ distribution to PMDM.
Oral administration to mice at
dose of 350 mg/kg

meg/g
or
meg/ml
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Table 9 Reduction of activity of PMDM
by homogenates of mice organ

Organs R e
Liver 15
Spleen 23
Kidney 10
Lung 10
" Brain : 28
Serum . 95
Contents of intestine 30

GOT 63, GPT 29 L{ET%kK LI, T DOEEDOEEIH
PMDM #5512 X% $ D LMIBLTEIVD, —EZh
CHRT S EEZLWEATH O,

Table 11 [3FRFNC KT 5 EFRBEL LD OT,
FA R REHREC L 5 L CP B s & Bbh s
Vv REC X HEFFRRO 5 Ho b Flicxt LT PMDM
b BRI S Lic, B#EBIEACIGUTEE Lic, B
X4 BEDORET2HIMEL, 3HNLELEBHETHD
ey, THBORETILHREL D, KTHIOHRM
OB BHREY R LD b0 18R, £
BIER & HIE S hic,

III. = =
PMDM 3 b2AETCHEINHEHETHD, £D
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Table 10 Clinical results
Cases Diagnosis Organisms Dosage Effect Side reaction
M.T. 65y.0. & | Pneumonia (§irobacter ﬁ 1.2g/day+12days | Exellent | Eje¥ation
R.O. 76y.0. & | Chronic bronchitis (ﬁf)"r”g;’f"ﬂ;a 1.2g/day-17days | Good -
: 1.6 g/day+7days _
M. Y. 58y.0. @ | Bronchits Normal flora 1.2¢/day+7days Good
S.I. 25y.0. @ | Pharyngitis Normal flora 1.2g/daye4days | Poor -
Quantitative-CF
K. T. 40y.0. & | Latent lues 40 % 1.2g/day+78days | Good -
10 %
1.S. 36y.0. & | Tonsillitis (i‘gféaf“éé’:é 1.6g/day-4days | Good -
Table 11 Clinical effect of PMDM against shigellosis
Cases ?s‘;};?;ez?i Srrxla;gg:fsrsigi stool Dosage Course of stool culture Effect
Daily ‘ Shigella disappeared on 4th
N.O. 22y.0. @ | Sonn. 1 Loose 2X/day 1.2gXx5days { ay Good
‘ Stool normalized
1 {On 4th day positive
M. A. 1ly.o. @ | Sonn.1 Normal 1.0gx5days | On 7th day disappeared Good
|(On 4th day positive
K.N. 6y.o. 8§ | Sonn.1 Loose 3X/day 0.6gx5days {Loose stool. On 7th day Good
{\disappeared & normal stool |
K.N. l4y.0. 8 | Sonn.1 Normal 1.2gx5days Same as 2nd case Good
H.K. 12y.0. 8 | Sonn.1 Normal 1.0gXx5days } On 4th disappeared Good

Cases of Mass Incidence

Sonnei isolated : single resistant strain to CP by disc sensitivity test.

Fig.3 M.T. 65y.o0.

83 Pneumonia

DFfi & LT, RROEE~ 7
v 74 FEITHB LM, JM, my-

%; 28 30 % 4 6 8 , 10 12 14 decamycin ¢ BITEE THB &
38— PMDM WHTEMNTEL D,
37C PMDM & ~ % R %2+ ® 2%
36— VYN — —} LOREK X D ELWHED
WBC 7000 7000 5100 ET A% E Db, RS
£SR (1) 2B 7 E12% oo HEBRLERTs L, b5
. CF X :
Myco <8 <8 BENEOEER RIS S &%
a ﬁ % ﬁ % BB LCishD, RIEIEHTIE
Nei ) *&Vo%%@ﬁ&TDﬁﬁ@ﬁT
Orgin - Neisseria e T FRELE N, AL
Sputa  Citrobacter + Str. vir., Staph. aur., PS .+ . BT B KA B LT B (T
g‘(’)‘d 1§§>< 128 6 BHIE ISR ERS
T 107 o
GPT 13 41 29 DERBHH D,
FE LR Gl ¢ PMDM #5541 GOT,

BRRBRC A LT & QIR BBRYS b Ao TREMe B SE LS
frichh, REWOIHEE L LdE LTEOMREN L
BT b, FASIPER L b Ok X b MIEEFER,
BHEMEH OB 2T okeh, — R WO TEYHE

GPT QEHA L1 IR I NIy, ZOFHRMTI
XLIERERGIDER X FHEOTUL LD TRESIND T
H55,

~7n 74 FEIRENBEHITH B, £L LTE
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FEOIC, Lo bIPEREBERIFECHA I WD & 03B H,
s & I IHRED BECE T 2 BRI KEOBFRCI
e BREEBETHHIIEKFENT—<LEZL DI,
V. #& B
EEDOHF <27 v 54 VXl propionylmaridomycin
(PMDM) &o\T2, SO EBERRRIBE 217780,
RDOFER % 210
1. BEITVYREORZ AR T LM, mydeca-
mycin & ZIERFDOHBE N %R Lo Mycoplasma
pneumoniae \TOWT hRETH DI,
2. =V ADKRHEE TV UREK T RYGEHES R
1% mydecamycin X <R T,
3. MEEAMFKER FORRERLLDERTH

Do

4. FKECEOREHOBHPRELMAEE D40~
50f%, PRAEERIL 100 £250 <122 Lico

5. =Y ARKEONBEHOEBENEEIF ThoHRE
282, RTHCEI Dk, "V AZBHRDOF TS —
FEDREBIR XD, it ONMETEZ2E DT,

6. FERZRYME 6 Bl ER L, 4 I HER TH o,
BIRHETE 1 flds L OHIBRMEARA 6 Bl LT BRI TH
Dlce 5B 1 BITHFIR 5+ GOT, GPT 0—@# EH
THhE DT,

X S

DdtEk #h BE-K:FLVOEMC I 2@ERKRE
B PIEF 24(1) : 58~63, 1969

2) BE—K : #20E B REEREFLREC vEDY
A, 1972, BRFEE, HBEP
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LABORATORY STUDIES AND CLINICAL TRIALS WITH
PROPIONYLMARIDOMYCIN

KazuruTto Fukaya, SHojl NAKAMURA and KATsuMAsa HARANAKA

Department of Internal Medicine, Institute of Medical Science, University of Tokyo

OsamMu KitamoTo

Department of Internal Medicine, Kyorin Medical College

Summary

On a new macrolide antibiotic, propionylmaridomycin (abbreviated as PMDM), produced in Japan,
several laboratory experiments were performed along with clinical evaluation and the following results
were obtained.

1. The susceptibility of Staphylococcus aureus of clinical isolates was the same grade as that of other
macrolide antibiotics such as kitasamycin or mydecamycin. Two metabolites of PMDM were also tested
for the antibacterial activity to Staphylococcus. Against Mycoplasma pneumoniae, the activity of PMDM
was also the same as other macrolide antibiotics.

2. The therapeutic effect of PMDM against experimental subcutaneous infection of Staphylococcus in
mice was superior to that of mydecamycin.

3. Both of the serum protein binding rate and the adsorption rate to red blood cells proved to be low.

4. After oral administration of PMDM to a rabbit, the biliary level reached 40 to 50 fold higher
than the serum level at the peak value, the urinary level reaching near 100 fold.

5. After oral administration of PMDM to mice, the organ level exceeded the serum level in the
liver at the peak value, being followed by that of the lungs. By mixing the homogenate of each mouse
organ with PMDM solution, considerable reduction of PMDM activity was observed in general.

6. Five cases of respiratory infections were treated and good results were obtained in 4 of them. In
a case of latent lues and b cases of bacillary dysentery, PMDM showed also good effect. The transi-
ent rise of GOT and GPT was recorded in one case with pneumonia during the course of PMDM

treatment.



