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B2 BT A RU 28965DMRUX, 46, Hts L OHEMtICM 3 50F%

ALK - f %A - F K
TER— R —E - AR
B — L2 Wnh bk X R+ HCRT FE T

(LUABEHE - SEILIES - ARG - B+ K
B AL £ kA R H 7T

MC-RU 28965% 7 v b B & UM X2 5 mg/kg # O35 L, FOWYL, 574, K#s L Uiz
WTRHL, UTOMEEE,

1. 9y MCEOKS LB, milh s34 65012 B iR 602 ng/ml(RU 289659 ) %
TR 7tk 12K $ THIMHT6.00 hr, 24K A 616885 £ TA-MM91.1 hr THE Lz, T /24 %
CREOHRS LB, MR %51 3 BRI I B % M350 ,g/mI(RU 289659 M) % 7R L 714,
6 BER A & 48BE M ¥ THMMI16.5 hr, 728ERH A & 168K5 M) & THMMNI83.9 hr TiHK L 72,

2. FFBES » MIEOKS LK, BREMETREIERES » FOHLETH - 700, mbik
FE-BE R g 4R T IRAR (AUC)IJIZIZFBTH - 7o

3. T v MIEOKS LB, RBPICIZEGHI12085M 3 TICHkS5 & D22.0%, EPIZ1267.2%,
BERAICIZ9.5% e S 7z, F7:4 XICEOKS LB, RPICIIR51%1686:M £ TI1240.1%,
Eh21345.2%, FERHPICIIIRE 412086 H F TIC5.2% Bkt s e,

4. FEES » MIEOKS LB, R, BBIUPATHEERRIEFET » b EIIZRKTH 57,

5. o MIEORS LB, BiHicidik s Ra8sm £ TITRS R D21.9%, RAIZ1221.1%,
FhIZ1338.5% ek S Ltz

6. 7 MIBEORS LTHELBAXNOT » b0+ IEBAICEA LB, MBitdiZidiE Akes
B TISEARDG.3%, RPI2133.5% 28kl 3 hrs,

7. 7y MIBEORS LK, 284 — 77477 A1C L 50EBHRHILEILENEY, I, W
IbLEBB L AERICE, PHAERIEY 7

8. 7 v MIEOKRS LB, KBSOMAMBIIIZKGH30FD 6 4BEMIIAT TRERELRL, .
N—F—fR, B, BRBIUMIICEL, PREMES L VRRIZED 7,

9. HRIBHEBLUIBEEN T v MIEOHKRS LB, BESEKIIRE% 4 5502, BEF3HE
5424 ICBmIRE LR L7,

10. BEFT » MIEOKS LB, LT PiREIES5 % 4 BEICR SR LR Lok, 4883
THFMA12.1 hr THE L7

11. “C-RU 28965/80.1 pg/ml, 1ug/ml B L5 pg/ml TOMBPEALESEIL, 75 FTi2E
nZhn83.2%, 77.6% B £ 1°67.3%, 1 X TIi196.7%, 98.8% + L U°82.3%, t h Ti394.3%,
98.4% 3 £ 198.3% Td > 7=

12. 75 MIEOKRG L7-B, R5H2UBEM I CIIRBIUEDIHEE SR E{LEB LU 3 HE
Df#H RU 39001, RU 44981, RU 45179N0#I&13, RTIHENEFNG6.7%, 11.4%, 5.2% B LU
1.0%, ¥Ti322.1%, 17.9%, 20.5% B LUT7.7%THh 12

RU 28965 (9- (O- ((2-Methoxyetoxy) methyl) oxime) gL, LALTYRO2L Y VIcHB LBHE T CRE
erythromycin) i 77 v A, Vvt 5 7#IZBW T, El*]'(‘ﬂ)f}ﬂ?)‘")f&wf:bmqﬂzﬁ&tiil,(E
THESN/-4BR< 7051 FREESHIMEME TH W2 B TIREMEICH T 55\ in vivo BRI
bo AEHIIT ) 20T A L L ERBORBEANRZ L nb.

L, invitn TORENIZT) 20=( 2 L1213 4], MC CHEE#L7- RU 28965% 7 » F B L UA X
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Fig. 1 Chemical structure of RU 28965
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TVRERW, iz KiR23+2C, BESSE10% D
RETTHMEL, KBRICAHW,

HMS v b KT K, HE200~250¢

MEIRISA B J v b KARE, RE200~249¢

HIRISB B T » b £ARHE, KH228~298¢

WEDRT v b REIIAAIE, HAE276~338¢

BFREE S » b HEME, 4:1% 8 MWD, 1KB242~250¢

HEMEA X 4:1£8~10~ AW, KE10.6~12.1kg

FFMES v MIMELRELE0% (V) ERTAHA
V= Zi%k 9ENT » M Iml/kg TIH1[E, 7HM
MRS LTHENLA, 3L mikeRILL, MK
REICLVFREORELMIAL, Ry 6 ILLiliRICH
(AVAN

3. &5 HE

MC-RU 289652 FFH% i RU 28965 % N & TATE D LK
SHEEIC L 7:1%, 0.5% AN FF I AFNELO— B
ICHBL, S5mg/2ml/kg %7 v PBLUA XIKEOK
B L7 H5IBLTRATHRENEABRLRE, §
WIEERIE L VA S, K5BSTHEIR#20~190
uCi/kg & L7z,

4. MPH L UMEFRE

1) - b

MC-RU 28965% HtE5 » M1 B3 BLUHFEE
7y FOIB3ENIEORS Lok, BRI
DRI L7- BRELL 7- M M AMAICIER L, B
By FL—F—%mzx, WK FL—arhor
¥ — Tt flE L7,

2) 1%

MC-RU 28965% HEME A X (1 B3 ML)ic&EOHXS L7
%, REREEICHEBIMURTERIR L D ~ ¥ INEKERE 12
RmL, 2mBLUMmMEE7 » P LEBICREBL, K5
REXME L7

5. R, ¥B8XUOWSHHE#

1) 7 b

“C-RU 28965% H\tE T » P (1 B3 M) B L UFFREE
79 MO1B3E)ICEORS Lok, A#Mr—JICRE
L, BAREEROKS THRIV S L CELRIL 72, IR
1320% €/ 2% ) — V7 3 ViBHICRINS &7, RizE
BARTHRL, #I3S0% 25/ —vEmMrtES+4X
L7ztk, Yo FL—%—%mMABsELHE L. R
hPEiiz20% €/ T8 ) — VT I VIBHO—FRmICT ~
FL—%—%mz, BEFELHEL .

KRR THT » PERMIESE, RELBBLIEE
ND—FREEY, VUFL—F -2 MATRERITEELH
FE L,

2) 1%

MC-RU 28965% MitE A4 X (1 3 L)ICEOKE LS
WMy — JITIEL, 7o b EAMOFETR, kB
S VMR R E L 7o

WM T RN — 2 KTHRiGL, REKEREY
FAXLI:—EREED, DoFL-F—EMAlH
=TI LB flE L7,

6. REitehgkitt

BT » F(1B3E) 2 —F VKT CRIBEIZS
Za— LA L%, “C-RU 28965 #0045 L
He 2o —JIE L. B, RELUKLER
L, B SAKCHRRLAZL v FL—5—%Mzx,
BAEERE L7ze RBEUKIZS. LRAKDEETR
B, Bt dEL 7

KBKRTRT » P ERRIESE, HILEABTY LRI
L, S0%XA% 7 —NVEMAFESF A XL e FD—F
BELDVF LS —EMABMELEME L, Rtk
125. LAMDOEETREL, REBRSELMEL,

7. WBAFRR

S P13 2T —7 VEERT CRIBEICH
Za—L%iEAL%, 6. CHRELAET:+ KN
IZIEAL, F=N=rsr—=JICE LT, Bit, KBt
URELHRILL, 6. LEBOFETRELEHELME
L7z $7:6. ERIBRICHILEATYS L URAPORK
el L7

8. EHA—-VIITATTT 14—

MC-RU 28965% HitE5 » F( 18 1) iIZEOHKSL,
BEEMICT—-TFVHERESYE, —T0CHOFIFATAR-
T b THEEL,

7744320 LTEIH3I5 um OFEEDH %1
L, HEGEBREXG T I LVLICERSE, 4TTO
HMBEH L7z XB7 1+ VLAXBEL, A— 5%
FLEERL.

9. HEBATH

MC-RU 28965% HtE 5 » (1B 3E)IcEOR/SL,
BEFIZ T — 7 VBB T BRbARYINNIC & b Bull e S &,
DT oM REL 72,
m¥g, m, KA, /Mg, TEE S 6 K
B, EREIR, TR, »~—¥ -, K& Wi 0 M
B, %, M, B 2%, a®iElh, BeiEw, 8 +-
fals, Zhe, #M, BEbE, W, WMELK HH, FH
KM, Kbk
RRL-EBIRZOBERLMEL, HBHEHEHICE
B, LECGUTHE LR, > rFL—9—%2Nil
SHEXRE L7z NS LM 4. LEBEDHFET
L7,

10. R&IFRAT
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UC-RU 28965 % {FIR13H B & & W i3 tFRIBH B D 5
g MOIBE3MNCIROMXE Lok, MEHREL9. &
RN HFETHE L. MEMBERISBEAS » N T
g, m, O, B, OB, B, OFE, M, Mt X
ABIUMGFE Lz, EIRISHE 5 » b Ti2Mm%, Mk
L, B, OBF B FE, M, B8 EKB LUMHKTE
L, BFCoWTIImE, L, Hti, FBXUOBLilEL
A

11. il

MC-RU 28965% iRk 11 BRI DT » M (1 B 3 L)
ITEOE%S Lk, ERMICIITE X UM 2R L 72,
BWML AL HMEMAICEMR L% v vFL—
-2 MmA Bt ENE Lz Mz 4. LEAMDOFE
TRIEBL7,

12. MEFEBKEE

1) In vivo

MC-RU 28965 % HEME S » bicRO%KS L, =—F 0
HRE T BRI L D A L IRALL, Mm% 58 L7
4 XM 4. 2)TRMLA-SDEH L, WEEIIR
VAx) Bcte i AR AN

2) In vitro

M5 o S, MM RIEBLRERABRL 3
L DIREL - M4 “C-RU 28965% 0.1 pg/ml, 1
pg/ml BLUS pg/ml LB X I2MA, 37C T205%
4o Fa~x—pL:% BIVEAEICLYEEBEEE
ZillE L7z

13. R#po5H

1) St

MC-RU 28965% MEtE 5 ~ b 3L OKRSE L, &5
%2ARER E TICHEE S M ROGRE TR B L UH 3 [T
SrebEarEARE L

2) MHE

RIZI/10BEDOMFEEEF M) o @R ENZ /2%, 3
BEOEMIF LT3 EME L, Mtz 1 2ic4dbhe
Too BIIS0BRX S 7 —NEMZAETF A X L7214, &
DAL TO EFERREL 7, BREICHEESEAENS0% £
F/-NEmMzEI L, FHEOBREL2EENERLT
EEE12108bE7, RBLUEOMEH %30T TR
ERfER, PRDAY ) —NVICERLEB /U~ T
7 4 —(TLC)ifit L7z,

TLCIZix > U H 4V Fese 7L — b (E. Merck. Fest, &
S0.25mm)¥ Hv,, ook a . PYZFALT IV
(9:1)T15cm BRI L7 TLC IR L TIEE#ES RU
28965, RU 39001, RU 451793 X UFRU 44981% #h %
hEIRICREAL, ZORMAMESR) > ) 77 BRE
B YVHEAL:, BRABTIC/L— 2 XBT7 10

LICHESETH - TV T ITLAEMML, BHMHER
Ry bOMREHE L. BAMYORSTIA-FT Y
7S5 LDBILMLKDOL )ALV ENIOIRD, 2%
J=N1m ¥MAHL U FL—F—%MA, KAHE
il L TR,

I. EMMER

1. M#B & Uik

1) 59 b

HM5 v bBIUNME S » b2 “C-RU 28965 % #%
OS5 L2:BRom+ikE % Fig. 3 8 & U Table 11I7R
T

HMT o D TIB G 4 RIS B # (1P M 602 ng/
ml(RU 289653 %) %Rk L 7=, 1280 ¥ T #MMN6.0
hr, 24BFMAH & 168KFMH  THMMA91.1 hr THE L7,
511688 M £ T AUC 1319.1 pg - hr/ml TH 72,

FFREE S - b Tiadk5 tk 3 BRI B & I iR AE913
ng/ml 2R L7-1%, 12850 % CH@EIH4.4 hr, 24FFH H»
& 1685 ¥ TA#I84.6 hr TSk L7z, $X51£1688F
M3 TO AUC1221.2 ug * hr/ml T o720 & B
EORKRE, FEES » PBLUERES - D GOT ik
9141167 U/L(F3YME L FEHRZE) B L U111+8 U/L,
GPT 1335048 U/L 3L U28+3 U/L Th - 7=

2) 1%

MEMEA X2 “C-RU 28965 % £ O04% 5 L7-BE M+
BIEB L OCM¥EHIRE % Fig. 4, Table 2iIZ27R-7,

I HE P IR V2 3% 514 3 BE R B iR AE3. 50 wg/mI(RU
289654 H) LR L, 6B H48KEM ¥ THMIA16.5
hr, 7284 5 168E5RT £ T4 mHA83.9 hr TiH% L7
5 1%16885/M T TP AUC 12104 ug * hr/ml TH 572,

MR IR 575 4 BRI BB IR BES. 92 ug/ml %
AL, 6BEMIAS48BFM T CHWM15.5 hr, 728EMH A
& 1680 3 THMMAS5.0 hr Tk L7, 51416885
13 TP AUC 13169 ug * hr/ml Th » 72,

2. R, ¥BIUHRDH

S v PBIUHEES 5 MIZ“C-RU 28965% #&
O#%5 L-BOR, #8 L UKDk % Table 3127
)

M7 v FTRRPICIIES R BRI CILREEBD
12.7%, 24B%f 3 TI221.1%, 12085/ TI1222.0%#¢
Pt S 7z, EPIZIIIR 5 %2450 $ TI257.0%, 120
BRI £ TIZ67.2% DSHElt Sz, FERPICIZES 14 2 BF
Ml CI21.9%, 24B5M £ TIi28.4%, 120BM £ i
9.5% D HElt SNz, G HI20FM T TOR, BB LU
Skt R I3 EEDIS.T% Th - 70 T 7-BRtkHIC
131.2% 2o ohi,
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BFREE T » P TIIRPICIZHS-H 6 RN £ TSRS &
D13.9%, 24B5M  TI227.4%, 120B%0  TI228.6%
Ak X sz, KPS I3k 54241 & TIZ41.4%,
120851 $ T1260.3% Ak & hio PRI Y %
2 TI2.0%, 24BEN E TI26.3%, 120 E T
7. 2% Atk S Rtz H 12006 E TOIR, KB X
VRS P 124 5 R 096.1% Th - 7oo  7CRIEDIC
121.7%H»BH LN,

2) 1%

HEME 4 X MC-RU 28965 015 L-ROIR, KB
X UTS P HEE % Table 4127R T

Rz iP5t 6 8§ 3 TICHX 5 R D20.6%, 241
3 TI234.0%, 1685 % TI240.1% 05kt Sz, #
iz i 5 24EM 2 TIC12.6%, T2BEM F Ti242.9%,
168B5M] £ T1245.2% A5kt S 7z, RSP IS %
4B $ TIC1.5%, 24BN 3 Ti24.2%, 728 2 TIS
5.0%, 120B§M F TI25.2% A%l & vz, 5121688
M3 COR, ¥BLUEKPHIIESRNI0.5%TH
ol T —THREWTIZIZL.0O%DBITEN RO S
L (WA

3. RErehdkit

UC-RU 28965% BEfE T v MCEOKSG LBOREH,

Fi

RB & U RSB Table 5i2RT . BBITPIZIXAS %
6 REM % Tlotk 5| D19.0%, 24BM £ TIZ21.5%, 48
B 3 TI221.9% AHE S . FBFICIRIRLZDRB X
ORI IZ48BEM & TICHR SR D21.1% B L U38.5% 4
et s hte, THILENEDICIRSED41%, R
EA 133, 7% B SN,

4. MAFMEER

Bt v MIZC-RU 28965% %5 L, 5% 685M
3 COMit 2, CoMtO—-BEOEES » b+
ZHRBAICRE LBOBE, RBLUKPHRE
Table 6(275F

fEitIcIZEAKR 6B X TISIEARDL. 1%, 2485
METI26.1%, 48B¥M T TIZ6.3% AUk Sz, FBF
IR LB LUEPICIZ488sM X TICIEARD
3.5%BLUB1%D PR E NS, T /HILEABTYIC
IEARD].8%HEBD SN/ AS, BRIEPIZIBSHEIL
BHohlhro7,

5. A —+57F 7574

B » MICMC-RU 28965% £ 045 L1:BOLY
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5% 4 B TIHLEAETD IR b & BSEEY
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g. 3 Blood concentration of radioactivity after single oral administration of

“C-RU 28965 to fasting male rats
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L. T-TEK TR AE, WEEN, H#§H
o, M, O, B R, 0, TERE X UMRIC G ILW
QTS W EAHEM AR b, EOMOMMILMB & 12
ZFREOBSHEN Th o 7o0%, PIRMEER B & UURER
BELED 27
BESUBHTRBABTR B LU0 -V —RAIROH
WEEHER R TR L, PR L VIRRAR G ED -
pAdS

PEH168EE M TIAF, RIR, MO, B, OELE
B, MM L U TIILBE  BUTE &R LA,
M4 T IO THED - 2o

6. MEATT

H#S5 v PICMC-RU 28965 % £X4% 5 L 7 PR DKL
W45 % Table 7I27R Yo

DML B G- 3002 b E % 7R L 720

btk 4 REM T2 N — & — R, IFB L UTERAIIRG
BT IEATRD SN, T IRED6.4~8.0f L
Too UK LBRER, AW, /M, EHE L UFHMTI
B, MUETIREN29~47%TH 720

57285 T IR R IRIE D31 %, LR, /A,
KB, MM, W B L UMIRIC17~24%, MK, KL
th, ERER, A5M9, BN, A@IRl, mE, +THEE, W
B, B & UBIZ6~13% A5 bz, MOHLE
BOFh O REIRED 5 %LUTISKD L7

5.1 16805 M T2 150, HERE, /N, KNE, H@ME
B, 1A E & UMK T2REIE & AR O RSHREA RO H 1
7:o URER, HHNE, MM, WOIR, BB L O LR
EIRAENB~15% WA L, oMMz 4 %L

RIB IS S BERTIC, M, MmE, KHE, AME, T Tl L7,
wik, MESH, TE, BRE, ¥R ORE, RO, 7. WBIFBAT
HE, O Bk, BB X UEMIIRS % ARERIC, £ 1) #4130 B
Table 1 Blood concentrations of radioactivity after single oral administration of
H“C-RU 28965 to fasting male rats
Dose : 5mg/kg
. Concentration of radioactivity
Time
. (ng equiv. of RU 28965/ml)
(h) (min)
Normal CCls - treated
5 124 £ 32 153 + 87
15 394 £ 24 550 + 101
30 365 £ 34 736 = 159
45 373 £ 19 694 = 138
1 389 = 15 739 = 133
1 30 438 + 102 632 £ 112
2 455 + 127 633 £+ 145
3 574 + 47 913 + 318
4 602 £ 41 842 + 285
6 404 + 59 642 £ 45
8 311 £ 46 389 = 12
12 231 £ 34 235 =+ 29
24 156 £ 17 160 £ 25
48 13 £ 7 117 £ 13
72 94 + 3 98 + 8
96 75 5 73 6
120 63 £ 5 57 £ 5
144 54 £+ 3 5% = 3
168 53 £ 4 50 £ 5

Mean + SE. (n=3)
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Fig. 4 Blood and plasma concentrations of radioactivity after single oral administration of
"C-RU 28965 to fasting male dogs
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Table 2 Blood and plasma concentrations of radioactivity after single oral administration of

J

<

p

Plasma

Blood

Dose 5mg/kg
Mean £ S.E. (n=3)

T

T
1 2

4

6

T

8

12

Time (h)

MC-RU 28965 to fasting male dogs

T

24

Dose 5mg/kg
Concentration of radioactivity
Time .
(u#g equiv. of RU 28965/ml)
(h) (min)
Blood Plasma
5 0.06 £ 0.04 0.10 £ 0.07
15 2.30 £ 0.71 3.81 £+ 1.15
30 3.32 £ 0.17 5.42 + 0.64
45 3.27 £ 0.26 5.62 = 0.60
1 3.34 = 0.31 5.49 £ 0.75
1 30 3.47 £ 0.34 5.52 + 0.72
2 3.45 = 0.31 5.48 £ 0.79
3 3.50 *+ 0.36 5.68 + 0.79
4 3.36 £ 0.41 5.92 £ 0.76
6 3.13 £ 0.40 5.63 + 0.84
8 2.73 £ 0.31 5.01 = 0.70
12 2.16 £ 0.33 3.94 + 0.64
24 1.31 £ 0.22 2.11 £ 0.37
48 0.52 + 0.09 0.85 *+ 0.17
72 0.28 = 0.03 0.43 + 0.07
96 0.20 £ 0.01 0.24 + 0.02
120 0.15 + 0.01 0.19 + 0.01
144 0.15 £ 0.01 0.15 + 0.01
168 0.12 + 0.02 0.12 + 0.01

Mean + SE. (n=3)
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Table

3 Cumulative excretion of radioactivity in urine, feces and expired air as '"CO, after single
oral administration of “C-RU 28965 to fasting male rats

Dose : 5 mg/kg

Time Excretion of radioactivity (% of dose)
Normal CCly-treated
(h) Urine Feces Expired air Total Urine Feces Expired air Total
0~1 - - 0.8 £ 0.1 - - - 1.0 £ 0.1 -
2 - - 1.9 £ 0.3 - - - 2.0 £ 0.2 -
4 - - 4.9 £ 0.6 - - - 3.5 £ 0.4 -
6 12.7 £ 1.2 - 6.7 £ 0.8 - 13.9 £ 2.9 - 4.8 + 0.4 -
8 - - 7.3 £ 0.8 - - - 5.3 0.4 -
12 19.7 £ 2.5 0.0 £ 00| 7.8 £ 0.9 27.6 + 3.4 | 24.8 + 4.2 0.0 £ 00| 5.8+ 0.4 30.6 + 4.5
24 21,1 £ 25| 57.0 £ 5.3| 84 £ 0.9 86.5 £ 2.0| 27.4 £ 4.6 | 41.4 £ 5.4| 6.3 £ 0.4 75.1 + 7.8
48 21.6 £ 2.6 66.1 + 4.8| 8.9 £ 0.9 96.6 + 1.4 | 28.2 £ 4.5| 58.2 + 4.2 | 6.7 £ 0.5 93.1 £ 1.6
72 21.8 £ 2.7| 67.0 £ 5.0| 9.2 £ 0.9 98.0 + 1.5| 28.4 £ 4.6 | 59.7 £ 3.7| 6.9 £ 0.5 95.0 £ 1.7
96 22.0 £ 2.7 67.1 £ 5.0| 9.4 £ 0.9 98.5 + 1.4| 28.5 £ 4.6 | 60.2 £ 3.6 7.1 £ 0.5 95.8 + 1.7
120 22.0 £ 2.7| 67.2 £ 5.0 9.5 + 0.9 98.7 + 1.3| 28.6 + 4.6 | 60.3 £ 3.6 | 7.2 £ 0.5 96.1 £ 1.7
Residue in carcass at 120 h 1.2 + 0.2% of dose in normal rats
1.7 £ 0.2% of dose in CCly-treated rats
Mean * SE. (n=3)
— Not determined
Table 4 Cumulative excretion of radioactivity in urine, feces and expired air as "CO; after single
oral administration of “C-RU 28965 to fasting male dogs
Dose : 5 mg/kg
Time Excretion of radioactivity (% of dose)
(h) Urine Feces Expired air Total
0~1 - - 0.1 £ 0.0 -
2 8.7 + 1.8 - 0.7 £ 0.1 -
4 14.7 £ 2.2 - 1.5 £ 0.2 -
6 20.6 £ 2.3 - 2.1 £ 0.3 -
8 24.7 £ 2.1 - 2.8 £ 0.3 -
12 28.4 + 1.8 0.0 £ 0.0 3.5 £ 0.4 3.9 + 2.1
24 34.0 £ 1.1 12.6 + 6.0 4.2 + 0.5 50.9 £ 6.9
48 37.6 £ 0.9 37.5 £ 2.2 4.7 £ 0.5 79.9 + 3.1
72 38.9 £ 0.9 42.9 £ 1.0 5.0 £ 0.6 8.7 £ 1.9
96 39.6 £ 0.9 4.3 £ 0.7 5.1 £ 0.6 89.0 + 1.4
120 39.9 £ 0.9 44.8 = 0.6 5.2 £ 0.6 89.9 + 1.2
144 40.0 £ 0.9 45.0 = 0.5 - 90.3 + 1.2
168 40.1 + 0.9 45.2 £ 0.5 - 90.5 + 1.1

Radioactivity in cage washings at 168 h : 1.0 £ 0.6% of dose
Mean + SE. (n=3)

— : Not determined
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Table 5 Cumulative excretion of radioactivity in bile, urine and feces after single oral administration of

"C-RU 28965 to bile-duct cannulated fasting male rats
Dose : 5 mg/kg

Time Excretion of radioactivity (% of dose)
(h) Bile Urine Feces
0~1 4.1 £ 0.8 - -
2 10.9 £ 0.4 - -
4 16.5 £ 0.7 - -
6 19.0 £ 0.3 3.4 £ 1.5 -
8 20.0 £ 0.5 - -
12 20.8 £ 0.9 13.3 £ 5.2 6.3 + 6.0
24 21.5 £ 1.1 20.4 + 0.5 23.8 £ 4.6
48 2.9 £ 1.3 21.1 £ 0.5 38.5 + 1.8

Amount in gastro-intestinal contents at 48 h 4.1 * 1.5% of dose
Residue in carcass at 48 h: 3.7 £ 0.5% of dose
Mean £ SE. (n=3)

— : Not determined

Table 6 Cumulative excretion of radioactivity in bile, urine and feces from bile-duct cannulated
fasting male rats after intraduodenal injection of bile sample (0~6 h) obtained by
oral administration of “C-RU 28965 to fasting male rats

Dose : 5 mg/kg

Time Excretion of radioactivity (% of injected radioactivity)
(h) Bile Urine Feces
0~ 0.5 £ 0.1 - -
1.2 £ 0.1 - -
2.7 £ 0.1 - —
4.1 £ 0.4 0.6 + 0.4 -
5.0 £ 0.4 - -
12 9.5 £ 0.3 0.6 £ 0.4 0.2 £ 0.2
24 6.1 £ 0.3 3.2 £ 0.8 56.1 +14.4
48 6.3 £ 0.2 3.5 £ 0.8 82.1 + 0.3

Amount in gastro-intestinal contents at 48 h : 1.8 + 1.1% of dose
Residue in carcass at 48 h : Not detected
Mean * SE. (n=3)

— Not determined
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Fig. 5 Autoradiograms showing the distribution of radioactivity after single oral administration of
WC-RU 28965 to a fasting male rat (Dose 5 mg/kg)
Kidney Bone marrow

4 h

Lung Liver

Spleen

Brai

3

Hypophysis Brown fat

4 h

Submaxillary ~ Thym Preputial gland
gland Trachea

Brain Brown fat Intestinal contents

24 h

T

i

Intestinal wall Prputl gland

Heart  Liver

Trachea

168 h

Thymus Testis



158

CHEMOTHERAPY

SEPT. 1988

B RS & UIGITHMA O34 % Table 9IZ7R T,
5% 4 BEM T RHERMIE VTR RFERIEER L
Pt BaAFIRIEC, RHAMMETIRED14~58% TH D
EREIBOBELSTHTH 7

P 5 24BN TIXMHT 35 & URGHFEMIZ V30 b I
MR L, WFIF, MIEE, REER s X U0
A R iRED1.5~3. 06 &8 L7ze B6fF 8 & UHa{FIL
I R LA P & AR T o 7o

$e 5tk AR M T XM AT MLALI X T 5 I HE D42~ 62%, fiS
Wi325%, FKIXBHTHo7,

8. Ltk

S AR AOMED S » MIZ “C-RU 28965 % 2

OS5 Lo fLitd 8 & M+ A % Table 101
s 2

Uit A R (2 35 T 4 B TR RAE 1117 ng/mi(RU
28965 ) &R L 7=k, HMM12.1hr THEL7 A
BRI L7 R h i & e B L LT iR S
%155 ~24BEMTid M6 ¢, 1.6~3.20 % /R L 7= H4885M
T2 iRE L FRETH 70

9. MUWEEMAE

1) In vivo
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Table 7 Tissue concentrations of radioactivity after single oral administration of
“C-RU 28965 to fasting male rats

Dose : 5 mg/kg
Tissue Concentration of radioactivity ( #g equiv. of RU 28965/g or ml)

30 min 4 h 8 h 24 h 72 h 168 h
Plasma 0.81 + 0.09 1.00 £ 0.10 0.49 £ 0.02 0.22 + 0.04 0.08 + 0.01 0.03 £ 0.01
Blood 0.69 £+ 0.08 0.83 + 0.16 0.32 £ 0.05 0.22 £ 0.03 0.11 £ 0.00 0.08 £ 0.01
Cerebrum 0.17 £ 0.01 0.35 = 0.00 0.14 £ 0.01 0.13 £ 0.03 0.08 + 0.01 0.09 + 0.02
Cerebellum 0.18 + 0.01 0.34 = 0.00 0.15 = 0.01 0.11 = 0.01 0.08 + 0.01 0.09 + 0.02

Hypophysis 3.58 £ 0.29 6.36 + 2.53 1.54 £ 0.17 0.45 = 0.08 N.D. ND.
Medulla oblongata 0.16 £ 0.01 0.33 £ 0.01 0.16 + 0.01 0.12 £ 0.01 0.08 + 0.01 0.10 £ 0.03
Medulla spinalis 0.13 £ 0.01 0.29 £+ 0.00 0.16 + 0.01 0.12 £ 0.01 0.09 = 0.01 0.12 £ 0.03

Thyroid 4.25 = 0.40 3.53 £ 0.53 0.75 + 0.05 0.28 + 0.05 0.21 + 0.07 N.D.
Eyeball 0.37 £ 0.02 0.47 £ 0.03 0.16 + 0.01 0.07 £ 0.01 0.05 = 0.00 0.07 + 0.01
Submaxillary gland 4.08 £ 0.21 3.94 £ 0.52 0.81 £ 0.03 0.25 £ 0.02 0.21 = 0.03 0.11 £ 0.02
Harderian gland 2.55 £ 0.12 8.04 + 0.22 5.52 + 0.57 2.10 + 0.42 0.27 + 0.04 0.13 £+ 0.02
Trachea 1.53 £ 0.18 2.03 + 0.37 0.54 £ 0.03 0.27 £ 0.04 0.14 + 0.03 0.09 + 0.02
Thymus 0.88 + 0.07 1.78 = 0.05 0.98 £ 0.05 0.41 + 0.03 0.30 + 0.04 0.17 £ 0.02
Heart 1.67 + 0.15 1.10 £ 0.19 0.26 = 0.01 0.14 £+ 0.02 0.11 £ 0.01 0.10 + 0.02
Lung 4.01 £ 0.23 4.42 £ 0.57 1.11 = 0.04 0.35 £ 0.06 0.28 + 0.04 0.16 + 0.02
Liver 10.90 £ 1.08 7.07 £ 0.48 2.06 £ 0.07 0.82 + 0.09 0.44 + 0.07 0.24 £ 0.04
Kidney 4.71 £ 0.21 4.01 + 0.68 0.93 + 0.06 0.40 + 0.07 0.28 + 0.03 0.14 + 0.03
Spleen 5.28 + 0.48 4.50 £ 0.36 1.28 + 0.04 0.44 £ 0.06 0.26 + 0.03 0.14 + 0.02
Pancreas 3.28 £ 0.16 3.10 £ 0.32 0.59 *+ 0.05 0.23 £ 0.03 0.17 = 0.02 0.17 + 0.07
Adrenal 6.33 £ 0.27 4.73 £ 0.77 1.20 £ 0.08 0.41 = 0.08 0.30 = 0.06 0.18 + 0.05
Fat 0.86 = 0.06 0.64 + 0.05 0.15 £+ 0.02 0.12 = 0.01 0.07 = 0.00 0.10 + 0.02
Brown fat 3.14 £ 0.58 2.83 + 0.44 0.59 + 0.02 0.26 + 0.01 0.16 + 0.02 0.11 + 0.01
Testis 0.20 £ 0.00 0.75 £ 0.03 0.61 £ 0.01 0.27 + 0.01 0.14 + 0.01 0.10 + 0.02
Epididymis 0.50 £ 0.02 1.19 £+ 0.05 0.63 £ 0.01 0.19 + 0.02 0.14 + 0.01 0.10 + 0.02
Muscle 1.15 £ 0.09 0.90 £ 0.11 0.22 £ 0.02 0.13 £ 0.02 0.10 £ 0.02 0.11 + 0.02
Bone marrow 3.19 £ 0.16 3.93 + 0.26 1.90 = 0.17 0.90 £ 0.09 0.33 + 0.04 0.08 + 0.02
Skin 0.95 = 0.04 1.31 + 0.12 0.47 £ 0.07 0.30 = 0.05 0.24 + 0.04 0.12 + 0.02

Aorta 1.99 = 0.26 1.80 = 0.62 0.29 + 0.03 N.D. 0.06 = 0.01 N.D.
Stomach 4.68 + 0.50 3.68 £ 0.56 0.96 + 0.02 0.50 = 0.11 0.23 + 0.02 0.15 + 0.04
Duodenum 2.73 £ 0.42 2.37 £ 0.07 1.10 £ 0.13 0.51 + 0.04 0.20 £ 0.03 0.11 + 0.02
Jejunum 4.52 £ 0.90 2.06 + 0.21 1.06 + 0.15 0.37 £ 0.08 0.15 + 0.02 0.08 + 0.01
Colon 1.44 £ 0.12 2.20 + 0.49 2.41 £ 0.61 0.26 £ 0.02 0.13 £ 0.01 0.08 + 0.02
Urinary bladder 3.81 + 0.27 1.84 £ 0.38 0.69 + 0.24 0.16 = 0.05 0.15 + 0.02 0.11 + 0.01

Mean t SE. (n=3)
N.D. : Not detected
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Table 8 Tissue concentrations of radioactivity after single oral administration of
“C-RU 28965 to fasting 13th-day pregnant rats

Dose : 5 mg/kg
Concentration of radioactivity
Tissue (ug equiv. of RU 28965/g or ml)
4 h 24 h 48 h
Plasma 1.18 + 0.06 0.36 £ 0.05 0.24 + 0.04
Blood 0.85 = 0.01 0.27 £ 0.03 0.23 + 0.04
Heart 0.91 = 0.09 0.23 = 0.04 0.25 + 0.04
Lung 3.28 £ 0.10 0.72 £ 0.17 0.59 + 0.09
Liver 7.28 = 0.67 1.44 £+ 0.22 0.85 £ 0.19
Kidney 2.84 £ 0.28 0.58 = 0.09 0.48 £ 0.07
Uterus 1.66 £ 0.12 0.76 £ 0.15 0.62 =+ 0.07
Ovary 1.68 £ 0.12 0.66 £ 0.13 0.55 * 0.08
Placenta 1.79 £ 0.42 1.25 = 0.05 0.89 + 0.11
Amniotic fluid 0.19 + 0.02 0.05 = 0.00 0.03 = 0.00
Fetus 0.54 + 0.07 0.61 + 0.13 0.46 =+ 0.11
Mean * SE. (n=3)
Table 9 Tissue concentrations of radioactivity after single oral administration of
“C-RU 28965 to fasting 18th-day pregnant rats
Dose : 5 mg/kg
Concentration of radioactivity
Tissue (g equiv. of RU 28965/g or ml)
4 h 8 h 24 h 48 h
Plasma 2.29 £ 0.11 1.27 £ 0.05 0.63 £ 0.12 0.20 + 0.02
Blood 1.87 £ 0.23 0.85 = 0.03 0.48 + 0.05 0.17 £ 0.01
Heart 1.24 + 0.15 0.50 + 0.04 0.27 + 0.03 0.19 + 0.01
Lung 4.34 + 0.20 1.98 + 0.03 1.05 £ 0.13 0.67 + 0.04
Liver 9.81 + 0.99 3.71 £ 0.33 2.8 £ 0.23 1.57 £ 0.19
Kidney 3.75 £ 0.19 1.23 = 0.06 0.86 *+ 0.12 0.51 + 0.03
Uterus 1.97 + 0.06 1.22 £ 0.07 0.93 £ 0.13 0.42 £ 0.01
Ovary 1.65 = 0.10 0.94 + 0.01 0.80 = 0.10 0.49 + 0.02
Placenta 2.02 £ 0.10 1.77 + 0.32 0.97 + 0.16 0.50 + 0.03
Amniotic fluid 0.17 + 0.01 0.13 + 0.02 0.05 + 0.01 0.03 + 0.00
Fetus 0.58 + 0.03 0.52 + 0.03 0.72 £ 0.11 0.40 + 0.02
Fetal blood 0.31 = 0.04 0.29 + 0.03 0.63 £ 0.12 0.39 + 0.01
heart 0.65 = 0.03 0.62 = 0.04 0.95 + 0.10 0.50 + 0.04
lung 0.84 + 0.01 0.8 * 0.05 1.24 £ 0.15 0.68 + 0.02
liver 1.32 £ 0.05 1.49 £ 0.04 1.91 £ 0.27 0.80 = 0.07
kidney 0.73 £ 0.00 0.71 + 0.06 1.09 £ 0.15 0.55 = 0.03

Mean *+ S.E. (n=3)
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Table 10 Milk and blood concentrations of radioactivity after single oral administration of
“C-RU 28965 to non-fasting lactating rats

Dose : 5 mg/kg
Time Concentration of radioactivity
(h) (min) (ng equiv. of RU 28965/ml)
Milk Blood

15 286 + 148 (1.55) 18 = 77

820 + 93 (2.36) 347 £ 91

4 1117 £ 25 (2.05) 544 £ 181

641 £+ 81 (3.16) 203+ 6

24 354 £ 94 (1.91) 185 + 78

48 77 £ 17 (1.04) Mt 7

Mean + SE. (n=3)
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Fig. 6 Thin-layer chromatograms of RU 28965 and its metabolites in urine and feces

after single oral administration of " C-RU 28965 to fasting male rat
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Table 11

Composition of RU 28965 and its metabolites in urine (0~24 h) after single

oral administration of “C-RU 28965 to fasting male rats

Dose : 5 mg/kg (n=3)

Extraction Composition of radioactivity (% of radioactivity in sample)
ratio (%) RU 28965 | RU 39001 | RU 44981 | RU 45179 U, Uz Origin Others
93.8 66.7 11.4 5.2 1.0 1.4 3.5 2.6 2.0
Table 12 Composition of RU 28965 and its metabolites in faces (0~24 h) after single
oral administration of “C-RU 28965 to fasting male rats
Dose : 5 mg/kg (n=3)
Extraction Composition of radioactivity (% of radioactivity in sample)
ratio( % ) RU 28965 | RU 39001 | RU 44981 | RU 45179 Fy Fs F3 Origin Others
95.3 22.1 17.9 20.5 7.7 4.4 5.9 3.6 2.7 10.5
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ABSORPTION, DISTRIBUTION, METABOLISM AND EXCRETION OF
RU 28965 IN ANIMALS

YosHio EsuMi, YosHiYAsu ZIN, SHINYA BAN, SHINICHI NiNoMiva, Kazushl HAYAsHI and TETSUYOSHI YOKOSHIMA
Tokai Laboratory, Daiichi Pure Chemicals Co., Ltd.

TeruO YAMAMOTO, MAsAsHl HiIRAYaMA, KeNjt SaiTon and KivosHr Okul
Nippon Roussel Laboratories

UC-RU 28965 was administered orally at a dose of 5 mg/kg to rats and dogs to study its absorption, distribution, meta-
bolism and excretion. The following results were obtained.

1. When “C-RU 28965 was administered orally to male rats, the maximum blood concentration of radioactivity was
602 ng/ml(equivalent of RU 28965)at 4h after administration. This declined with a half life of 6.00h to 12h and with a
half life of 91.1h from 24 ~168h.

When “C-RU 28965 was administered orally to male dogs, the maximum blood concentration of radioactivity was 3.50
ug/mi(equivalent of RU 28965)at 4h after administration. Then the blood concentration of radioactivity declined with a
half life or 16.5h from 6~48h and with a half-life of 83.9h from 72~ 168h.

2. When “C-RU 28965 was administered orally to hepatitic rats, the maximum blood concentration of radioactivity
was 1.5 times higher, but the AUC was similar to that of normal rats.

3. When “C-RU 28965 was administered orally to male rats, the excretion rates of radioactivity in urine, feces and
expired air up to 120h were 22.0%, 67.2% and 9.5% of the dose, respectively.

When “C-RU 28965 was administered orally to male dogs, the excretion rates of radioactivity in urine and feces up to
168h were 40.1% and 45.2% of the dose, respectively, and in expired air up to 120h, 5.2% of the dose.

4. When “C-RU 28965 was administered orally to hepatitic rats, the excretion rates of radioactivity in urine, feces
and expired air were similar to those for normal rats.

5. When "“C-RU 28965 was administered orally to male rats, the excretion rates of radioactivity in bile, urine and
feces up to 48h were 21.9%, 21.1% and 38.5% of the dose, respectively.

6. When the bile obtained by oral administration of C-RU 28965 to male rats was injected intraduodenally to other
rats, the excretion rates of radioactivity in bile and urine within 48h were 6.3% and 3.5% of the injected radioactivity,
respectively.

7. In autoradiograms of male rats after oral administration of “C-RU 28965, high concentrations of radioactivity
were observed in the intestinal contents, liver, intestinal wall, and preputial gland, but a low concentration was observed
in the central nervous system.

8. When “C-RU 28965 was administered orally to male rats, radioactivity in most tissues reached the maximum con-
centration at 0.5~ 4h after administration. High concentrations of radioactivity were observed in the liver, Harderian
gland, adrenal, spleen and lung, but low concentrations in the central nervous system and eyeball.

9. When “C-RU 28965 was administered orally to female rats on the 13th and 18th days of pregnancy.the concentra-
tion of radioactivity reached a maximum at 4h after administration in the mother’s tissues and at 24h in the fetus.

10. When “C-RU 28965 was administered orally to lactating rats, the milk concentration of radioactivity reached a
maximum at 4h after administration, then declined with a half life of 12.1h to 48h.

11. The plasma protein binding rates of “C-RU 28965 at 0.1, 1 and 5 xg/ml, in rats were 83.2%, 77.6% and 67.3%,
respectively ; in dogs, 96.7%, 98.8% and 82.3% ; and 94.3%, 98.4% and 98.3% in humans.

12. When "C-RU 28965 was administered orally to male rats, percentage concentrations of the unchanged compound,
RU 39001, RU 44981 and RU 45179 were 66.7%, 11.4%, 5.2% and 1.0%. respectively, in urine and 22.1%, 17.9%,
20.5% and 7.7% in feces within 24h.



