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AFHRIBIC 3813 % propionylmaridomycin @ JEBER 7e b OV ERIRAY R E

RHEMWEA « FRRLK « BIHER

d)ll Rk « B8 FHHl o Ain

S

BHBHUREEZMB-NBERE

(&

REEMTEKRRXSEPRAEFT CHBS L AF <2
v 54 FRI4&H propionylmaridomycin iz 2w\ TH
BRI B 2 B2 5 CcBRIRN 2T L2710
THET 5, KB L L T propionylmaridomy-
cin Xt D S EHRE B B oo R R 7B o0 RS2 MR,
MAREEE S X O RepgE, Bitd, BitEBTRE2R
FBLIM, ELCEYEP ERNTE LD TEL»ITRH
Mo b Evd 2 ELETE XOCEIRicovwTOR
B o BBR » bioautography i« X W KR LD
Ty, TORETOVTRILIZFHMcEHMET %,

D mRRER LV Rp B

Propionylmaridomycin 1 [1] 600mg 2% R A IR $ 5
BOMmAFRER X ORFHHEE A RIER Sarcina lutea
ATCC 9341 BR&{ER L, 74 2 7T & h AIE Lo
Te¥s, BRUERARIY pH 7.4 D ) VEREAZE RIS CTIERL L,
RV VERERRERIC CLORST AR Lic, BEERA 2 6l
DB LS0MELIEH I T 1 KRR T h T h
0.85, 0.41 mecg/ml TH h 2 BRI TRRWA L, 0.82

SE T ABED

0.25meg/ml %R L, 4 BEREILBIIERE TH D,
FRAEEEESRIT 6 RERS & CTTERFNO0.78%, 0.85% L /s
e W {ERTHDt: (Table 1, 2),

2) BBt +#%1TRE (propionylmaridomycin
B LU ZEOREH

firhds X OMTER DB IR AT e/ & 3%\ propionyl-
maridomycin %5 UIBH R D REOHEB 21k
#F Lico &R {FiIZDO\W\TiX propionylmaridomycin £
T, Rt Eoihifia Sarcina lutea ATCC 9341
BREMERETHT 4+ AZETHELEDD, R
DWTLEE=F A THHB Y Y 2 5L BB r~ b iz
L Oy EEL, Sarcina lutea IREFEET5 bioauto-
graphy {2 X b €& L7, 723, propionylmaridomycin
(PMDM) ¥ X U'%Z®D metabolite TH% 4’/-deacyl-
propionylmaridomycin (PMDM-M), maridomycin
(MDM), 4/’-deacyl-maridomycin (MDM-M) o
BT TN E DMK TIER L, AffiitE2Teok
A% unknown metabolite {3 MDM-M J{HCsHE L

Table 1 Blood level following oral administration of propionylmaridomycin
(600 mg) in fasting
Blood level (mcg/ml)
Case Age(Y) « B.W. (kg)
30 min. 1 2 4 6 hrs.
| 38 62 0 0.35 0.32 0
il 28 55 0 0.41 0.25 trace
Table 2 Excretion in urine following oral administration of propionylmaridomycin
(600mg) in fasting
Excretion in urine (mg) Total Excretion
Case ~1 1~2 9t 46 hrs excretion rate (95)
1.38Y 62kg 1.02 1.0 1.13 1.2 4. 35 mg 0.73
I.28Y 55kg 1.3 1.8 1.5 0.5 5.10 0.85
' Mean 0.78




1100 CHEMOTHERAPY JULY 1973
Table 3 Concentration of propionylmaridomycin in bile
Concentration in bile (mcg/ml)
Case
(1) @8 1 3 | 4 ‘ 6 8 12 hrs.
275 in gall bladder

1 %Y F 145 in bile duct
2 52Y F 40.0 23.0 12.5
3 74Y M 5.0 3.3 5.1
4 56Y M 15.0 8.2 4.6 56. 0 64.0 10.5 3.9

Table 4 Results of liver function test on the case of concentration in bile determined

Case & Age Case 3, 74Y Case 4, 56Y Case 2, 52Y
Diagnosis Stone in bile duct | Cancer in head of | Cancer in head of
pancreas pancreas
M. G 6 (qe)) 16 102
T.B 1.0} (mg/dl) 3.3 2.0
D.B - 1.8 (mg/dD 11.8
. Z.T.T. 10.3  (U) 18.2 3.9
L‘:zzction T.T.T. 6.6 7 13.2 6.1
test T.P. 5.1 (g/dD 7.9 -
GOT 41 (U) 67 94
GPT 28 4 58 60
AL-P 6.1 ” 28.0 33.5
LDH 404 ” 313 430

2o 4fEBID propionylmaridomycin @ Bh\lF Lo
Jiffii Table 8 D L ¥ b T, JAREHRE OHTHT 600 mg
PR 5% 8 RERIDED 5 PNYREEI 2756 meg/ml & (AP
BED0.82meg/ml X H HiX B CEMER R L1,
KIEEPBEIZZ R X b 2RfE\ 146 meg/ml DER R
Lico AEEG TIXFFEER I A D NihDtc, fid 8
FEBINI T b AT RS A B HHR IR ATRE /L BB T h
ZHRIEERE CRIBEC TEERAO L O, PRIERRE
THBHHEAER Licd D, 3 X OFFFIE22l Roux-Y
YIETCH T —TAEBALLLDTH D, vk, BE
BIZEER 1B 600mg 5 TH D, ¥ i SIEFOHE
RIDIFHAEIX Table 4 1iR$ & 3 b T 2 fEGICLIFE
EREHIR TS, Zhb OIEH AT DfER
B2 Ie DR, FEEEREE D H 5 G Tk peak {H
1340~60 mcg/ml FiEDETH DOt F 1o, 1 HITILE
HIAEL, & 14. 6 meg/ml DfERRTICHEE 7o 2D
oo TOERNLIZE A EEFHELRTIFHEE THOfn
BREOHERPOHRE, TREVIEHRTHL L, %
TRPAERIDOTINEE L\ 5 & L7 EAMEREORITR

TEBELICLELDND, RICEREHZ propionyl-
maridomycin OREHWOHER Y RIE Lic 8 EMD BIE
fHix Table 5, 6, 7 CRTLEDTHB, EREORY
BDA KA — ) 75 a1k Fig. 1, 2 10RT, HEER
Ry 2FOREDLTHbbLTE, WTFhiBLT L
%% LiXfBitH T2 PMDM, PMDM-M, MDM ¢

EDRS L, » e b R# & hic MDM-M, unknown
metabolite DLDLELRFL LD TW5 GEGI4 I
M) % Table?, Fig. 8 iRd), *¥7# PMDM-M i3
BRI AR TER 2, 3T hEAECRAL L, Wi
hd SREEITIREER IR Tk, L L 16 GEF
4) OBTHHEEEDOBER T2 T Al B
hTws (Fig. 3),

FREE LR T 2R (2, 4 LIZIEFTHEED IE% 7 fEf)
8 L EhE O metabolite &% H#k35 &, FiE T
unknown metabolite b5 HRi%30~509% TP b
(Table 5, 7), HED0BLTIRENRD & 27t b B\
(Table 6), & QIZHEBRFENC LIXFERI4 (Table 7,
Fig. 8) T&4 % & ¥ » & %) propionylmaridomycin
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Table 5 Propionylmaridomycin and its metabolites in human bile (Case 2)
Composition of PMDM metabolites (mcg/ml)
Hour | Activity S
" as PMDM Unknown Total
DM- —
PMDM PMDM-M MDM MDM-M (as MDM-M) activity
1 _ - - — - - _
4 40.0 - 9.25 5.00 42.5 42.5 99. 25
: 9.3 (5.0) (42.8) (42.8)
6 23.0 - 0.25 0. 33 13.75 13.75 28.08
* (0.89) .17 (48.9) (48.9)
8 23.0 - - 0. 33 13.75 13.75 27.83
: (1.18) (49.4) (49. 4)
- - 0.13 10. 25 10. 25 20. 63
12 12.5 (0. 63) (49. 6) (49. 6)
Hour : Time after administration of PMDM 600 mg
C D:%
Table 6 Propionylmaridomycin and its metabolites in human bile (Case 3)
. Composition of PMDM metabolites (mcg/ml)
Hour Activity
as PMDM Unknown Total
PMDM PMDM-M MDM MDM-M (as MDM-M) activity
1 14.6 0. 20 0.92 1.4 8.0 0.92 11.44
: .7 (8.0) (12.2) (69.9) (8.0)
4 5.0 0.10 0. 07 0.35 2.9 0.73 4.15
. 2.4) .7 (8.4) (69.9) (17.6)
6 3.3 0.07 0.04 0.43 2.5 0.49 3.53
. (2.0) (1.1 (12.2) (70.8) (13.9)
8 5.1 0.08 + 1.02 4.69 0.71 6.50
. (1.2) (15.7) (72.2) (10.9)
Hour : Time after administration of PMDM 600 mg
C ):%
Table 7 Propionylmaridomycin and its metabolites in human bile (Case 4)
" . Composition of PMDM metabolites (mcg/ml)
Houri Activity
as PMDM Unknown Total
PMDM PMDM-M MDM MDM-M (as MDM-M) activity
2.18 3.65 23.53 3.41 32.77
L] 180 + 6.7 ann (71.8) (10. 4)
o1 8.9 0. 36 0. 64 2. 40 11.20 5. 40 20. 00
| : (1.8) (3.2) (12.0) (56.0) (27.0)
1 4.6 0. 25 0. 87 2. 40 11. 33 5.00 19. 85
_ : (1.3) (4.4) (12.1) (7.1 (25.2)
3 | 56. 0 3.63 10. 33 13.33 160.0 55.0 242, 33
i : (1.5) (4.3) (5.5) (66.0) 22.7)
6 64.0 3.00 6. 20 9.00 90.0 36.0 144. 20
: @D (4.3) (6.2) (62.4) (25.0)
8 i 10.5 0. 20 0.52 1. 08 9. 60 4.40 15. 80
| : (1.3) @3.3) (6.8) (60.8) (27.8)
2l g 0.14 0.37 0.78 4.40 2.50 8.19
: .7 (4.5) (9.5) (563.7 (80.5)

Hour : Time after administration of PMDM 600 mg

(
\

)%
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Fig.1 Bioautogram of propionylmaridomycin
and its metabolites
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Fig.2 Bioautogram of propionylmaridomycin

and its metabolites
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600 mg #5 LT HHHTEEHIIIREA ERBNT, Z0F
HI LI 600 mg #HFHE L B SaioMnt, b
B B 2 5424005 B D E Tl unknown metabolite
DB ERIFE (27%), BHBEHEAALhS X 51T
7o % LTI TFRET % 2%, propionylmaridomycin @
BHEOMECEORE 2 FREMN RS W12 T
80.5% %R Lic, Zh &£ < B MDM-M D
BHEEBRI—HBERLZOETRET S LW 3 BB EN

Fig.3 Change in distribution of propionyl-
maridomycin and its metabolites in
human bile (Case 4)
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Bobhtc, DOX5LEER L H, MDM-M 2 ELHIT
unknown metabolite iTfRPINBTHA LW 5 =
L, FRAEEWEAZEN H B & unknown metabolite D
BH ML TRD L HEI NS,

3 Wt++%iTRE (propionylmaridomycin
PO o8 s i)

Propionylmaridomycin % 1 [a] 400 mg 1 H 8 [al#& ¢
BEBOBH P BITERE %Y Sarcina lutea ATCC 9341
BREMEEETHT « A 7K THE Lic, Table 8 1T/R
T LRI GIER L TR Y v RR OBETHTRY
propionylmaridomycin D EK&K# 5% 2 BERICEHR L
gt L v, TOBMTREXRE LR, 26loThth
DAL 0. 26 meg/ml, 0.21meg/ml /L, 16Tk
PR L IIERBEOBITAAL I, LK IRMEES T
¥ propionylmaridomycin 600 mg # 5 %% 2 BRDNE
o bioautography & X 5 @O EE X TIL 2%,

Table 8 Concentration of propionylmaridomycin in pus 2 hrs. after oral administration (1200 mg)

. . Concentration in pus
Case Diagnosis Blood level (mcg/ml) (meg/ml)
T. 69Y 40kg | Empyema of the chest 0.23 0.26
K. 38Y 58kg | Lymphadenitis of the neck - 0.21
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B BB LT R o REM O RIE & £ < [k 7
ETITIe Dl Z DR, BT O RBEHOBHREL Fig. 2
2Rt &3 H T PMDM 2% 0.09mcg/ml, MDM 0.04
MDM-M 0.28 mcg/ml &, »7is b {RBIh
72 MDM-M 23EfE LD T\ 5 Z LI LIS,

mcg/ml,

LN

BOE A BHORE DS o7 B Lo IRt 3 A 78 26 BRD
propionylmaridomycin X3 5 HE I 2 B % R
L, RBZ M8 2meg/ml i peak % iR$HF & 100
meg/ml Bl EOfitE%E R TEC S, 6.3meg/ml AR
198k, 2D T8%h 0 LT\5 (Fig. 4), JM, EM
L propionylmaridomycin & D DD HELTIE IM
B LTI 1 ~ 2 Bif (Fig. 5), EM B8 LTid 8 B
BE (Fig.6) OHENDETHADLI AL EM fif ik
o1 2 B2 propionylmaridomycin X} LE&HE TH D
fo (Fig.5, 6), 7ricEEERRREM 7 65 209 kD propi-
onylmaridomycin, EM, JM i&xi3 i NIEn T
#1.56, 0.2, 0.78 mcg/ml THOok,

Fig.4 Sensitivity distribution of Staph. aureus
(27 strains) to propionylmaridomycin
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Fig.5 Comparison of antibacterial activity
between propionylmaridomycin and
IM (Staph. aureus)
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Fig. 6 Comparison of antibacterial activity
between propionylmaridomycin and
EM (Staph. aureus)
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ABRHEIRC BT A XL UTRER BRI AR R GEE T
propionylmaridomycin %#{#f L7z, Table 9 Ot
b RAEMRRYE L, R, 85, FUIRK, E MR e &
DIEGINE TN DD, FIEMREIVE T 1 Sl IR BIfES)
DBADT WD, BL-EiXIZE A EH 1 [E 2cap. (400 mg)
%183D&5L1L5ﬁ1%fm1mp154@0&
HxfTie0 T 5 R 5 ERD 8 Ao b RE14H, F
#6.2H &«;"D“CL %o Lﬁ’%&ijﬂéﬁ HETET, 1
Bz 77A@ﬁ$%bﬁ&§h.vTh%wﬁm%u¢
LD THDOl, TOREEEEBRRR & OBIE ML
o 7 i x L propionylmaridomycin 8.2mcg/ml D
MIC TiX 16IixER, LENLERTHDM, TILEEA
FEBHADESEIO 160 EM R TH 0, 2 Gl
EM EEZ M TH DI, 77 2 BEREREEAD 1 Fli
B L HE St BERDEOHIE L&D FEEEIC L0
Too IR RAEAHRBAMEEZERD LA D
SHUMKMEB LD, F%); HMEAEEERD 1
DL B2 6 B UMM e LA, E%h; 6 BRILf#
A LTHIEROBEEN L AL N T, WROTZE, HE,
JERER Lich D, AH; MHrDEBETEROHGE
ik LIS a K05 LR OFHR & ORI f15 B
B A OB WHE

PAEDFEHET X b Wﬁ%&@%#m?é&,?%z
G, 126, EZh4 6, N2 6, FLE.8%DOH
KA B, BT L A EDIEFIT protease % ffF]
LT BB RAED S FeF i 5D TTES
T &, Rtk WA RET Lice E0iM
BERO I DRHTIL G R D BT DTIER b H 5o EIfE
AL LTRAREZARRTS X5 >Trb RO v &
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VRBEFZ 2L DN 1 HIRL R LA EESE, 7 v
N F—FIGEIRDB high 21,

E3 & &

1D mARER X ORPHEER

Propionylmaridomycin 600 mg #& 0 #¥-5-Fs D i H i
B3 1 ¥EiC peak 235 b, 0.4mcg/ml AL,
6 BERT ¥ TORPHRESRIL 0. 8% Rk &, M7 DIEERT
BT,

2) MEHPBTRE

Propionylmaridomycin 600 mg P RREFD AR HRTT
BEEBERACIOPRECH L ) BEE RS
276 mcg/ml %R LIcH SRS T LR BEWIRE SR
Wi, FrorDORBEWIIL H B S hic 4//—deacyl-
maridomycin, unknown metabolite D5 A3k
5%, B BEHEER Tl unknown metabolite D

50 % ElE DA AL e,

3) BHHBTRE

IBHPBTREG MFIRE & BERBE TH O L
DRBMYT 4”-deacylmaridomycin MEEE HDTL
o

4) RBREMRE

B 7 H260kD propionylmaridomycin 12X % #i
B E 2 WA R L, 6.8meg/ml LITFIC198k, &k
BR%EHDB R T,

5) ERIR{EARE

F & LTH BIRY F 7 R YE T propionylmarido-
mycin #{ERAL, E&26, FH 124, EH46, T
B 2B, HHHRIT.8BDERGHFEL B, BIEAE LT
1B B v € VERE SRX I LUSMERE TR E b oIk
feh2tc,
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BASIC AND CLINICAL STUDIES ON PROPIONYLMARIDOMYCIN

KivoHiTo SHIBATA, TaApao Ito, MicHITERU Fujii, NAGAO SHINAGAWA,
Hipeki NisHi and YAsusHi MURAMATSU
The First Department of Surgery, Nagoya City University, School of Medicine

Studies were done on basic and clinical studies on propionylmaridomycin.

1) Blood level and urinary excretion

The peak blood level of propionylmaridomycin reached about 0.4 mcg/ml one hour after cral admi-
nistration of 600 mg.

As low as 0.8% of the activity was excreted in urine for 6hours.

2) Concentration in bile

Biliary concentration of this macrolide antibiotic revealed comparatively high level of 275 mcg/ml in
healthy adults, while that of patients with renal impairement revealed somewhat low level.

The metabolites mostly consisted of 4’/~deacylmaridomycin and unknown substances. The unknown
substances increased in the patients with malfunction of biliary excretion.

3) Concentration in pus

The concentration of the activity in pus was about the same as that in the blood. 4”/-Deacylmarido-
mycin was the main metabolite in pus.

4) Antibacterial activity

The susceptibility pattern of 26 strains of Staphylococcus aureus to this macrolide antibiotic re-
vealed two peaks.

Nineteen strains (7395) were susceptible to the antibiotic at MIC of 6.3 mcg/ml or less.

5) Clinical trials

Of the 20 patients of superficial infectious diseases mainly, 2 showed excellent response, 12 good,

2 unidentified and 4 failed to respond to it.

No adverse reactions were observed but one numbness at the upper limb.



