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Propionylmaridomycin B3 % Bf2e
2 ACRTIREBENEE L RH

R #P-k F£-Fw &K
HA B @TEHER- &R BE
7% EhH-R EHt-dE AX
Rl AFELDHE - NHERE
(EEKE  RELH)
HHE IE#
R ALELRH —NHERE
#I IEEA
RBAFEFDEABEHE

BEiC#8 1 iz 3\ T propionylmaridomycin KB
BERHED, BT 2BBALH BRHRCOV
T <7z, X4 [E, & < iz propionylmaridomycin
DACE T 2HEERRBIC VWTHELLIREEMA D
T, BEBRNOEYFINEHRE & KB LLRL, FRT
ZTORBERRD L T 5,

+7% b, propionylmaridomycin @ A iC #5135 M
FRRE, RPs XOCETF~OHRE, MHRREC>
WTORBERN, I ZofRBEY B, R, B
ity MK WTEDL I RHTHLbA TS 2 DR
R, FREEROABERI~VWTLRNZME
%o

£ B K &

MR X ORSENBEOCRELE: BERAST (ER
24~425%, {KE48~84kg) 1641\ T, A #1000 mg
7oL 600mg #ZEfERRIC 1 @AARE R, 1/2, 1, 2,
4, 6 R HEIRDDRMAETTIR S & & bIT, HIRL
T EE 3 X O PRAPHEIER L O BZE AR & Ui BB
BEOWEL, EIHEFREHC 1000mg #4551,
MR & D e, 0~1/2, 1/2~1, 1~2,
2~4, 4~ 6RHEREOBT 2RI Lic, B
P E I IHEE OB\ D B 78] propionylmarido-
mycin 1000mg %# 5 L, [iHEEORMY 2 & &
bic, FHORETLARE Lic,

SOOI LTERINALART, WTFRbE 1 8
BRI MERER XOKRBCRRDFHET, EENBRE
& RBEDDORERTT 521,

RBEDOREL; Tablel iRT X 5, MK, =,

Table 1 Determination of metabolites
in tissues

(1) Extraction and separation
(A) Serum, Urine, Bile
Extraction with EtOAc at pHS8.0
EtOAc Ext.

I Concentrate and dissolve in 100~
l 200 xI MeOH

TLC
Solvent CHCl;-MeOH-NH,OH
(B) Tissue
After extraction with acetone, it is
the same method as (A)
(I) Bioautography
Sarcina lutea

R Y vEAERER T pH8.0 K Licod, Efig
=F A Thi LIREBRFERZRMEC 100 7o L 20041 ©
AR —NEENL, 2meg HYUEREL DAL/ -1
BWHE Y 2B (spotfilm) I AH ., b Lic, L
2IE 5, FEMI80%7 vt v ThELSFAIXL, T+
P UERERIRTHLERT pHA4.0 THEL, ~++
vTHBE L, LT, mEis & &R CRIEETR2%. B
BARICIZ 7 e mak VAt AR ) — N 1287 VE=TK
(40 : 8:20) ' F\>, Sarcing lutea #BEE L LT
bicautography i TRBMEWDOELXRE Lic, Rf
HOBENMHED OHEEX L b R5IiE, Wako-Gel
10B TSTAHL DOFEI X hER Lic BB TIK b
BITILOTHAR R B,

By v 7 L LTIt propionylmaridomycin %
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PMDM &1L, LUToO&RBED
pionylmaridomycin % PMDM-M, maridomycin %
MDM, 4”-deacyl-maridomycin % MDM-M &(REL

4’’~deacyl-pro-

Fig. 1

Standard curves of propionylmarido-
mycin and its metabolites
Test org. : Sarcina lutea

15

10

L5 ¢
mcg/ml
_M?S 0.05  0.125 0.25 0.5 1 2 345
n ! i n PP

TH\ 2, Sarcina lutea %3 % Hifilt MDM 3%
3B < T MDM-M 4% % {£<, PMDM ¢ PMDM-M
13- ORI 270, PMDM, PMDM-M o 2 £
Rlcitiz & A EERRDhOk (Fig. 1), FERDOR
BEDATBC H =0Tk 8 HDEHEY E, BERTC
DWTUE, 1, 10, 102650 8 A% & D TRIE L1,

R R K &

1. mPBEE: TORBEY: BREAKC KT 5 pro-
pionylmaridomycin 1000 mg 3% X O° 600 mg # 5 &
OmMPBEOHBORESY Table 2 LR L, HfTH
OEXZ TEBCEWT, Th% Fig.2 e 7r» Y b Li,
ZEARD A7 Y FILHBHIKE L, KBRUETE (0
BB 0.2mcg/ml HTF) 0L 0 4 FHok (B
LED 5 b0 8FNIMEES 80kg Ll EH D), FIHE
TH5LMPBED C— 2 1 3ARE 1 RBECHD, £
DFHHEIL 0. 76 meg/ml THDtz, 600mg #FHE5DH
&% E— 273 1 BRI Hotc, 1000 mg 3 LT 600
mg HEDOFHETH ARMBERIXEDRE A ENTER
EThH, 6RMEMHECIILAFMEMEEL LTIRE LS

Table 2 Blood levels of PMDM in healthy male adults

PMDM 1, 000 mg oral (mcg/ml)
*\\\\\\jff; 1/2 1 2 4 6
Y. kg
1 N.S. 28 48 0 0.6 0.7 0.2 0
2 I.Y. 24. 65 0 0.4 0 0 0
3 S.A. 32. 50 0 0 0 0 0
4 F.T. 36, 62 0.5 0.8 0.5 0 0
5 K.Y. 34. 56 0 1.1 0.5 0 0
6 I.H. 34. 61 0 0 1.2 0.6 0
7 K.Y. 26. 65 0.5 0.8 0.5 0 0
8 Y.Y. 39. 64 0 1.5 0 0 0
9 Y.T. 35. 62 1.2 1.8 1.0 0 0
10 I.K. 34. 85 0 0 0 0 0
11 N.M. 31, 65 1.6 1.4 0 0 0
12 T.T. 31. 64 1.3 1.9 1.2 0 0
13 H.K. 42. 59 1.2 1.3 0 0 0
14 N.M. 41. 83 0 0 0 0 0
15 K.K. 32. 84 0 0 0 0 0
16 N.Y. 31. 58 0.4 0.4 0.5 0 0
Mean 0. 42 0.75 0.38 0.05 0
PMDM 600 mg oral

1 O.R. 31. 62 0.34 0.38 0 0 0
2 H.T. 31. 56 0 0 0.36 0 0
3 H.N. 26. 60 0 0 0 0 0
Mean 0.11 0.13 0.12 0 0
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Fig.2 Blood levels in healthy male adults B % 6 GIOEHEIz ST Table 8, Fig.4 Z;RL
meg/ml Propionylmaridomycin  1000mg oral ®—e n=16 e ThbDO¥FEHEA 4% L, MDM, MDM-M b
2.0 600mg oral ®---® n=3 BEAER LEMEZTR LB MRER D B5— Tt
. LI EEBEHRLTVS L EBbRT,
. Fig.4 Blood levels of propionylmaridomycin
. and its metabolites following oral
o o administration
1.09 * m g/ml
R . 1.07
:/° . ° N
£ ° \\\o
/;"'. _______ ; --------------- ‘r \ﬂ
+ 1 2 4 6hrs.
S.lutea PCI 1001
Cup method 0.1- \
DT,
M3 X ORI H EE H D bioautogram o 1 i % >\X
Fig.3 iR Lic, 1BfHIBwI3 Tk PMDM X RR# &
hTRDHHIT PMDM-M 2T BbbhicDT,
K#4rit MDM, MDM-M 35 X U8 unknown metabo- o.>8
. 7 7 —
lites THot, 2BFfEIEKIZ MDM, MDM-M 0% 2 4 hrs.
BT BB bR, WA 30 5 REEH DR O FMDM
® PMDM-M O-===-0 Total activity in healthy adult
Fig.3 Bioautogram of metabolites AMDM
(Healthy adult) AMDM-M B——=0 Liver cirrhosis
Propionylmaridomycin 1,000 mg oral " X Unknown (Cup method)

@Yy 3
PMDM
+
PMDM-M
MDM ’ .
MDM-M ‘
o
Unknown
Standard Serum Urine
l1hr. 2hr. O0~1hr.

Table 3 Blood levels of proionylmaridomycin
and its metabolites in healthy adults
(Propionylmaridomycin 1,000 mg oral)

T Hour [ 2
PMDM - -

" PMDM-M (D) S
MDM 0.14 0.07
MDM-M 0.48 0.21
Unknown metabolites 0. 05 0.03

n=6 (mcg/ml)

2. RABEHCRET & RBEY; RP~NOHEIRITL &
ReEOEIRE L LToh% Table 4, Fig.b wRL
Too MABEIRETE 7eh 2ol b R Tl 2ARE
TRETH D, BEAPURE 2 ~ 4B H OB BB D %
HOfc, R 1ml OBEIRFER Lish Dlcd iRE 160
meg/ml iR L, 1H%ER< & 6 Kl H ¥ TRIEH TTHE
T, MAPBEORVHAIRFEERES Hholc, 6B
FCOEME 0.6~19.Tmg THH, EURRTAS &
HEREDO0.1~2.09, F50.89%THotz, 600mg 1[H

Fig.5 Excretion in urine (healthy adults)
1,000 mg oral

%

0.3
0.2
0.1 [—l
0~1 1~2 2~4 4~6 hrs.
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Table 4 Excretion in urine (healthy adults)
1000mg oral

~._ Hour Excretion rate
~.. 0~1/2 1/2~1 1~2 2~4 4~6 Total
No. "~ / / | (98
1 N.S. 0mg 0.6 mg 2.0mg| 13.3mg 3.8mg| 19.7mg 2.0%
2 T.Y. 0 0.8 1.4 1.4 0.4 4.0 0.4
3 S.A. 0.1 0.5 1.3 0.6 0.3 2.8 0.3
4 F.T. 0.1 0.8 2.0 1.5 0.6 5.0 0.5
5 K.Y. 0 3.5 3.0 3.0 1.0 10.5 1.1
6 I.H. 0 0.2 4.4 1.4 1.5 7.5 0.8
7 K.Y. 0 0 6.5 3.0 0.5 10.0 1.0
8 Y.Y. 0.3 1.0 6.5 2.0 2.0 11.8 1.2
9 Y.T. 0.8 4.5 3.3 3.8 0.9 13.3 1.3
10 I.K. 1.0 4.5 4.5 0.7 2.2 12.9 1.3
11 N.M. 0.5 0.5 0.8 0.2 0.4 2.4 0.2
12 T.T. 0.6 8.0 4.0 3.5 0.6 16.7 0.7
13 H.K. 0.3 1.5 1.7 1.8 0.8 6.1 0.6
14 N.M. 0 0.1 0.1 0.7 0.4 1.3 0.1
15 K.K. 0 0.1 0.2 0.2 0 0.5 0.05
16 N.Y. 0.4 1.0 0.5 0.5 0.4 2.8 0.3
Mean 0.3 1.7 2.6 2.4 1.0 8.0 0.8
600 mg oral
1 O.R. 0.1 0.3 2.0 0.7 0.5 3.6
2 H.T. 0.2 0.3 0.3 0.3 0.2 1.3
3 H.N. 0.1 0.7 0.1 0.1 0.3 1.3
Mean I 0.1 0.4 0.8 1.1 0.3 2.1 0.3
ARDOHE 1L F 0.8% THot, Tahle 5 Excretion of propionylmaridomycin
R 513 5 REHBRO 1 flx Fig. 6 1253 LA, and its metabolites in urine following oral

administration of 1000 mg in healthy adult

PMDM, PMDM-M, MDM, MDM- s .
B P MBI Total mcg (mcg/min.)

unknown metabolites 23E2» 5, ik PMDM D

SepDte, = ORH unknown metabolites |FEHT 172 | 1 2 4 (hfs)
Pt Liclmpolatrosh & Rich, BACHOTH PMDM - 112 | 1055 | 117 | 12
DE—WEDIZMNE 5 BERBETH DR, ZhbRPR @G.7| (17.6) | (1.0)[0. 1D

HMEMDOERENHER L 9§ D F5 T, Table 5, Fig.7 796 3459 | 558 | 4.0

35
PMDM-M (1.2) (242 (57.7) | (4.7) | (0. 3)
Fig.6 Bioautogram of metabolites in serum,

arine and bile MDM 66 | 836 | 7579 | 1063 | 107
2.2) |ca. .3)1(8.4)| (0.9
o ‘ : o o (2.2 |(27.9){ (126.3) | (8.8 | 0.9
PMDM-M ~ 91 | 1499 | 5782 | 2267 | 299
0 MDM-M 0.7 ¢50. 03| (96. 4) [(18.9)| (2. 5)

MDM ' — | 1.8 98 914 | 53
MDM-M . UnknOWn (0~ 6) (1- 6) (O- 8) (0- 4)

metabolite(s) | 34 | 245 | 521 | 612 | 55
(L.DE.2) 8.7 |65.1)]0.5)

Usksowa [ ()
Standard. Standard. Serum . UT? " ?i:e kL7, PMDM, PMDM-M, MDM, MDM-M %
1hr r r 3hr r
1K) () () (YY) (YY) (TK) withi 2R BREEED € — 27 2R T ORI LT,
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Fig.7 Excretion of propionylmaridomycin
and its metabolites in urine
(healthy adults)

° PMDM » MDM-M
e PMDM-M = MDM XUnknown
¥ 1 2 4 6 hrs,
meg 101 1000mg oral

5X103

10
unknown metabolites (¥ 4 BFfEIE~NE ¥ — 2 3T
WBH, E—2BX DO — TR0 RBED &
[ CHEHERR Lico &0 LIXRAHEY B E OBk
BRFRLDEELTIV,

3. JEH-shA~ ORI & fREEY; propionylmari-
domycin 1000 mg #¢ 5.4, BRI G, FRE LR~
DR A BIR LizD2t Table 6 Ths, i~
DL 1 ~ 2 BEOMcZDO E— 7 &R L, 116 meg/
ml DExR L. A—FTOmMPRED € — 2713 1 R
2T, FOEMN 8.0meg/ml THOIDITENS &
ZULLEL, Fio 6B E TOEILRIZL. 625 TH 0,

RB|EH D 2 —viX Fig. 6 ©ihs X ORpOF
hedlXe TR LA, T 1 EE i PMDM it

7z { PMDM-M, MDM, MDM-M ¢ unknown meta-
bolites 2:578 2T\ 2, fBHH®D unknown metabo-
lites (XRFPDTH & R7c>T, MDM-M & FH A& D/
T RE XS OLDT, L LAMHPDLDE RE HHE
hote, B REEHORRNHB 2 3 A ORI T
Fig.8 &RL, D&M D% Table 7 ik Lz,
Fig.8 TOFHETIIER DO — 7232 ~ 4 B L 72
T\oh, Table 7 TH5 X 51K, KEMAIKIOT1I~
2B — 2R Th DL, 2~4BEMCLZOND b
D & HOfz, unknown metabolites D&i3, WELK(L
X BMARBYEO B TIEINLhDAKEy F BEXRED
bhtch, EHEHNC MDM-M HM0 Hifis LTESE
LicOTHi REST WA ERELR DD, BHamORH

Fig.8 Excretion of propionylmaridomycin
and its metabolites in bile
1000mg oral (mcg/min.)

r PMDM
]
IPMDM-M, .
! !
L+MDM
| T -
MDM-M«
Unknown
T —— L,
0 1 2 4 6 hrs

Table 6 Concentration of propionylmaridomycin in bile

1000 mg oral (56Y, Q)

\\\\\\gf: 1/2 2 | 4 6
Serum
1.4 3.0 1.1 0.8 0
Stone of common (mcg/ m&)
. our — — — — _
bile duct Bile U o~1/2 | 121 1~2 2~4 4~b
Volume (ml) 16 18 36 74 60 Excretion
Liver abscess Concentration 0 8.0 115.0 105. 0 0.5 rate
(mcg/ml) : : : : 1.6%
Excretion(mg) 0 0.14 4.14 7.77 4.23
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Table 7 Concentration of propionylmaridomycin and its metabolites in bile

1000 mg oral

mcg
(mcg/min. )

Hour
m 0~1 1~2 2mt 4~6 6~ 12
3.6
(CD) +) D) 0.03) -
1.848 18 3.44
/ /
PMDM (0.015) €0.150) (0.028)
/ (= () -
0.616 6 1.146
(0. 005) (0. 05) (0.01)
22. 499 9 24.99 ,
(- (0.187) (0. 075) (0.208) -
77.948 164 38.4 P
7 (0. 649) (1.366) (0.320)
PMDM-M s
234 2
/ (3.90) (3.854) (= /
114. 48 212 21.13
(1.858) (1.76) (0.176)
45.0 14. 40 5.79 79.97
(0. 375) (0.12) (0. 48) (0. 666)
38.976 920 80 P
(0.324) (7.66) (0. 666)
MDM
918.0 10545. 6 196.0 p
(15.3) (87.9) (1.633)
333.9 3515 93.9
(5.566) (29.29) (0.782) (0.222)
31.2 42.3 204
(1.08) (3.525) an 4 /s
1400
574. 36 8400
/ (4.786) 70) (11.67) /
MDM-M
y 10440 24420 4600 1812.8
(174.00) (203.5) (38.33)
3812. 45 11008 2000
(63.54) (91.73) (16.6) (5.08)
440.99 300 63.99
(3.67) (2.5) (10.533)
121.02 10000 280
Unknown (1.008) (83.33) (2.33)
metabolites* 1440 6105 1600 562. 45
28 (50.9) (13.33)
667. 33 5468. 3 647. 96
| (11.12) (45.569) (5.399) (1.56)

* The value was calculated as the titer of MDM-M
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SBREEFRMORBHERE DR ISEERTNEMET
HH5,

4. FNBRELRBEY; MEBCTENHETROE
BICHTRTC A F% 1000 mg 05 L, FHHM (LA
Engr b s ~ AR B BLONI) ERBLLT £
DR L RBEYER Lic, Table 8 kxhbh b X
51, MR 5BENMARE X b EEDTWICE
BB, ENE 1 MTRNEEROBE L R,
AMEIZ B\ T ¥ propionylmaridomycin DffiI~NDB
T IWbDEEL bR,

Table 8 Concentration of propionylmarido-

mycin in lung (mcg/ml)
Time untill
extraction of | Blood Concent-
Case | Age+Sex | lung after oral ration in
administration | level lun
| of 1000mg g
1 1 69 @ 3hrs. 0 0.6
2 | 62 3 4hrs. 10min. | 0 0
3 46 3B 3hrs. 20 min. 0 0
4 2hrs. 10min. 0.5 0.5

Fig. 9 13N CORE E X 4#F LI bioautogram
ThHbHo ThxdhbE MDM MNAFH% HHTWT,

Fig.9 Metabolites in lung
3~4 hours following oral administration

of 1000 mg
PMDM
PMDM-M
MDM
MM-M i

Standard Lung(A) Lung(B) Standard

b MDM-M hE B2 B ARy b HEDBDOART
Botc, T DORBEHDORERHELE AT\ TERT
BT L TET, REEBORMIAHTH DN,

5. FFEEAONRH; HEFMC KT smF, Rbg
B L RBNER B R LBz Table 9,10 35 X *Fig.
10 12K Lic, BBEAICRITS Table 2 OFEESHL
Thh b k5 FEEF CILlh~D Bk X UHEED
BIER Bdlc, RBEYXY LR TERTAHZ LIXTE
ot (REDORMEALELTAIcH) OT, RbDHk
ORI S HERI LT &Iz, Table 10 %5 X U Fig. 101055
ThTW3 &5, BEACE~NT PMDM—PMDM-M

Table 9 Blood level and excretion in urine in patient with liver cirrhosis
Propionylmaridomycin 1000 mg oral (54Y &)

Blood level (mcg/ml)

hours 1/2 1 2 4 6

Level 0 0 0. 40 0.30 0.30
Excretion in urine

~1/2 ~1 ~2 ~4 ~6 Total
Volume (ml) 35 25 75 185 95 415
Level (mcg/ml) [ 0 80 42 21 15 Excretion
1 rate

Total (mg) | 0 2.0 3.2 3.9 L4 | 105 1,059

S.lutea PCI 1001 Cup plate method

Table 10 Excretion of propionylmaridomycin and its metabolites in urine in patient

with liver cirrhosis

Propionylmaridomycin 1000 mg oral total mcg
1/2 1 2 4 6hrs.
PMDM + 188 (6.267) 184 (3.067) + +
PMDM-M + + + + +
MDM 18 (0.600) 181 (6.033) 281 (4.683) 487 (4.058) 340 (2.833)
MDM-M - - - - 162 (1.350)
Unknown + + + + +

( ) :mcg/min.
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Fig.10 Excretion of metabolites in urine in
comparison with liver cirrhosis and

healthy adult

-%— 1l g 4 §hrs.
meg 104( —— Liver cirrhosis
AL —=-=Healthy adult
/N
5x10%F AN
/ AN o PMDM
/ \\\ e PMDM-M
/ \.
\ a4 MDM
/ A s+ MDM
109 f7N \ M

5X 102

102

~, ¥7z MDM—MDM-M ~® 4" £ OB T ~ AALH
HIhTWBEELLNBEBE B, ThisEL L
T iy B EE DBIEY. MDM DfE#Eic b EL D
7z, Fig. 8 rOERINEEFOEFRORBMED D
HEBEYRLTWAY, Zhhbd MDM—MDM-M ~
DFERIEY B b T % 81,

- E S

WKL D~2m 74 FRUAEHE L I BCBTE
P& L, BEDOFTIL ot rat i i+ % JMD, mydeca-
mycin?) L 1 T KT HFAOEEANEBE ORKE D
fifi, FRCBDTRENE\C & &R L, BEHOS
FNREDEFACLICHTEANE > IR/ EL,
Z OB B HRBHBELBEE L TRHIEL 5, FAE
DX ARBEAND, AR HBERBEYSET
Lic b T ofRBESY K R, B, Masge L
THH LT R,

Propionylmaridomycin ® AW 3t} 5 ARl B3,
Tatle 2, Fig.2 WAbN5 & 5 CHBDTHEEENKE
<, AH1000~600mg 1 @EEFErnbbT, HEHE
6 B & T A RITERTAEIREE (0. 2meg/ml) 1 L7
Wi 01960 b FIFETE Lic, S DZ L3EFIOHRER
PRHATHECLBE LS5, LirL, 1000mg 5

DFE, TOFBMEIrLRD L 1EHBCE— 27035
T, 0.76meg/ml /R L, 2B BEEAT %0 4 B
BUREIE & A Efnhd Bk Lic, & OFANE 600 mg
BEDH G I ALND A, BLTEAFOMARERE
WEEDT I, ZHIEM LR, BTl o
BEXTOFERALA, BEHE-THhL1~2~48F
PR R S %<, BEETILEH T 116 meg/ml,
FRARz 160 meg/ml 7¢ K OfE%RIR Lic, L L, 7o itk
SRR 5 EIRER D B & B &, 1000 mg H5DHE, 6
Rl CTTRTIR0.8%, FBHTIX1.69% Lich, FH
LfhD <2 r 54 FREUAEDE L AFOREEETS &
Bbhhic HEABCHEE LTAHS &, RNL b MPEED
BV RF R X O RBEL B EHEA R DA,

R OBEZmHEE & IIEREH TR U ERRL,
IR TOBYERBELEMT 2 REBZACENTH
B/Beht,

LU ERF O FIEIIC B0 B oM OB, BRI
W, WRERCIFR IR ERFE DR FOT 1T B R R D HERNC
BADLDEEZ BRBD, TTE1IRTRNC LS
i, ZTORZUENZ 7 ABERICELhDZ b, &
OB XD TERI N B ATREIED K &\ IR 23R
fEZi3, ffi> macrolide FRIEH & AN 7s h OEFHEH
FETHLIDLEbhic,

X T, 3D macrolide RIFEWHBRIT KT, 4E
HORBIE AMEICDOWTEEL B3R LICBERIZ A 25, F
FIFFEACTCTORBOBELER Lic, T TR
R RT3 L 5 ic propionylmaridomycin D
B Fig. 11 WRT X 5 7fi@23# 2 bh, propionyl-
maridomycin (PMDM) (Xt 7 >~ A{b & 4"/-deacyl-
propionylmaridomycin(PMDM-M), 7 » 4 =—
MEENT maridomycin (MDM) t7ch, X LI
7oV r € =—1 (k& T 4-deacyl-marido-
mycin (MDM-M) k5%, BEOEE TILI b St
DRBEMCOWTOFEMIRETH D, = OFITIETL
BEORBEC LB E, HERNTO LIREARIVESE
MDM-M ¢ o RE fEEXETHKE Iz 2 2ORGH
EWNREEh T3 X5 Ths,

¥R DR BEME PMDM-M, MDM, MDM-M 35
X ORMHED RS bR H, TOEMEIL MDM T
HOtco Y DBT~BIEED A TITisto 7o B Tk 2
WS PMDM % PMDM-M 21 rhic e LTl
505 HEOREI VTR L30EMRD AR RGIT LTu
T PMDM 3 & BH I NI 2D T, HAB\ILfIE
HORFIRESL DT, (ZOEMITHETHSD ),
ERMPIRETHALINEDEL TV B,

BRI, T TREx OB B0 2 K FI O L-
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Fig.11 Metabolites of propionylmaridomycin
CHs CH:CHO
CH: CH:
Si0z2 TLC
--------- v CH30 cn;
___________ OR:
- Propi onvlmundomycm
(PMDM
Rt TS
_____________ Hs CH:CHO
______________ cu; CHs
......... 2
e \ZYZ\ M@
CHs CHiCHO # ~Deacy}-
== - 4C!!:§JH; propionylmaridomycin
0 HOZ N (PMDM-M)
\Zb\ OH
CHs W}gm
0% 'CHs
1 .- 0  Maridomycin
~~~~~~ (MDM)
~—
.....
~~~~~~~ CHs CHs
~~a 0 HO 2 \N/

(Y O OH

0 O~4ch, H=
D ) CHs

" ~Deacyl- = Pr

19 maridomycin Ri=Ac,
(MDM-M)

3

[A)

—_———

N, EECIIRBF-VHERIEBZ L, Fioorat
W Tk 0RO ERBMEHL PMDM-M THAT
EEBNT B0, AR B0 3 RBEY O E4& (MDM
DERE) 1X, ThLEPOERE I N DRERLDTE
D, FEICIOTHRBAZ—VHBIREDLTHSS
ZERHER IR,

$TT Fig. 6 # X Thh 3 X 5 EFHCiE PMDM,
PMDM-M, MDM, MDM-M, RaHWE L5
DRBEWH Db T 55, PMDM 1ERIDHER
L EBRPEER LTS, B HIERBORBMEY
DHBE LTV AL, WEOKEIEVCIIRORMEY
RIgDTWBZ LTI DEI RS ORBEYOHE -
DEFC X O THDTEETTOND LD THS, BH
FEFEET > RARMED L MFPO TR ENR LD T
BBETHILS, mMEOLDORXBHEROE THLH X
NichD L bHEERMIND,

ADIADREWEITIZE A LI MDM ThH»bh
T, BIERIC I\ T bioassay L radioactivity
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Following a single oral administration of 1000mg propionylmaridomycin the blood level reached
peak at one hour and then was diminished until 4hours. The average value of blood peak level was
0.7mcg/ml. The administered propionylmaridomycin was metabolized completely and maridomycin,
4’’-deacyl-maridomycin and unknown metabolites were observed. In the viewpoint of the antimicrobial-
activity, however, propionylmaridomycin acted as a form of maridomycin. Urinary recovery was
0.8% in 6hours after administration and urine contained 4’/-deacyl-propionylmaridomycin, marido-
mycin, 4’/-deacyl-maridomycin, unknown metabolites and trace of propionylmaridomycin.

The biliary level was predominantly higher than the blood level. In the bile, 4’’-deacyl-propionyl-
maridomycin, maridomycin, 4’/-deacyl-maridomycin and unknown metabolites were revealed. These
unknown metabolites in blood, urine and bile had each different Rf value on TLC. The unknown
metabolites in blood were readily excreted into urine.

In the lung tissues the antibacterial activity was observed even if the blood antibacterial activity
was not observed, and only maridomycin was observed as a metabolite of propionylmaridomycin.
In the patient with liver cirrhosis the blood antibacterial activity was observed more prolonged
than in normal persons. It seemed that the deacylation of 4’/ was inhibited and so maridomycin was
accumulated.



