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DL-8280 »{&ANHIRE

%24 “C-DL-8280 m&fEEMICHT H|IL, 47, Hillt

W ¥ AEEE - WA - SRR — - WAL - SRS
SE— BB A P RAFSRFT

DL-8280 N&MEMICH 1) 5 EABIMEE UC HIM DL-8280 & AW TR L7,

UC-DL-8280 DX EH{LERBURALIX, NBThoN, BABLEBAEI>ELELBR SN T, 7
v ML MC MBI, FARICKELTERLY,

LmEmP “C MER, Fv b, 41X, AT, Th¥h, 20 mgkg BAXEH 2, 3, 2 hr THH
BE (Coex) ICEBLRE, Coax 12, 7y b, 41X, ¥4 T, F0t¥h, 1.99, 12,72, 7.19 pg/ml TH
D, LIk 4.79, 9.55, 4.70 hr DX THREL -,

5y MAKEA MC MBEE, TIREHER X R 2HER TR X D M <, MRBITIERRIF TH oM,
AR, 20 mg/kg BAKEEE 2 hr TE—2iIK#EL, '§ (13.96 ug/g) THRETH Y, 48 hr #
Wb 0.1 pug/lg UTIIETL, 284 — 79475000 bERAMEIBD o1 T

MFEEEREARIT Y b LA X TH 50%, ¥V TH 30% Tdhol.

FHMRRIIRPTHY, BOREH 8 hr TR Iy b, 41X, ¥4 T, Th¥h, B5ED
54.3, 61.5, 77.0% MSRP~Ht s, BY HBIEEH TEP~PRES N, T b CRIENP~PiE
Shicky 30% 0 mERIREh, BFERLX.

21 AREGEENRERO T v MTR 2 2Mikd “C BE, MBA “C BE, RPEDHRI,
WTFh Y EEREROTh LA —Ch Y, HRIC X 3ERA~OEECHHIBEIRD 6 h 2 2o

T,

DL-8280((+)-9-fluoro-2, 3-dihydro-3-methyl-10-(4-methyl-
1-piperazinyl)-7-oxo-7H-pyrido[ 1, 2, 3-de][ 1, 4]benzoxazine-
6-carboxylic acid) ¥, H—NEKXLH CHRSNIFHRE
HERRERITHY, 77 LBHEE BXO 77 L@BHEICH L
TRRHENEE+2 2 LB pIc ATV Y. BI#PIC
BT, 1 RBLUH LIZHIT 2RI, BEit% bioassay #&
HPLC #iz X n e L, DL-8280 AiasicEO®iN&Eh,
REALRBShYIC RELEE LT HicRP~IEtEh 5 Z
LERE LS, 4E, Fig. 1 [o@EX4 R+ “CHEMDL-8280
(MC-DL-8280) # Fiv\T £ Sz H5(F 2RIR, 4, Phits
HRIZRM LI-0T, ENREEBET 5.

Fig. 1 Chemical structure of 4C-DL-8280
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1. #&EgiE

UC =3 DL-8280 (LATF MC-DL-8280 LEg+4) &fE
L, E#ALiE, benzoxazine T 6 il Tdh - /= (Fig.
1), “4C-DL-8280 miHstiEix 26.9 mCi/m mole Th
Y, HEHMEEAOHIEEL 98% ThH o7,

2. EREWBS IUVHREE

Slc-SD ZHetES v b (8~11384) 184 T 216 T
Y- VR (RE 11~14kg) 4TRSS X UHMMHED =
7 A¥FN (KE 2.5~3kg) 4HEFEA L,

Fy NZBIT3BAR L UHIRNBEIR S EZR T,
BERIX 20mg/kg & L7, ¥/, 7v b THEMEYL
BN LEoRE &L, 5, 20, 80, 320 mg/kg T o7,
5y MEEEREEBRTIE, 20mg/kg 1 B 1821 A
BEEORE Lic, £, BIUGBA %Ki L ERITR
WTiZ, 20mg/kg ¥ ERBEN—THICEE LT,

AXBLIVHFLERITIROEEERTIX, BE5RIT
20mg/kg & L7z,

3. BEROANEL XIUHKEHE

BO#Eicix, 4C-DL-8280 IZFEHSHE DL-8280 %
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MRTO5% HAEHyvrFrtern—2F bY Dak
VHGICAAR LI & A W oo WA TR B o0 7 BE 13,
20mg/kg BEELERDOSy b, 41X, 41T, %
h#h, 129.2 4Ci/20mg/5ml, 16,8 u#Ci/20 mg/0. 5 m!
X0 48.8 uCi/20 mg/2ml TH o7k,

BARA 53 L UHILE v — 7P i 1%, 1C-DL-
8280 IZJEH 41 DL-8280 #hnx T/KICHRMH% 0.1N-
HCl CEMEL, 0.1N-NaOH T pH6 iZ§ifd L7 k¥sik
T, KO MEL, 53.9 4Ci/20 mg/2ml T >
.

BORER, 7y hORERYUFIREY, A X TR
AWM F—FAIREY, Y ATR/ANEARRY 7 —7F
WITX Y BREE LY, BIRNBEX, 7y b ORBRIR
SRS 3~

4. AEERRN ORI

1) ¥k

5 v b TiX, YC-DL-8280 ¥ 1 ¥ 4 VCIC B 5877
BRI = — 7 VBB T CEERYINIC X Y M BT &
ETMHEERR LI, MK 0.1~0.2ml & MARICHT
L, &M “C MERERARK L L, BRY nlhikE
4°C 3,000 rpm GEOLSBEL T E R LE, BEE
N—THNb B WiERRE LB, BRIk Y £m
7% 0.1ml 242 LIBE~RA L,

A X T, ¥C-DL-8280 Bi[GI#y5-1% P EreMliC Al
ARE Y k& BB L, €0 0.2m]l ¥ BEBALE
mygEd “C MEREARE L Lic, &) 02MEKIL,
3,000 rpm TR LoMHE L Mg % 57z,

LTI, 4C-DL-8280 Bi[a|#: 5% AT Rt Ic FERED
REBIRE DRI L, LA X Difiak & FHRICAE L,

WEICBA L2 ks HEIRMER (Aloka
ASC-112 B)) iZ X Y i B g ikt e itk y v v —
vavhyrys— UTHR VBT TRIETsC L
I2kh 2t “C MELRIE L, LiFZxT 2 7/ —
Ny vFr—4s— (NEN #8) iCEELEy v CRIE
L 14C MEE R,

2) s

UC-DL-8280 # 5 BT ERFMICMBIES ¥/ T v b
»h, Mgk LTiX, iF, ®, O, B O, M, B OB
T, MR, BRI, KE, KR, |A, AR, BB
BH, KW, B9, IR, TEE, FH V-6 B
PEHL, 2ERLYCIVEREER L, WL
BRE, ®, /M 5B KB TEmL, A8
AHATHSR L TEREAEHE R L., ¥ic, RIX
WAk RN LRI, REER4FRICT v M ERLE
RIETHEBELV-72HEL, AEPERIRICRIRL
2o

AHEMAEHZ 2K & FISRICAMEALE L, 48 1C
MELRELE. AREREDICOVTR, 20—% Kk
¥ToT /Ny rFL— S —ICBERLEKY o TRIET
Btk ) MBEAEYT UC AL RO,

3 R %X

Rix, #5% 2B T, ARByr—2icky £
474 20T CHREML, RHFCBOAHKRES
b, 5% 1M ETORIX, BEMICT v OB
XERERUTIER UMSHIRHCE . V BRI L 7, il
ERMICARE - XV BRR LI,

RETITI—NyvrFL—8—CRBMRERY Tk
HEEEXHEL, RPSEERE RO, EixKEkEmx
ThESR— ML, WREERLTO—EREHTLE
M & FHRICMBELE L, By~ CHRREERIETSC
Lizk PR EREL .

4) M

REIX, HOHHLD I6FEMERL—FAHET T
REFE~EYVzF Loy =a—LEBALET Y M
WUC-DL-8280 X Bk E-%EEL, EFAICERL, B
BRY R LBEicid, 4C-DL-8280 ¥ k54 BHM L1
BBHEOBEEI=2—LEBLET v FO+=IEEN
~FEL, BHEREBRLE,

BHo—EkE 727 /—NivFL—4—ILBER
L, By v CHAEREBIEL, BHPHRLRELE,

5. HEERIEE

e (4C) 1, BE v (Aloka LSC-652 % XUf
LSC-900 &) CHRIELX, HHiED s = vF P ORHE
X, SHBRIR (9 Cs) Fr R VA Y aBIREVET-
o

6. 2HA—FFTTAXI5T74

BEA—FFTH T T AERAOLEYICELTHE K
Lo +Hbb, MC-DL-8280 # 5 HATERMICT v b
I —FABBESET, —70°C DFKFATA AT
PP THREL, 77443 m b—h (PMV 4005,
S.P.L #8) ik ) 30 um EOMELFR EIERL,
PR SR EERETCA— 7Y+ 774 74
NhLEEL, 2EA—FFTAYTAEERLE,

7. MERBIVCMLHEESEESBORE

1) maREEAR

UC-DL-8280 % 5 v b I S FT R IC £M ks &
Ul ERRL, £l UC ME (B), T “C &
BE(S) BXUA~= b7 Y v ME (D 2HEL, KR
) MEREAREREH L

MEREE SR (%)=[100(B—S)+S - H)/B

2) MHEEAKER

MHEAEARGERDAMEO I L Y ELE. T
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Table 1 Blood levels of radioactivity in the rat, dog and monkey after a single oral

administration of 4C-DL-8280 at a dose of 20 mg/kg

1a7

Blood levels (ug- equivalent to DL.-8280/ml)
Species Samples Time (hr)
0.5 1 2 3 4
Whole blood 1.221+0.24 1.49£0.40 1.9910.27 N.T.» 1.4910.28
t
Ra Serum 1.3610.28 1.7110.45 2.59%0.29 N.T. 1.6410.29
Mook Whole blood 3.20%+1.31 4.11£1.65 | 7.19%2.91 6.861+2.28 6.79%1.13
" 1 Serum 3.1941.22 | 4.1941.60 | 7.89%2.72 | 7.1942.35| 6.96+1.11
D Whole blood 4.70+2.84 7.141£2.90 |12.20%+1.81 12.72+1.22 | 11.39%+1.33
o8 Serum 4.381t2.51 6.93+2.46 |12.10%+2.13 12.52+1.49 | 11.85%1.48
Blood levels (ug-equivalent to DL-8280/ml)
Species Samples Time (hr)
6 8 24 48
Rat Whole blood 0.96%0.06 0.75%0.21 0.09+0.03 0.04%0.03
Serum 1.0310.07 0.8710.25 0.11+0.03 0.02+0.00
Monk Whole blood 5.88+0.71 4.251+0.93 0.3210.06 0.07%£0.01
onkey
Serum 6.1510.84 4.4210.96 0.33+0.04 0.09+0.02
D Whole blood 9.57+1.27 7.75£1.15 1.561+0.43 0.531+0.15
og
Serum 9.461+1.29 7.78+1.16 1.4010.40 0.20£0.10
» Not tested.

Each value represents the mean + S.E..

2bb, fiifE 200,000Xg 12 BERLEOSHEL, LS
MCMEER JE LI, FMLFES 1C ME (A) L L
“CRE (B) xAVTKRADOBEEARERD,

ER#A®R (%)=010—B/A)X100

X R B oM

I MC-DL-8280 H[E[# SR OWRIN, 446, Pt

L %X

D) ZEEWICS i) 3 ML 4C MBStk

UC-DL-8280 20mg/kg ¥ 5 v b, 4 X, HAICEE
LRl X Ol d “C @B % DL-8280 i
fitL<, #h#h, Fig.2 BLUV Fig.3 R5UIC
Table 1R+, LMETRER, WIhoBZRH
To#E# 0.5hr CEHICERL, Sy b, 4X, ¥

LT, FRER, BE%2, 3KIU 2hr EWRE
(Crax) ITELTc Chax 1, Ty b, 4X, ¥1T,
Th¥h, 1.99, 12.72 88X 7.19 ug/ml Thoiz,
BB RERENRH (Toa) U, £MEFRER, 7y
b, 41X, #1T, EhEh, 4.79, 9.55 BX U 4.70
hr O¥EH (Tyz) TREL, #EH 24 br i2iF, W
FTHhHEBREICREL, MFFRERZ, WThosy
CRWTHL2MEPRE L RRICHBL, Cnax 1, 7
v b, 4X, ¥ Tik, Fh £¥h, 2.59, 12,52, 7.89
ug/ml Tholz,

4C-DL-8280 DR NRINMEZBAL DT T 3 T2 o iT,
20mg/kg & 7 v MZEOD B WIZRIRNESE Lo
LMk UC BEEE LT, FORERE Fig. 4105
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Fig. 2 Whole blood levels of radioactivity Fig. 4 Whole blood levels of radioactivity
after a single oral administration of in the rat after a single oral or
20 mg/kg of C-DL-8280 to rats, intravenous administration of 4C-
monkey and dogs DL-8280 at a dose of 20 mg/kg
; 20
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: Meant S.E. ,'_,.:
- —eo— Rat <
E —— Monkey .3 Meuni:S'.E.
"3 ~— Dog 29 15 —0—i.v.
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Fig. 3 Serum levels of radioactivity after Fig. 5 Whole blood levels of radioactivity

a single oral administration of 20
mg/kg of YC-DL-8280 to rats, mon-
keys and dogs

Serum levels
(ug-equivalent to DL-8280/ml)

Time (hr)

+o. BIRARER, 2hkPBRER, SFECHEL,
H#% 2hr Ti 2.84 ug/ml ThYH, FhllE 4.17hr ©
R TCIET Lz, BOBIUBRARZREROL IS
BEL TS L, 5% 2hr DEEB—KLTRY,
BIRAEE S hic “C-DL-8280 RAGEICHER~S i +
5z LHHBAL,

©2) FEKEME

UC-DL-8280 ni 5B ¥ % x TP REICARKFH
BBED LI EMPENERMN LI, Fig. 5 ITRTX I,
5, 20, 80, 320 mg/kg ¥BOAKE LicEoLmkd “C
mEsix, RERIEKELTERL, Cmax KIZARERE

in the rat after a single oral admi-
nistration of YC-DL-8280 at differe-

nt doses
y Mean
30H o—o 320 mg/ kg
&4 80 mg/ kg
o—o 20 mg /kg
a—a 5 mg /kg
20

10

Whole blood levels
(ug-equivalent to DL-8280/ml)

2 4 8 24 48
Time (hr)

BIKEHSB bhvie, T, SMETREORER
Rlgh#s TEM (AUC) i3, 5, 20, 80 mg/kg #E5HTH
BIREMNES bh, 320mg/kg BE5RKD AUC &5
BoOBEMLA EizsgmL iz,

3) BRI oA

7y MELEEBMERELTAV—TEERL, v
Z#WMic 4C-DL-8280 20mg/kg ¥#H{EL, £MEF
UC ME R ERICIET A L L biT, HEH AR TY
—7HNBERP B - Lick Y, UC-DL-8280 DRI
WA RN L, T OmM#EE Table 2 33X U Fig. 61
Ft. 2MAPBER+HRBR X CZEE TRAOBI
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Table 2 Gastrointestinal contents of radioactivity
in the rat at 4 hours after injection of
4C-DL-8280 to loops of the stomach and
intestine at a dose of 20 mg/kg

Site Gastrointestinal contents
(% of dose)
Stomach 86.6 £ 3.1
Duodenum 5.3 £ 0.2
Jejunum 7.3 £ 0.8
Ileum 37.3 £ 3.5
Colon- rectum 70.4 £ 3.4

Each value represents the mean * S.E..

CHBELTE L {# <, “C-DL-8280 »3E & LT/MBE
B~hEhbRNEN B Z ERHALN LR, £MK
PRE, L ABTIRIES, B TIED TRRET
bok, #-T, “C-DL-8280 DEEIRIZ, F#HHILET
HEC, BORIBEALEBZORWVWEHES L,
Table 2 ILRT L HIE, +HBBBIVCEBL—FHD
BRERERIL, 5% 4hr T, £hth, HEED
5.3BXU7.3% THY, #BH5H 4hr TH 90% LA EA
B&hTwic, B, KB, BOBHEERERIZ, £
n¥h, 37.3,70.4 38 L 15 86.6% Th olc. LALDRMK
kY, C-DL-8280 DFE /e 2RUNEHLO/ NG LT TH B
ZEBHBL, :

2. M

1) /A “C BE

0mg/kg MO ERL D 5 v b HEBA “C RER
Table 3 IR+, MBRNREIXRE% 0.5hr TEHIC
ERLTEY, RERERATESOMBKT 2hr BRICE
HoI, 2hr HICHT 2HEBAREIBECHE T H
D, SWTH, KF, M, ERR, TEE, B Vo 8,
MR, BRefs, O, AISZAR, FURAR, B, BIW, BOW,
*, i, B|A, £l R, TH, AGEN, Ko
BCET L, &/ 2MakmEEHI2, Table 4 1ZRT
LR, PIRMERERCIZEALDHEBRTILUETH
Y, 4C-DL-8280 DARKEBITIEL BV Z LB 2T
ok, MBANREOREOHBIE, 1Z2LALOHEKTE
MEEPREEBICELIL TR Y, #5% 48hr iKi2iz &
MEDRT 0.1 ug/g ITIZIEFLTH Y, “C-DL-
8280 ¥ A I E T 2RIV bhkdr o7,
0mg/kg WIRMFZEROS v MEKRA “C BER
Table 5 iZ5R+, MMAIRESX, $5% 5min 225 1hr
T, BOREHOMEL Y BBRETHEN, 2hr %
IR AR O B e DR BEKHEICE T L, MIRAE S
ROBMBENENL bR QB R L FAIL Th o T,
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Fig. 6 Whole blood levels of radioactivity
in the rat after injection of “C-DL-
8280 to loops of the stomach and
intestine at a dose of 20 mg/kg

Meuan £ S.E,
20t
]
';; .§ Jejunum
v ol
- Q
EE
= ‘é 10 Duodenum
]
sz
X
¢
~ Colon-rectum
Stomach
—
0.5 1 2 4
Time(hr)

2) MHBRAIHER

20mg/kg BOFKEHDS5 v PERADMEE Table
6 1T Y, HRIL, |E5E% 2hr T, FRLIUET,
heh, HEENLE6BLV0.5% ThHY, izt
EFRTOEBRTCHRERD 0.1% LT Chott, BBE
R FICiZ, BATHREED50.1% 38 5 % 0.5 hr
AL, BRI, BASYD UC &
AL, #E% 2hr THREROK 30% 23/MBAICS
Fillc, MBI IUHILEELEH LAY O carcass F
iZix, 5% 0.5, 2, 24 hr T, ThEh, #HE5ED 20.7,
18.6 38 X TR 1.9% 3434 L7,

3) 2EA—F AT TARBTBHEERA
20mg/kg HEREAKELIEDOF vy hOLHA—
Y47 54L% Photo. 1 BIXU21TRT, H&5#% 2hr
Tix, B, /M, BHRICE D FIREOKHRENS L
SWTHHR, BRR>KE, F>EER, BE> O,
BaRg > A, BIR, B>, Mk, 2>, T,
ARER DIE CHATHERBEXET Lit, 5% 24 hr TR,
BATHEBE T, 12 LA L DEBTHEEL, BEANEY,
REBIVUERECRRECI2RBENBD bR, &5
d— b+ FTH S5 hh b, ¥C-DL-8280 ASHiKAER
~NELEAERF LW LDV LT,

3. mMERBIUMBEEAZER

1) MmEkiEaeR

20mg/kg BEIEA H 3 WVIIRIRNBESED S v b
2B 5 mEkkES®RY Table7 ITFRT, MIRESRI,
FEO#E% 0.5~24 hr TH145~60% ThH Y, #ARAE
B4 5min~8 hr T#J 34~45% ThH o7,

2) mMEEAZKER
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Table 3 Tissue levels of radioactivity in the rat after a single oral administration
of 4C-DL-8280 at a dose of 20 mg/kg
Tissue levels (ug- equivalent to DL -8280/g or ml)
Tissue Time (hr)

0.5 1 2

8 12 24 48

Whole | 1.22+0.24{ 1.49+0.40| 1.99+0.27| 1.4920.28| 0.7520.21 0.29£0.02] 0.09::0.03| 0.04:+0.03
Serum | 1.36%0.28) 1.7120.45| 2.5920.29] 1.64+0.29] 0.87+0.24| 0.32+0.02] 0.11%0.03| 0.02+0.00

Liver
Kidney
Heart 1.99%0.42] 2.5010.70
3.92+0.57| 3.98+0.98
0.18£0.03] 0.2310.06)

Lung
Brain
Spleen 2.32+0.53( 3.06+0.86
.48+0.63| 3.15+0.96

Pancreas

3.
3.
0.
5.
2 4.
Adrenals | 1.66+0.37| 2.5740.75| 3.
Thymus | 1.5240.39| 2.3340.63] 4.
Thyroid | 3.14+0.60| 5.21£1.79] 3.
Sa;]i;’:y 4.32+1.27| 4.04%0.91| 5.
Testis | 0.47%0.10( 0.69+0.19| 2.4240.31| 1.70+0.16
Prostate | 1.39+0.43) 1.96+0.64| 3.
Fat 0.24%0.07| 0.46£0.17| 0.
Skin 1.36+0.26| 1.65%0.44| 3.
Skeletal "1 1.33+0.26) 2.1540.59] 4.
Eyes 0.58+0.12] 1.31£0.49| 1.
P‘;‘l‘;:ji"y 2.83+1.06| 2.90%0.99| 4.
Seinal * | g 75+0.52) 0.70+0.35| 0.
Lymph | 1 48+0.39) 1.97+0.57) 4.
Bone 1.23£0.42| 1.41%0.40| 2.
Trachea 5.9510.74| 5.90+0.65| 5.

2910.65 2.221+0.88
5210.60 2.8910.43
2510.34] 2.0110.34
291+0.49| 2.54£0.46
4310.49( 2.43£0.36
1740.22| 4.36%0.70

78+0.63| 2.32+0.28
4010.04| 0.3010.05
2010.42( 1.8910.47
161+0.59| 2.48+0.41
2810.15| 0.78+0.11| 0.42+0.10/ 0.1610.02| 0.11+0.03) 0.05+0.00
72£0.74] 3.17£0.94
4510.08| 0.2910.07| 0.1710.03| 0.08+0.02| 0.18+0.10] 0.09%0.01
32+0.59( 2.10£0.36
77+0.38| 1.29+0.25| 0.65+0.06/ 0.32+0.03| 0.3510.18] 0.15+0.02
3010.95( 3.671+0.66

6.98+1.66( 5.98+1.12| 8.17+1.05| 6.57+1.48| 3.38+0.72| 1.24£0.06| 0.38+0.12/ 0.07+0.01
8.12+1.81]13.20+3.93]13.96+1.27(10.40+1.92( 5.491+1.40 1.96+0.28| 0.65+0.18| 0.10£0.00
9110.43| 2.3710.46| 1
3140.38) 1.9810.36| 0
36%0.03) 0.18+0.04| 0.09%0.02| 0.04%0.01 0.03+0.01] 0.02£0.00
1
1
1

.131£0.31/ 0.4610.01] 0.14+0.02| 0.04£0.00
.94£0.26| 0.45+0.09| 0.15+0.03( 0.0310.00

.771£0.36( 0.66+0.03| 0.2410.04| 0.0610.01
.4310.35/ 0.5910.04] 0.11£0.02| 0.05%0.00
.05+0.32( 0.37+0.02( 0.121+0.02| 0.08+0.01
.221+0.30( 0.46+0.03| 0.13+0.04) 0.0310.00
.08+0.26( 0.41+0.03| 0.28+0.02| 0.17%0.03
.62+0.45( 0.76+0.09( 0.5210.37 0.06+0.02
.91+0.09( 0.31+0.05 0.1010.02( 0.03+0.00
.031+0.24| 0.6310.17| 0.13+0.04] 0.0610.01
.11£0.03| 0.07+0.03f 0.06+0.01| 0.06+0.01
.97+0.24| 0.43£0.06| 0.151+0.05/ 0.08+0.02
.1310.23] 0.4410.04) 0.13£0.03| 0.03%0.00

O O ke O et s e

—

—

.13£0.32( 0.4210.07| 0.23+0.04] 0.26+0.03

.11£0.37} 0.40%0.06( 0.14+0.03| 0.1110.02

—

.83+0.30| 1.34+0.38( 0.33+0.04( 0.25£0.05

—

Each value represents the mean + S.E..

20mg/kg BEIEOFKEHDT v b, 41X, FL KB
i3 MEEAKS®EEY Table 8 TR+, T v MCBIF
BEESRIL, BE% 0.5~12hr T, #I45~53% D
ThY, BEMICEE—EL TV, 4 XIZBNWT,
BARITIS v MEBIT 5 L FRICERFICHEE—EL T
BY, BEH0.5~8hr T 46~52% Th o7z, —H,
FACRITEHEEARIE, Ty b, 41X EHBELTETR
{, 5% 0.5~8hr TH 26~31% Th o7,

4. P

1) £EHWICI TSRS, KPPk

20 mg/kg BMEHEAKEHORT, ¥+ “C Rk
K% Table 9 IZFT, 7 v biTBWTIL, RPHERD,
BEH2B LIV 24hr T, Theh, H5ERN16.95
X1856.5% Ty, KPP, FEEUBITT2
hr ¢, #h¥h, HEED 24.635L1U46.9% Th~
oo HEH 72 hr iI235 1) 5 KR 103,8% TH ok,
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Table 4 Tissue/whole blood ratios of radioactivity concentration in the rat
after a single oral administration of YC-DL-8280 at a dose of 20 mg/kg

Tissue/whole blood ratios

Tissue

Time (hr)

0.5 1 2

8 12 24 48

Serum 1.10+0.03| 1.16£0.02| 1.38+0.26/ 1.10£0.01| 1.16+0.02| 1.12+0.02| 1.21+0.01} 1.29+0.50
Liver 5.67+0.86/ 5.08+1.31( 4.09%0.63| 4.31+0.18| 4.78+0.64| 4.28+0.19| 4.30£0.47| 5.30£1.74

Kidney

6.53+0.29| 8.09+1.00| 7.37+0.64| 6.99+0.20 7.501+0.64] 6.73+0.79| 7.61£0.22( 7.84%2.52

Heart 1.64+0.07| 1.64+0.07| 2.09+0.38] 1.58+0.03| 1.53+0.03| 1.60+0.07| 1.76+0.21| 2.69+0.82
Lung 1.29£0.04| 7.13+5.54] 1.72+0.37| 1.331+0.02| 1.26+0.04| 1.52+0.25| 1.751+0.18| 2.67+1.01
Brain 0.16+0.03| 0.17£0.02] 0.19+0.02( 0.12+0.01{ 0.13+0.01| 0.13+0.02| 0.40+0.12| 1.72+0.54
Spleen 1.86%0.12| 1.96+0.12( 2.84+0.42| 1.70+0.56| 2.56+0.49| 2.29+0.06| 3.071+0.48| 4.84+1.73

Pancreas
Adrenals
Thymus

Thyroid

Salivary
gland

1.97+0.21{ 1.9010.28| 2.33%0.56| 1.991+0.09| 1.96+0.09| 2.0310.03| 1.39%0.22| 3.60%+1.23
1.34£0.07| 1.6410.15| 1.76+0.31| 1.37+0.07| 1.38+0.05| 1.29+0.04| 1.52+0.19| 6.18+1.87
1.2240.12| 1.55+0.03| 2.31£0.41| 1.71£0.03| 1.67+0.06| 1.58+0.06| 1.48+0.14| 2.201+0.67
1.01£0.05{10.4418.62( 1.94%0.42| 1.69+0.15 1.50%0.12( 1.44£0.09| 3.81£0.73/14.85+4.95
3.44%0.50| 3.11+0.51( 2.71+0.44| 2.98+0.08| 2.20+0.19| 2.61+0.26| 4.27+2.00( 2.90%0.72

Testis 0.42£0.10| 0.46+0.03 1.27+0.15/ 1.21+0.13| 1.37+0.20| 1.09%0.17| 1.25+0.08( 2.38+0.72

Prostate | 1.08+0.18| 1.33+0.21 2.05+0.20| 1.68+0.33 1.43%0.07| 2.24+0.71| 1.49+0.25| 4.33%1.66
Fat 0.1940.02| 0.30+0.07| 0.22+0.02| 0.21+0.04| 0.15+0.01| 0.24%0.10| 0.82+0.27| 4.86+1.59
Skin 1.1740.12 1.1240.04| 1.62+0.23| 1.2240.10| 1.36+0.23| 1.49+0.23 1.70+0.25| 6.39+2.63
Skeletal | 1.1120.06 1.440.05| 2.280.28] 1.69%0.07| 1.59:£0.10| 1.52%0.05| 1.58:0.12| 2.48:£0.87
Eyes 0.51+0.10 2.70+2.26| 0.66+0.06| 0.54%0.07| 0.58+0.02| 0.56+0.04 1.31+0.22| 3.52+1.15
P‘;;’;;‘:{Y 2.07+0.54| 2.2010.49| 2.451+0.47| 2.061+0.47| 1.511+0.06| 1.41£0.14] 3.51%1.09(20.96+7.96

Spinal 0.55+0.31| 0.56+0.20] 0.25+0.06| 0.19+0.02( 0.2410.03| 0.27%0.07| 1.76+0.51| 7.17+2.51

cord

Lymph 1.18+0.14| 1.31+0.09| 2.46+0.40| 1.43+£0.06| 1.44£0.11( 1.36%0.14] 1.66%0.17 9.18%3.56

node
Bone 0.88+0.22{ 1.02+0.14| 1.39+0.33} 0.89%0.10] 1.00£0.16] 1.09+0.03| 3.54+0.83|11.80+4.28
Trachea | 2.01%0.23[ 2.09+0.15( 2.79+0.22| 2.51+0.31| 2.65+0.30| 4.61+1.21| 4.62+1.14/20.10%8.27

Each value represents the mean + S.E..

AXRBNTIE, RPPeRE, HEZ24BI U 72hr
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RESHERIZ, #5% 24 BL0168hr T, THEH,

BERDTLIREUNT9.6% Th Y, EhdrdRi, &
Ef2uprvti68nr ¢, theh, BERD L2 X
U6.1% Th oz, +7hbbH, “C-DL-8280 DEHEifE
Bit, wirhosicsWwT bRPThH Y, Rk

X, ¥ALRBVTEOLKREL, PWTAX, Sy hDJE
TETT3Z ool £, WFhosickn
Th, RP, # P~ UC RINAEBD TRIFTHEZ
LA LT,

2) FEEERECBTIRYP, EPHREOLEE

5 208 LU 80mg/kg # 5 v PEELIBEDRS,
FEhPEt®R % Table 1012771, WTFhoRERIZEW
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Table 5 Tissue levels of radioactivity in the rat after a single intravenous

administration of *C-DL-8280 at a dose of 20 mg/kg
Tissue levels (ug-equivalent to DL-8280/g or 'ml)
Tissue Time (hr)

1/12 1/2 1 2 4 8 24 48
ngd 19.06+0.91/10.72+0.49| 8.44+0.62) 2.84+0.04 0.8310.02( 0.26+0.03| 0.05+0.00| 0.05:0.00
Serum  [19.1420.74|11.16+0.56 9.02+0.68| 2.89+0.08/ 0.92+0.02| 0.34£0.04 0.05+0.00| 0.04+0.00
Liver 62.2514.22(33.24+1.72(25.21+1.99| 8.43+0.21| 3.01+0.14] 1.2240.13| 0.15£0.01{ 0.09+0.01
Kidney  |139.10%8.09|66.82+2.31/56.71+4.51{14.60+1.15 5.59+0.52 1.87+0.20 0.23+0.01| 0.25+0.03
Heart 45.4013.15(20.84£0.84(17.07+1.82| 4.88+0.26| 1.53+0.07 0.68+0.29( 0.03+0.00{ 0.04+0.01
Lung 36.16+1.94(17.61£0.77/13.04£1.00] 4.67+0.30| 1.29+0.05( 0.36+0.05 0.05+0.00{ 0.04+0.02
Brain 2.14%0.18| 1.90+0.12| 5.09+3.38) 0.82+0.04 0.2510.02 0.06+0.04| 0.01£0.01{ 0.0110.01
Spleen  |51.0112.18(27.46+1.48(21.47+2.31| 7.17+0.16/ 2.88+0.41| 1.81%0.28| 0.42+0.07] 0.1540.02
Pancreas [45.61112.34(23.61%2.49(19.98+1.63| 5.06+0.75| 2.28+0.37| 0.46+0.07] 0.04£0.00| 0.02+0.01
Adrenals |40.98+2.00{17.86+1.5614.03+0.86 4.98+0.11| 1.53+0.26| 0.34+0.06 0.04+0.01| 0.03+0.01
Thymus  [25.42+1.2024.17+0.97|18.18%1.50 6.16+0.22| 1.47+0.16| 0.42+0.06/ 0.02+0.01| 0.02+0.00
Thyroid |38.18+6.99(15.46+0.84{14.70+1.40| 6.43+0.55 1.97+0.30| 0.30=£0.07| 0.08+0.05| 0.05+0.03
S";{;’:;y 44.72+9.49(32.38+3.91/15.28+1.64 4.13+1.38 1.82+0.18| 0.60+0.15/ 0.05+0:00| 0.02+0.01
Testis 4.29%0.37| 5.64+0.60 5.86+0.17| 4.61%0.06 2.13%0.09 0.50+0.07| 0.03+0.01] 0.01+0.01
Prostate (17.69+0.92/16.77+2.02(15.33+1.10| 8.34+3.00] 2.77+0.59) 0.50+0.10{ 0.04+0.01{ 0.02+0.01
Fat 3.3340.21{ 1.69+0.06] 1.52+0.18 0.630.06 1.23%1.10| 0.01£0.01| 0.00+0.00/ 0.01+0.00
Skin 14.8211.85(16.50+2.14(15.02+1.35| 6.971+0.63] 2.99+0.46 0.27+0.08| 0.08%0.05 0.12+0.11
Skeletal ‘153 95+5.3423.52:£1.21(19.68+1.36| 8.7320.50| 2.92+0.54 0.42£0.08] 0.03+0.01] 0.0220.01
Eyes 7.7910.29| 5.39+0.15| 4.57+0.31 1.87+0.21{ 0.69+0.02| 0.20+0.02| 0.03+0.00| 0.01+0.01
P‘;;‘;:{Y 52.99+8.19(23.88+5.66/15.43+3.30 5.1410.88| 1.3410.28| 0.30%0.09) 0.04+0.04| 0.00+0.00
SPC'::; 2.20%0.23| 1.98+0.15| 1.56+0.08 0.81+0.09| 0.24+0.01| 0.06+0.02| 0.03+0.02 0.00+0.00
Lyn::g: 31.43+4.10{20.15%1.15/16.53+1.06 5.07+0.96 1.78+0.25 0.43+0.10| 0.03+0.02| 0.02+0.02
Bone 19.95+0.69|12.27+0.67|11.60+4.32 4.75+1.26 1.49%0.29| 0.47+0.13| 0.1930.06| 0.06+0.02
Trachea (38.30%1.79|20.48+1.95(22.85+3.21( 6.7740.22| 2.6410.24| 1.20+0.36| 0.16+0.02| 0.06+0.01

Each value represents the mean =+ S.E..
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67.5% ThH, BOKEHF IV EL o7, —F, #IRA

BEROETHERIT, 5% 48hr TRERNIT
% ThY, BARERL Y E, T, ZhbOEMKLY
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- Table 6 Distribution percentages of radioactivity in tissues of the rat after a
single oral administration of !4C-DL-8280 at a dose of 20 mg/kg
Distribution percentages (% of dose)
Tissue Time (hr)
0.5 1 2 4 8 12 24 48

Liver 1.4240.33] 1.24%0.23| 1.62+0.20{ 1.34+0.28 0.59+0.12| 0.22+0.02 0.07%0.02( 0.01+0.00
Kidney 0.27+0.06/ 0.47+0.14| 0.50%0.05| 0.34%0.06 0.19%0.05/ 0.07+0.01] 0.02+0.01| 0.00%0.00
Heart 0.03+0.01/ 0.04+0.01/ 0.06%0.01| 0.04%0.01| 0.02%0.01| 0.01+0.00] 0.00£0.00| 0.00%0.00
Lung 0.08+0.01| 0.07+0.02| 0.06%0.01| 0.04%0.01| 0.02£0.01| 0.01£0.00/ 0.00£0.00| 0.00+0.00
Brain 0.01%0.00| 0.01+0.00| 0.01£0.00| 0.01%0.00 0.00%0.00{ 0.00+0.00/ 0.00£0.00| 0.00£0.00
Spleen 0.03%0.01 0.03%0.01| 0.06+0.01| 0.03%0.01{ 0.02+0.01| 0.01£0.00| 0.00£0.00[ 0.00+0.00
Adrenals | 0.00%+0.00] 0.00+0.00| 0.00£0.00{ 0.00%0.00[ 0.00+0.00 0.00+0.00] 0.00£0.00| 0.00£0.00
Thymus 0.01£0.00| 0.02+0.01| 0.04+0.01| 0.02£0.00| 0.01+0.00| 0.00%0.00| 0.0010.00{ 0.00%0.00
Thyroid | 0.00£0.00| 0.00£0.00| 0.00+0.00| 0.00%0.00| 0.00%0.00| 0.00%0.00 0.00+0.00| 0.00%0.00
Testis 0.02%0.00| 0.03%£0.01| 0.12+0.02 0.08%0.01| 0.05%0.01| 0.02£0.00| 0.01£0.00{ 0.00%0.00
Eyes 0.00%0.00| 0.01+0.00] 0.01+0.00{ 0.00%0.00| 0.00%0.00] 0.00%0.00| 0.00£0.00[ 0.00%0.00
P:]:'i:dary 0.00%0.00| 0.00%0.00| 0.00£0.00{ 0.00%0.00| 0.00%0.00| 0.00£0.00 0.00£0.00{ 0.00%0.00
Gastric | 50.1+1.5 | 43.7+5.4 | 15.5+4.9 | 13.2+1.7 | 1.7£1.5 | 0.0£0.0 | 0.1£0.1 [ 0.0%0.0
Smestinall 5.940.8 | 8.242.1|29.941.4 | 22.624.0 | 6.621.1 | 2.4%0.4| 0.7£0.3| 0.0£0.0
ng:?gms 0.1+£0.0 | 0.2+0.0 | 2.7#+1.3 | 10.1%£3.2 | 21.5+2.1 | 18.4+0.9| 4.8+0.8 | 0.1£0.0
L,-‘:,‘;g‘;ti,,a, 0.0£0.0 | 0.0£0.0 | 0.24+0.0| 1.0%£0.3| 5.1%2.0| 10.3+0.5| 3.6%0.7 | 0.1%0.0
Ccaorr::sn;s 20.7%+2.0 N.T.® |18.6+2.1 N.T. N.T. N.T. 1.910.1 N.T.
» Not tested.
Each value represents the mean + S.E..

Table 7 Erythrocyte binding of radioactivity in Table 8 Serum protein binding of radioactivity

the rat after a single oral or intraven-
ous administration of C-DL-8280 at a
dose of 20 mg/kg

Erythrocyte binding rates (%)
Time (hr)
p-o. v,

0.5 45.1%1.8 39.9%1.6
1 46.6%3.0 45.411.9
2 48.0t1.4 41.6%+1.6
8 58.716.9 33.5%0.9
24 60.3%9.2 N.T.*

in the rat, monkey and dog after a
single oral administration of !4C-DL-

8280 at a dose of 20 mg/kg

Serum protein binding rates (%)

v Not tested.
Each value represents the mean + S.E..

Time (hr)
Rat Monkey Dog
0.5 47.3+2.5 | 27.8£1.6 | 51.6%3.4
1 44.9+1.8 | 29.7+0.9 | 50.8+2.9
2 45.7+1.8 | 28.1+0.5 | 45.8%+4.6
4 45.5+0.5 | 26.4%+3.7 | 48.6%1.4
8 50.0+2.7 | 31.4%+3.2 | 47.5%2.2
12 52.91+4.2 N.T.® N.T.

2 Not tested.

Each value represents the mean + S.E..
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Photo. 1 Autoradiograms showing the distribution of radioactivity in the rat at 2 hours
after a single oral administration of “C-DL-8280 at the dose of 20 mg/kg
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Photo. 2 Autoradiograms showing the distribution of radioactivity in the
rat at 24 hours after a single oral administration of "'C DI. 8280
at the dose of 20 mg/kg
Vertebra Large intestine

Table 9 Cumulative excretion of radioactivity in the rat, monkey and dog after a single
oral administration of “C-DL-8280 at a dose of 20 mg/kg

Cumulative excretion (% of dose)

Species |Excreta Time (hr)
2 4 8 24 48 72 168
Rat Urine 16.9+4.1 | 24.3+3.1 | 36.8%3.6 56.5+3.3 | 54.3+1.3 | 56.9+3.2 N T
Feces N.D.? N.D. 0.3%0.1 | 24.6+4.3 | 46.7+1.2 | 46.943.3 N.T.
Total = — 37.1£3.6 | 81.1+3.6 {101.0%1.5 103.8+0.9 —
Monkey | Urine N.T. 29.7+0.5 | 43.8%+7.6 | 71.94+3.6 | 77.0+2.7 78.6+2.3 | 79.6+2.3
Feces N.T. N.D. 0.31£0.3 1.210.9 1.5%£1.0 3.2+2.6 6.1£3.1
Total — — 44.1£7.7 | 73.1+£3.7 | 78.5+2.7 | 81.8+3.4 85.71+4.6
Dog Urine 7.6%2.0 | 14.8+1.3 | 28.9%1.4 | 53.7+3.0 | 61.5+4.2 61.614.2 N.T.
Feces N.T. N.T. N.T. 23.0£7.7 | 34.844.5 | 36.4+3.7 N.T.
Total — —_ — 76.7+5.8 | 96.3+0.6 | 97.9+0.9 =

o Not tested. » Not detected.
Each value represents the mean + S.E..
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N
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Table 10 Cumulative excretion of radioactivity in the rat after a single administration
of C-DL-8280 at various doses and routes

Cumulative excretion ( % of dose)
Dose and
Excrete Time (hr)
route
0.5 1 2 4 8 24 48
5 mg/kg, p.o.| Urine N.T.v N.T. N.T. 17.84+3.2 | 37.8+2.6 | 49.9%3.2 | 50.7%3.3
Feces N.T. N.T. N.T. 0.0£0.0 0.9+0.8 | 42.7+2.6 | 50.2+2.8
Total — - — 17.8+3.2 | 38.7+2.7 | 92.5+3.5 |100.9+3.9
20mg/kg, p.o.| Urine N.T. N.T. 16.9t4.1 | 24.3+3.1 | 36.8+3.6 | 56.5+3.3 | 54.3+1.3
Feces N.T. N.T. 0.0£0.0 0.01£0.0 0.3£0.1 | 24.6+4.3 | 46.7£1.2
Total — — 16.9+4.1 | 24.3+3.1 | 37.1+£3.6 | 81.1+3.6 [101.0%1.5
80mg/kg, p.o.| Urine N.T. N.T. N.T. 23.4%£2.3 | 35.9+2.1 | 51.3%2.6 | 52.5+2.5
Feces N.T. N.T. N.T. N.T. 0.1£0.0 | 47.1+2.4 | 53.5+2.1
Total - — - - 36.0£2.1 | 98.4%+3.4 {106.11£3.7
20mg/kg, i.v.| Urine 6.0+2.4|5.7+3.7| 29.1+£2.3 | 47.2+3.4 | 49.1+2.0 | 63.2+1.2 | 67.5%2.1
Feces N.T. N.T. N.T. N.T. 0.6+0.3 | 31.5+1.1 | 33.7+1.4
Total — — — - 49.7+2.0 | 94.8+0.8 |101.2+0.7

» Not tested.
Each“value represents_the-mean =+ S.E..

Table 11 Entero-hepatic circulation of radioactivity in the rat
given an intraduodenal dose of bile containing '4C-
DL-8280 and its metabolites

) Cumulative excretion (% of dose)
Time (hr) Bile Urine Total
2 2.0+0.4 N.D.* 2.0£0.4
3.5+0.8 N.D. 3.5+0.8
8 5.0t1.1 N.D. 5.0£1.1
24 9.8+2.5 12.0+1.8 21.8+3.1
48 14.0+4.6 15.6+1.0 29.5+4.0

2 Not detected.

Each value represents the mean * S.E..
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Fig. 8 Whole blood levels of radioactivity in the rat during and after oral
administration of *C-DL-8280 at multiple doses of 20 mg/kg once a
day for 21 days
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Table 12 Tissue levels of radioactivity in the rat during and after oral administration
of 1¥C-DL-8280 at multiple doses of 20 mg/kg once a day for 21 days

Tissue levels (ug-equivalent to DL-8280/g or ml)
Tissue Days
3 7 14 21 24 28
Whole blood 2.45+0.46 | 2.00+0.01| 1.63+0.14 | 2.82+0.74 | 0.03+0.01 | 0.02+0.00
Serum 2.29+0.25(2.49+0.14( 1.71+0.14 | 3.40+1.04 | 0.04+0.02 | 0.01+0.00
Liver 7.93+1.81(8.10+0.31| 5.27+0.35{10.77+2.88 | 0.08+0.00 | 0.04+0.01
Kidney 9.70+1.54 |10.78+0.36| 9.44+0.74|18.85+3.98 | 0.31£0.03 | 0.19+0.03
Heart 3.78+0.50| 3.18+0.02| 2.48+0.26| 4.92+1.13 | 0.02+0.00 | 0.00+0.00
Lung 2.69+0.29 | 2.92+0.15| 2.49+0.47 | 4.67+1.53 | 0.02+0.01 | 0.01+0.00
Brain 0.30+0.03 | 0.34+0.04| 0.29+0.02 | 0.47+0.10| 0.00%+0.00 | 0.00+0.00
Spleen 4.10+0.53 | 4.28+0.08| 3.60+0.40| 7.27+1.79 | 0.11+0.01 | 0.04+0.01
Pancreas 4.00+0.56 | 3.95+0.14| 2.88+0.32| 6.46+1.45| 0.01+0.01 | 0.01+0.01
Adrenals 2.45+0.31 | 2.48+0.14| 2.32+0.58 | 4.13+1.09 | 0.02+0.01 | 0.05+0.04
Thymus 3.28+0.31| 3.47+0.08( 2.60+0.29| 5.40+1.51 | 0.02+0.02 | 0.01+0.00
Thyroid 3.46+0.65| 4.16+0.83| 2.56+0.35| 5.85+0.79 | 0.08+0.01 | 0.03+0.02
Salivary gland 5.10+0.44 | 6.52+1.47| 3.56+0.75| 8.21+1.96 | 0.03+0.02 | 0.02+0.01
Testis 2.08+0.17(2.01+0.17| 1.86+0.09| 3.28+0.68 | 0.02+0.01 | 0.00+0.00
Prostate 2.28+0.34 | 2.89+0.31| 2.00+0.48 | 7.25+3.55 | 0.01+0.01 | 0.01+0.01
Fat 0.41+0.05( 0.55+0.13| 0.22+0.06 | 0.67+0.14 { 0.00+0.00 | 0.00+0.00
Skin 2.81+0.32 | 2.46+0.19| 2.63+0.41 | 3.67+0.98 | 0.27+0.04 | 0.52+0.29
Skeletal muscle |3.47+0.34 | 3.68+0.15| 3.18+0.37 | 9.49+1.99 | 0.03+0.02 | 0.03+0.01
Eyes 1.04+0.11|0.97+0.06| 1.04+0.11 | 1.43+0.34 | 0.03+£0.01|0.01+0.00
Pituitary gland 4.171+0.78 | 3.871+0.48| 2.47+0.22 | 4.55+0.74 | 0.00+0.00 | 0.00£0.00
Spinal cord 0.38+0.06 | 0.38+0.06| 0.29+0.04 | 0.53+0.09 | 0.01+0.01 | 0.02+0.01
Lymph node 3.75+0.11 | 3.81+0.33| 2.55+0.28 | 6.31+2.11 | 0.01+0.01 | 0.01+0.01
Bone 2.00+0.17 | 2.09+0.14| 2.47+0.45| 2.44+0.49 | 0.57+0.07 | 0.511+0.08
Trachea 5.28+0.79 | 6.09+2.95| 6.24+1.32 | 6.44+1.36 | 0.78+0.18 | 0.84+0.15

Each value represents the mean + S.E..
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Photo. 3  Autoradiograms showing the distribution of radioactivity in the rat at
2 hours on 7 th day during oral administration of "C-DL-8280 at mul-
tiple doses of 20 mg/kg once a day for 21 days
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Photo 4 Autoradiograms showing the distribution of radioactivity in the rat
at 24 hours after the last oral administration of 4C-DL-8280 at mul.
tiple doses of 20 mg/kg once a day for 21 days
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Fig. 9 Cumulative excretion of radioactivity in the rat during and after oral
administration of 4C-DL-8280 at multiple doses of 20 mg/kg once a
day for 21 days
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Photo. 5 Autoradiograms showing the distribution of radioactivity -in the rat
at 7 days after the last oral administration of *C-DL-8280 at mul-
tiple doses of 20 mg/kg once a day for 21 days
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METABOLIC DISPOSITION OF DL-8280

THE SECOND REPORT : ABSORPTION, DISTRIBUTION AND
EXCRETION OF “C-DL-8280 IN VARIOUS ANIMAL SPECIES

Osamu Oxkazakl, Tapasiui Kurata, KoicHl HasHimoro,

KeNicHl Subo, Mitsuyosul TsuMUurRA and HARuo TACHIzAWA
Research Institute, Daiichi Seiyaku Co., Ltd.

Absorption, distribution and excretion-of “C-DL-8280 were studied in the rat, dog and
monkey. “C-DL-8280 was absorbed mainly in the upper and middle parts of the rat small
intestine. After a single oral administration, ¥C-DL-8280 was absorbed rapidly and completely
from the small intestine, and whole blood levels of “C in the rat were increased in a dose-related
manner.

Whole blood levels of C in the rat, dog and monkey reached a peak at 2, 3 and 2 hr after
a single oral administration of the drug of 20 mg/kg, respectively. The peak concentrations in
the rat, dog and monkey were 1.99, 12.7 and 7.19 ug-equivalents/ml, respectively, and declined
at half-lives of 4.79, 9.55 and 4.70 hr, respectively.

Tissue concentrations of C in the rat after an oral dosing of 20 mg/kg were much higher
in all the tissues except for the central nervous system than in the blood. The tissue
concentration was the highest in the kindney (13.96 ug-equivalents/g), reached a peak at 2hr
later declined to less than 0.1 zg-equivalents/g at 48 hr post-medication. No accumulation of
radioactivity was also found in whole body autoradiograms of rats administered orally with
14C-DL-8280. Serum protein binding rates of “C were approximately 50% in the rat and dog,
and approximately 30% in the monkey after an oral dosing.

When *C-DL-8280 was administered orally to the three animal species, most of the dose
was mainly excreted in the urine. Within 48 hr after a single oral dosing of 20 mg/kg, 54.3,
61.5 and 77.0% of the dose were excreted in the urine of the rat, dog and monkey, respectively,
and residues were excreted in the feces of the respective animals via the bile. Appraximately
100% of the dose was recovered in the urine and feces of the rat and dog within 48 hr post-medi-
cation. In the rat, approximately 30% of radioactivity excreted in the bile was reabsorbed from
the intestine, and circulated entero-hepatically.

Whole blood and tissue levels of “C, and urinary and fecal excretion rates of #C in the rat
after repeated oral doses of 20 mg/kg of “C-DL-8280 once daily for 21 days were similar to those
in the animals after a single oral dosing. Thus, no accumulation of the drug in the tissue nor
delay of excretion was found after repeated oral administration.



