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Dispositlon of 3—{N¥—plperidinomethylarino)methyl—
rifamycin SV (FCE 22250} in rats’

LIU Lu, WANG Zhen—Ywuwe, LI Duan, SUN
Shi~Liang® (Department of Pharmacology, School o}
Pharmacy, Shanghai Medical University, Shanghai
200032, Ching)

ABSTRACT  After rats being given ig FCE 22250 5,
10 and 25 mg+ kg, the plasma peak tmes (T,,)
were 12—14 h, the max plasma concentrations (Cp,,)
were 3.0, 5.6 and 12 ug+ ml” respectively, and the
half-lives of climination { I',) were 24—26 h. The
apparent volumes of distrif:ution of the three doses
were about 1 L - kg™, suggesting that FCE 22250 in
blood and in tissue was balanced. Total body clear-
ance rate of each of the three doses was 29
ml - kg™ « h™'.  The ig absolute bicaviability ranged
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from 69—84%. Its distribution in rats was follows:
the highest in liver, next in lung and then in fat,
kidney, intestine, spleen, lymphaticode, heart, muscle,
testis, the lowest in brain. Tt was eliminated mainly
via the bile with feces.

The human serum protein binding rate of FCE
22250 was 96.2%. It was shown that the rate was
not correlated with drug concentiration in serum under
our experimental conditions.

KEY WORDS FCE 22250; rifamycins; pharmaco—
kinetics; protein binding

BE X8 ig FCE 22250 5, 10, 25 mg » kg™ 5,
T, 12-14 h; Co,, 7+ 51% 3.0,56 12 ug- mI'';
Ty 24 - 260 BEFFTE LT RS, REKHEMW. HE
Br. . B. B, BEH. L. L. 8, BRI
Ig #EXTEFIHBE 69—R4%. EFBFEIBEFESBTH
FeEHEM, R E s MR FEOSS3 Y 96.2%,
EFLEEGTEOSSESHYREL.

X7 FCE22250: FHBRE,; s ire, £0He

(N-EREHEMAOFTEMBER SV
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(3—(N-piperidinomethylarino)methyl—rifa—
mycin SV, [{EE]FCE 22250), ¥4 B HNEE
RIEATEY, HAHERT, X & 0 E w5
ETHEFERFSHEOREERE, HEIRES
BE R 5 FAE T4 1, MIC % 0.01zg - ml™,
EEAMBRRTMET, BAYEEREN
BV, R— AR

W %%} FCE 22.50 JUMRIRTHE . &=
TRHB AN EHARFEOSCRBATTE
B 3.

H oOH

i[9 111

N
SOe: -
&) CHN-N=C1H-N
[} OH

3~ (N-piperidinomethylarine)methylrifamycin SV
(FCE 22250)

MATERIJIALS

FCE 22250 I R T pi Rk &
. #5 880313, M FMWE T (Rifapentine, {{
S DL 473), h L H W B2 R

A, kB —EBKE. FEK. 2
M. XKZMEN AR, ZZ BN CP, ~& ¥
e ERE. _

B IR L(YSB—2 TR E). R
PH 5> 150 mm, AEBEEH YWG C, 10
gm. FE DZ-254 ESHENEE, CDMC-1CX
il R gAY,

£ EWEHIRE 2603, LT AR H
FAt.

Wistar KB, 5,212+8SD 24 ¢ A E 34
IR, HER4AS R, AW I12h

ARG K, ¥ A0l 3 2 4t

e ——— e —r

. 59 -

METHODS AND RESULTS

FCE 22250 ZXRIFANE R NE

1 FCE 22250 ¢f Sk e di¢ S WX
RPN . REMEERES
2L R S5 M 1T 5 FCE 22250 ML H1L
4% DL 473 (1 mg « m1™ )X PI8R, MLBhAH A
B .K e =28 =14 1 26 .
0.117 : 0.248 (vol/vol), K ® % 1 ml-
min”. KR BBEK 254 nm. PIFRYTER M HE]
tg=7.1 min. FCE 22250 {R B #f [d] 13 =94 min.

srElEAFmIE. HE, B, % RF
BRETMARTIEER FCE 22250, 31 &
HHIA LR DL 473 10 ul, 8405 HPLC
HE. PREamRRASSSEEOIER Y
4, %} FCE 22250 ¥ BECX S MEE, 5845 iy
2. RBHMAXLBRBITE N r=09977-0.999,
W [E R H 54-108%, R HTR ZE(CV)
H9-12%.

2 aEHRAZFHAFFE KBNS 4
#, /A S H,ig FCE 22250 5,10 1 25 mg -
kgl iviomeg. kg BT L, 4, 8, 12, 24,
48,72,96, 120 h fE i JkER L, (2000 x g,

15 min), WHF RTELIK 0.5 ml, li A 45

DL 47310 pl, #5), Bl “HHARBERG ml x
), WHER S 60s, BEAL(2000 > g, 15 min),
EHTEHKE, TASTRKBERASHTEE "X
R, REOPLXAKZEE A MR 1 mg -
mi") 100 4l IBHE, 10 pl ERERE. KB ivR
ig Sy St e WL Fig 2. Iv 83251
WA HAARE TR, RERFFEE(2-24h),

24 h SRR R, SRR I — BT
B,.T, 334, AR THHRAUC-o

Ml ug- h- ml™. KR ig NEFEHR FCE
22250 f5, Him ¥ 4w A — SWEEBHHT, &8
FHR, KB ig FCE 22250 5, 10 1 25 mg - kg ™!,
i R AL B AR, Cp,, ST A 3.0, 5.6
H12pg - ml ', T 24— 26h;7112 — 14h;
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Tab 1. Kinetlcs parameters of ig FCE 22250 jn rats. n=35, x+SD.

Parameters Smg* kg 10 mg -+ kg™ 25mg - kg™
Copen g+ ml™Y) 310415 56411 12+ 4
T, () 1416 12+4 14+ 4

K, ™M 0.21+0.16 0.24£0.19 0.16 £ 0.07
K @™ 0.027+0.003 (1.027 + 0.005 0.029 £ 0.005
T (h) 26%3 26+ 5 24+ 4
AUC, o (g -h+ml™) 142 £ 43 286+ 28 589t 184
Fy(Lekg™ 1.06£0.26 1.1320.26 1.09£0.19
Cl{ml- kg -h™) 29+ 6 204+ 1.5 2911

T,24-26 b, RWHHHER vV, 4K 1L - ke,
RAEGE MBMBR PGB SRR
Cl#293ml-keg' - h™'; AUC, 5 BN 142,
286 #1 589 ug+ homl™. MEh 1% & H A
(Tab DAL B, 7 5-25mg » kg™ MEAEE
A, FCE 22250 2£Msh 108, Ig 9 H
& 69-84%.

3 mmgH EeELA S HKH, ig FCE
22250 10 mg + kg™', FHEJE & h 403E, BUL,
BF. M. Bh. . BEEF. BN BB, WA, B4
FIWKELEE; T 8524505 8,24,48, 720 BUFF. B #!

'”??\ w g e by,
‘2 T\?mo\l‘
: |
- \g
T
é jlv/’“/l\lfL<LK
AN
[t S

Time (it

Fig 1. FCE 22250 levels o rat plasma, n=5, 1t SD.

B, Ri1g B8, A 1/15mol- L7 pH72
B LA oK 4 ml, HIR IR, G (11000 x
g 15 min), B E#&# 2 ml, LA AR 10 gl, 3
LERERE. HHSEZALAFHY TR
W, Fig 2, REHE . FMHARPAEYER
W, Fig 3.

\F

.4

&

Tver | ——
|-

Lung
¥dney
vesime
Lymphnhcnodc

Splcen

Plasma concentration (g + mil

[LEEH

Fig 2. Tissue distribution of FCE 22250 8 h after g 10
mg - kg’ inrats, n=5, £+SD,

Cuncentiation (Jig £ g)

}- Bram

:}- [estis

4 lRitPHmie KPS 3E, TAHS
H,ip EREHMRZE 1 g kg™ ¥BE, BEHE,
R iv FCE 22250 5, 10 # 25 me - kg~ '. 4+ E
W et AMIBHY. BEH 0.5 ml, A
pH 4.0 BEEEEE MR L ml, LA AR, HZ B IE
ESEESISEMBERBBRG ml x 2), L,
ASTHESAHMTET, HPLC WM E, S5 RN Fig
4, =4HRE 4 ARBHAGR SHHEDN
7.9+ 1.1% (5mg - kg™"), 8.0+ 1.2% (10 mg -
kg "), 7.9+ 2.2% (25 mg - kg™l ).

5 £ AdtidHe ARIHE THS
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AN
& l\l \\L ‘
e

Tme

Fig 3. Distribution of FCE 22250 in liver, lung and kid-
ney 3—72 h after ig 10 mg - kg ' inrats, a=5, =
SD.

1 ig FCE 22250 5,10 #1 25 mg - kg™', #+ 58
RIS P ER S 120 h EfF AR HE. B
JR# 2ml, A HCl1mol - L7' 27, A$% 10
ul, ¥ PR IAIREL, HPLC #{5F. FRERIE(E 2
g, i A 4mlpH 4.0 BEERZE rhiE B 24 h,

23N {ug)
=
£

\

)
I
|

T =

Fig 4. Cumulative excretion of FCE 22250 after A) iv
By & Cyig 5 (), 10 (@) and 25 (x ) mg * kg’ in
rats, n=3=5.
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mAR , EEEERME. &8RN Figd
FCE 22250 MR HE /R >, 120 h B HUHRM
BEAZEMN 1.2+06% (Smg- kg™'), 09+
02% (10 mg- kg™'), 1.1 0.4% (25 mg-
kg '), =EF AR HEM A 2 HIE B ETE,
BE R, 1200 ERHHR LS
ZHEM 15.3+4.5% (Smg - kg'), 259+ 1.5%
(10 mg - kg )FF 40.8% 6.0% (25 mg - kg™").
F& b 2 i % Bl £ 24 7R R 18 T 1

FCE 22250 MW FRES

TR SRR, Br i g A4
R R STE b S E R A = /AL W i

550 6 = (B0 v — BB VR ) / SR I > 100 %

FCE 22250 £ 7~ [5) i 7 < (¥ 3 HE28: (1)24
M pH 7.2 BRBRE R RIFE BE N 0.1, 0.25,
05,075, 1.0 1.5ug-ml™". QM ERS
AL E R BASKELNE S MR 1.0
2.5.50,7.5 100 #1 15.0 ug - m1™". (324404
1/ 3 iB-& A 6 M 2 438 Hof )4 Ry
MR 05,10,1.525, 50 65ug - m".

mEFEASRMED, AN 956g-
L A@EN8e7g-L7"

PR A B I E A b o BE T B, LA
BB 4 A b, O B R ST U A AR AT
A A EAE B, 19 R SRAE T-ITEIFELR, W Fig S,
FU FCE2RS0 EXREETNBEIANELS
ERGHMEE X, HROLEFEQDSEW
WoW R MRIEESHLREENE
HATRNAETF C|, C,, Cy Cy VEA5{C Foom #e )N
C,/CnC/C,, C/CHREAEWIRM,
C,/C,=0.161, C,/C,=0099, C,/C,=
0.038. M AR FCE 22250 & A~ Jd] M i& 3 1)
W R 1-454%, W FCE22250 fF 1/ 3 A
MEHMHEOEESF N 839%, A LEERS
O EE 901%, AEMERAETEN
96.2%.

DISCUSSION

WM. R, ROERELREE, AHH
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Coaecentranen fug ")

Duwelais al wmbithiiion =ane linmi

Fig 5. Standard curves of FCE 22250 lu buffer {{O),
humam serum + buffer (1+2 vol} (@), rat serum ( < } and
human serom ().

“EHRERRER, MBI IOK
(B85:15){R -4 3, A & P42 A i 42 4R
oA iy 4R B B X 2 B~ 1R © SRR B 80 I 38 4T
M MEEEN, FTEER O, TR A
B0, REEAHL R r=0.9997, ULEABGFP4R AR
FTENBRREELY. SEYUHRIEN
Heh, 14U 36 o 2549 I R R (54-64%),
HeBal (104-108%). CV% S ER.

X &, ig FCE 22250 5, 10, 25 mg - kg™,
M5 B S AL AL, F & — S 1%
AR, BHEEREMERFRKA, 1200
EBER B Mk A, B T KRR A.

Iv 8 & FEE 1224 h H—EH" 1R,
RSHB\IANLHDBETHTAE L. LAR
5 Assandri BT 5 AR T AR, iv MEG%
A S 4. &KL FCE 22250 iv 854
HEREFEH 33h, #ig K426 1), FE®HR
W

FCE 22250 R R rfpT i, BUFHE
SR, Ry chm. B, ®. &, 4 %
Meg. L. U, #H, PRk ERY$

e S, HAT IS B AaT.

i E4piE FCE 22250 A& &M
EBAN 96.2%, REQE SR EX TR EZH
TRZHYRENEW, B5NFPEO SR
¥ SEIRBED T ERNELEYEOS
S RSN EEZ T, KiFEAD AT
BEESHY AR, FEE S ESS
SHRMWEERE, AR EHEERNOTOL
HRIEER.

BT FCE 22250 RENE{EAR. HEY
&R, LYW AN, BE ST, ERED
I () A2 A 2, R A B U R RIS
B 4.
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