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Fig.1 Chemical structure of TMS-19-Q

CHs

H.CH.CH
HiC ogc : ’
i

H'O H
CHs
I. EBMHESLUEE
1. [FERER
TMS-19-Q, LM A;, LM V, 10"-OH-TMS-19-Q,
# LU 14-OH-LM V 3RS () v+ —F v 2
—IZEWTHRBL2L DRV,
2. {ERABY

SEMEERBELAS) &, 1 =i, Y- 9N
A~13%A CRERBRBM L x—) AL,

3. EWRENESE

Micrococcus luteus ATCC 9341 “HEEH T 5
Bioassay 1z X D Tl » 728, EEERKIT 0.31~20 ug/
ml DEEREE L, SERAEREOREL, M, K,
BBIF B2k s e o A4 MZEMIBERD X R
L, v 7 LRABRCMEB L TER LB RFIZL - T
Tle~712,

4. Emirsik

7y MTEOLTIHERET, BFIEEAMER (TMS-19-Q
100mg, 2V > v 170mg, 7 = v 35mg, DK-= =
T 4mg) ZKITH B L THERT LI, #5E2
200, 500, ¥ 7-!% 1,000mg/25ml/kg & L, +35%
PG T, AREREBESZ AL T 200mg/ml/kg
®E L,

4 TR TIE 24 BffER L, TMS-19-Q-GC f&
(100mg Jyffi/$e) 5 §Ex MK 100ml & & Hicix5 L
too TTIEBARE DB AL, TMS-19-Q-GC ££5 £i%
ThosL, 50ml OKICEE Lok EHER LTH
i AGTEY L,

5. MAEREEDRIE

M v 70 XEYR S RERS, F o b TRRIK
BIRES D VIIETHIRL v, 1 2 TIRIREIR X 9
B Ltco MgiE Diisopropylfiuorophosphate (DFP) 41
B (5, T 7.5mM, 42T 5mM) #4T/\, Kb
THREFH, 3,000rpm-10 5D E OO BHEF A 1770 - T
B oM A RIRS O fEyy, CHCN % Hu Thiih



o4 CHEMOTHERAPY

SEP. 1984

L7o

O EEERMETRE L, 20% CH,CN 75 1/15
M phosphate buffer (pH 6.5) TH¥ME L7 D % B
BIEREREE Lo

6. MABPIBEEDONE

7., MT 200mg/kg ¥ FEARE Lictk, BRI
MEIRE &R X DESES R, MmiE L B
O MR JOBEO SESEHE Ui, #ARRE
BREKTEIESRL, FEETKY LRI - ERF
217, 288D 20% CH;CN 47 1/15M phosphate
buffer (pH 6.5) XV 1g @YY 25ul » 0.3M
DFP #fnz AY b r v TTER LI RELRA b %
3,000 rpm-10 D& LA BERIFE, BbOhic LY
BEMNERRARE L,

7. Rk X OEAFEEE DO RIE

7y MTHEOVT, RIXRBr -2, Brxxrv 74
— VB TR R Y = F L v F o — THRIBEALE
AL =vr—UIREL, YV 7APRELICHEBTE
5 X5 NaHCO; 4K 35 CHCl B Lico EW
RS E IR DCT, EHEROSE KRBT T
DRI A EE LT+ 8BRS L1,

A RZEVTIIERS JOBHOHEEUL R v 7 2 — L FR
ErFizTiTey, IRE =2 — v, BA» T -T2
i L TMS-19-Q % +igBR&S L, K, MBI
R LI, v 7k T o b EREEE CHLCL, iz 0~
2, 2~4, 4~6, 6~8 ¥ X U 8~24 FyE]DOREIfR T D
7o

B, BHv v 70k 358 (viv) ® CHoCl, ThHiH
% 2[BIfT78 - 7o, CHCl, BO—f%BETEZEL,
20% CH,;CN 4% 1/15M phoshate buffer (pH 6.5)
THER LIS O BERERRE & Lic,

8 fastkoOBR

4R RWTHER ESME® O KR, B Imliz
2,000 U B-Glucuronidase/arylsulfatase (Sigma #H5i)
Nz, 37°C-24 WA v ¥ 2 ~N— b LD Bk iR
xh T AFEW% CHCl; THiE L Bioassay THIEL
7z (Chart 1),

9. ¥, Rk XOBRHHRRMMOBER

7, bOMEE R OBy LRI 2OR, B
v 72T TLC/Bioautography »f77c\y, #i
HIEEE R RE L, SHREADTTABIIETEHR IR > T
177c\y, CHCly : CH,OH (1:2) winf@h = i % Sili-
ca gel 60 Art. 5721 (Merck #8) w2+£, F L,
CHCl, : CH,OH : CH,COOH : H,0 (70:11:8:2) @
EHRT 15em BRA L, FIEREE OB, M
luteus ATCC 9341, ¥fse Rz (pH 8.0) # A\,

Chart 1 Procedure used for detection of conjugated
TMS-19-Q and its metabolites in bile and urine
Bile, Urine

adjusted to pH 8~9 with NaHCO,
extracted with CH,Cl,

CH.ClI, phase aq. phase
adjusted to pH 4.5 with 0.2M
acetate buffer
treated with @-glucuronidase/
arylsulfatase
37C. 24 hr
adjusted to pH 8~9 with
NaHCO,
extracted with CHCI,
CHCI; phase aq. phase
evaporated in vacuo
| |

unconjugate conjugate

37°C T 18 BfHIEEE L TITt» 7o

10. FEEZ » b OMEFEE

TMS-19-Q #E5-8 24 B¥flic 50% (v/v) CCly (Y
— 7 THER) % lml/kg BEA~ESL, FEE
7w b BRERO LI, WBREEE LTIELBRYRE,
200mg/kg o TMS-19-Q % H 5, R K%
BEL, ThEaihkté L,

II. £ B & &#

1. 5y MERTARIL - 475 - Brilit - 3

1 MR

5y MkTH TMS-19-Q OB EOH#ER Y
Fig.2 iziR L7,

TMS-19-Q 200 %5 X 0t 500mg/kg HEHTIHRE
%1 BRI R MR EE 2.92 XU 5.46 ug/ml %
~L, 1,000mg/kg HEFHTIE, Y- 7EINEN 2HH
Lieh, 11.24 ug/ml O MEEREETH -1 FLEHE
o AUC fEix zh Fh 7.97, 12.08 ¥ X UF 37.98 ug-
hr/ml T#% -tz Fig 3 iz TMS-19-Q 055 & AUC
EORFEE R LIchS, Bk TR o o HBIFRKI
0.92 L HEFHEM LI AUC E&R LI,

2) M[ER X OEER ST BT 5 SRR

TMS-19-Q 200mg/kg #@EOHEL, * OMMAE
EERIE LTz, Fig 4 R X 51 TMS-19-Q 115
#% 30 AH b 2 BT O L, FEDE > B> T
B> Bl > O > I8 0D IEIZ B5 LA PIIREE T - Teo



VOL. 32 s-6

Fig. 2

Plasma concentration of TMS-19-Q after
oral administration in fasted rats
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Fig.5 Urinary and biliary excretion of TMS-19-Q
after oral administration in fasted rats
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Fig.4 Plasma and tissue concentration of TMS-19-Q after orally concecutive

administration in rats
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Fig. 6 Bioautograms of plasma, urine and bile after oral administration of TMS-19-Q in fasted rats
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Fig.7 Concentration ratio of TMS-19-Q and its metabolites in fasted rats
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Fig.8 Comparison of plasma concentration Table 1 TMS-19-Q activity extracted with CHCI,
between normal rats and CCl,-trea- from urine and bile treated with A3-gluc-
ted rats uronidase/arylsulfatase
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ABSORPTION, DISTRIBUTION, METABOLISM AND
EXCRETION AFTER ORAL ADMINISTRATION
OF TMS-19-Q IN RATS AND DOGS

Atsusur Sakalr, Tapakivo Suzuki, Satoko Enpo

Mayumt Watanase and MasaTaka MorisHITA

Pharmaceutical Research Laboratories, Toyo Jozo Co., Ltd.

TMS-19-Q, a riew macrolide antibiotic, was administrated to rats and dogs.
Plasma concentrations of TMS-19-Q reached the peak at 30 min-2 hr after oral administration. The

AUC values responded to the doses.

TMS-19-Q distributed to the liver, spleen, kidney, lung, heart and plasma in order of the concen-

tration in rats.

The concentration in the liver was about 10 times higher than that of plasma.

The urinary and biliary recovery of TMS-19-Q in rats and dogs after oral administration was 8%

and 14% of doses, respectively.

The major metabolites of TMS-19-Q found in urine and bile were LM V and 14-OH-LM V in rats.
There was no evidence to suggest the accumulation of TMS-19-Q in plasma and tissues during

multiple administrations of this durg to rats.



