Bioassay #:ic X A #E#F N,—(2-Tetrahydrofuryl)-5-fluorouracil (FT-207)
DERNS A, HEE, 3

KHATR - EBEXR-REES
EABB-BEH N -HILRE
AMBIE TR BRI R

(WBFn 48 4£ 2 A 10 B2

* L & =

N;-(2-Tetrahydrofuryl)-5-fluorouracil (L[4 F, FT-
207 rm53) i, 1968 4 S. A.HILLER Hic X h AKX
Rl -FHERTHY, TROHMEREF T %,

(0}
Il
HN \-F
VAN
FT}F/

{245 + Ni-(2-Tetrahydrofuryl)-5-fluorouracil

7F K ¢ CgHgOsN, I

578 1 200.17

A#Fix 5-fluorouracil (LA F, 5-FU LB883) @ 1 HF
HEThY, ToHBHRIBYERS X CERAC S
WT 5-FU L izigA%EThH %M, #lEs X ORIfEARE
{, Ete, FOEREERL S-FU 028 Th B L

EHEIhTwaY,

Wl s, FEMERFIA LT o FT-207 o 4 ¢k &)
Bz o Tix, Z # ¥ © N.N.BLOKHIN, A.Z.SMOL-
JANSKAYA, O. A. TUGARINOV, N. N. AGADJANOVA
B2, BHLIC L VHEI N TV %o &
LoWLE s e, FT-207 12 5-FU
gL, REMAGNCHEED, —ig)
DYEEEHE (5-FU %) Gl S hig
HlEshsZL2URER TV B,

T, Raik FT-207 o4 (kP B
s BT, FT-207 s X0 FofEMY
Bob o2 FIH LTAFOBIRAE
S X RSN, Pl X OBIEMER
WEHOWEE T e D lo

I. FT-207 0 EARFICHTDRZH

1) SRBFk

H AR LRSS O T b P IR A
FEOCHET, B LR S8 5-FU ©
FEBVCf# A LC\~»% MUELLER HINTON £%

assay

Chemical +—— Chlbroform layer

(FT-207)

H*(EBF) & W TR 3% FT-207 o/ NEIEEE
B (MIC) %L, R 5-FU o MIC 4 k¥t
17,

¥, HEEET 18 FE¥%ET 1 2 VEIRERD 1
H&H (KR 1mm) ©, 37°C, 24 BRIEE B EBHEL
20

2) RE#HER

53 Table 1l WiRL7- X 5, FT-207 1% Micro-
coccus flavus ATCC 10240, Sarcina lutea PCI 1001,
Staphylococcus epidermidis DIETEN\NRZ I ZZD D
hico

II. FT-207 & 5-FU 098 SUER

1) RBHE

FT-207 1244k T X 0 HiBHE0MWHE (5-FU 55)
TR IR D Z ERHALN LD TV 5%, £ 2T
Wiz (FT-207 & 108 5-FU) #GHEERT 57 DI,

* Medium :
MUELLER HINTON medium (Eiken) 19.0¢g
Bact agar 7.5¢g
Purified water 1, 000 ml
pH 7.4

Fig. 1 Separation of FT-207 and 5-FU

FT-207 or 5-FU in serum,

tissue-homogenates, urine and saline( 5 ml)

adjusted to pH 2.0(N HCI)
+ Chloroform (25 ml X 2)

1
Aqueous layer

adjusted to pH7.0
(N NaOH)

evaporate

+ Saline( 5 ml)

Bioassay
(5-FU)

Bioassay
(FT-207)
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Table. 1 Antimicrobial spectrum of FT-207 and 5-FU Fig. Zs_itémdard curves of FT-207 and
(plate dilution method) ) —
MIC (mcg/ml) S 50

Test organisms F T-207 5-FU %’ FT-207
Micrococcus flavus ATCC 10240 0.20 0.006 l:4() I
Micrococcus lysodekticus 12.5 0.098 -E
Staphylococcus aureus 209 P 5.0 0.039 i: 30
Staphylococcus aureus Terashima 12.5 >100 5
Staphylococcus aureus Smith 3.13 50 S0t
Staphylococcus epidermidis 3.1 0.013 5
Staphylococcus aureus 90124 3.1 >100 2 10
Staphylococcus citreus >100 1.57 2 5 10 25 50 100 250 500
Staphylococcus pyogenes Cook >100 >100 = Concentration of FT-207 (mcg/ml)
Sarcina lutea PCL 1001 2.5 0.0097 &
Bacillus subtilis ATCC 6633 >100 0.39 E5p
Bacillus cereus var. mycoides >100 100 % 5-FU
Bacillus anthracis >100 3.13 N 40
Lactobacillus casei ATCC 7469 >100 >100 s
Aerobacter cloaca >100 >100 :.;
Escherichia coli NIH >100 3.13 30
Escherichia coli NIHJ >100 0.39 5
Escherichia coli K- 12 >100 12.5 5 20
Enterobacter aerogenes >100 25 k)
Klebsiella pneumoniae PCI 602 >100 >100 ,§ 10
Klebsiella pneumoniae ST 101 >100 >100 /770025 0.1 0.250.51.02.0
Proteus mirabilis IFO 3849 >100 50 Concentration of 5-FU (meg/ml)
Proteus rettgeri 47 >100 6.25 2) REB#ER
Proteus vulgaris IFO 3045 >100 1.56 Table 2, 3 WEUROWERKE X R LI, &
Pseudomonas aeruginosa ATCC 10145 >100 12.5 e X s &, FT-207 o[alusi Bioassay pEIC
Serratia marcescens >100 >100 BWTMEEEEFCHE L, HFHELBEbhi
Serratia sp. >100 >m5 s, WwoiE5, 5-FU o Bioassay 1K X % JE
Candida albicans >100 100 N .
Sacchromyces cerevisiae ATCC 9763 >100 >100 TH3 1007 A1 < DEIRR S DR

Y, WEOMMET T2 v vwAL ANDEBEDLEY
FIR LT SEEL2 T\, Figl R Lc-RfEkic s
UT, AEAHEK mE, BHEse2540 b, Riclx
ML FT-207 3 X 08 5-FU o4 b0 FD
ENR & RIE Lo

feds, FT-207 & 5-FU o & B 13RS HAIER R
X ORI P e D B 4 2 B Staphylococcus aure-
us 209P % ;EE L, MUELLER HINTON %4 (3:5F)
HEALTCHERBY v 7 EOC T2k,

¥, DL FT-207 X0t 5-FU D ABAE
KTOEREMBERFET O v 7HETR D T W
o -

F7, ZwuuklABRAERIR X iz FT-207 oF
BTk 270 mu R KT 5 SRIMERI & e 5 b
ERESOA Lo

¥, COHEETIE FT-207 o K E~DE
7, 5-FU D7 v vkl ABAOBTIXRD LR
TehsDtco
III. E%, 8T v ok md, KSR
BE
1) =EBAFZX
A 150 g [tk DKM @ Donryu /RJ v b & IUHE
5w FT1ERRC AH 130 » £ R E#H ik T e Bin
%, BHEE 28 U EGELLL DR K 4« RREMY &
L, IE%, #HET v P65 1HEE LERICH
FAlLto EWirbik 1 Witk FT-207 400 mg/kg %
BHMIR»bHEL, 0,1, 2, 4, 8, 12, 16, 24 FfC L1
= —FOUREE T TR FS X O 217707 &<
w, D, B BB, B B XA KR
i SRR MK BRI Lo
HEME»OMmE 258 L, SHBMIKETIHED
BT TARESF A ABROSHEL, TOLEY
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Table. 2 Recovery rate of FT-207 and 5-FU in saline Wiz 5, R, B, OB,
Hcs~12 MM, ORET 4FRfEC
Layer Chloroform Aqueous e ERL, DERREOREE X LIch
FT-207 Method 1 2 3 | mean(%) | mean(%) B Ut
20 meg/mt | O 8.0 84.0 107.0| 92.3 0 7w wkoL a@tho FT-207 0 EE i
Chemical assay [ 103.7  95.0 101.5 | 100.0 MR L0 E b E & DRE
Bioassay 86.0 87.0 102.0| 91.6 0 CIRA Uico
50 meg/ml .
Chemical assay | 96.8 94.2 103.5| 98.1 75, KEHOFBEEYEMEFT
100 meg Bioassay 86.0 73.0 88.0| 82.3 0 TEREEEND, HA, BT 1RE%
Chemical assay [102.8  95.9 89.0 | 95.9 D, T OMOREH T 4R DRIL S
h, BHBITRECHEML, 8~12 FFHIE
TE—2%RL1, £, B, %, I
\N Aqueous Chloroform Eﬁ”l%?‘%ibi% L_ZFOL-O _
5-FU Method 1 2 3 | mean(%)) | mean(%) EE7 v MEf : Fig. 4‘ eRLTe LD f:
0.1 meg/ml | Bioassay 98.0 101.0 97.0 98.7 0 AT S R ME O E
HEA L, FRINTIEF R & R 8 K
0.2 meg/ml | Bioassay 97.0  98.0 100.0 98.3 0 CH ot
0.3 meg/ml | Bioassay 98.0 97.0 99.0 98.0 0 BN, B, B, AT 4~8 I

FfE, i, BT8~12KefHfE, FFET 8~

Table. 3 Recovery rate of FT-207 and 5-FU in serum, tissue-

homogenates * and urine *

16 FrfElfE, BB Cit 16 R ¥ — 2 %
RLlo &K, M, EECTOFRIIEL

FT-207 (30 mcg/ml) 5-FU (0.3 mcg/ml) AT, ERSEEEE L MR B bR

Tissues Bioassay(%;) | Chemical assay(%) Bioassay(%) WEER R LT o

Brain 65.2 88.2 98.4 zwwi s FrRo FT-207 ORER
Heart 64.0 89.9 98.9 EWREERERL, mE, BEPLdE
Lung 68.0 87.5 90.0 1B BRI Lico

Liver 7.3 89.7 %05 WolE S, KRR BT I
Stomach 37.3 88.7 92.8 I R R L R 4 2 B, I,
Spleen 76.7 85.9 96.2

Intestine | e 89.6 | e FF?’ W: ﬁ%&], E%{Wi 1 B%Eﬁaﬁf&i;: b, &
Kidney 70.8 85.6 85.6 DM DIKETIL 2B BB IR, 1E
Muscle 76.3 88.6 98.9 HEHIVETRELIBHIRI, &RED
Tumor( AH 130) 82.6 89.6 86.7 LSBT, BEBICRE W TE Lot
Serum 63.7 89.3 95.6 o, BHROBIEEMYESRER LV
Urine 8.0 %2 %.0 SUAKEFO NGRS R, Ry

# Tissue-homogenates and urine were 10 times diluted with saline.

By, —HEIOLREBEREKCT 10 FHNERSE
Cx4 b EiEE L, B0 Bioassay I THHIEEEY
BEEYHEL FT-207 L LTEb L.

RN, D ZHRSEECESI N7 v w AL AF
KEFOEMEEEY H M EL, FT-207, 5-FU &
LTHEbLE, 1, 7vwiilaBleonwTiifibie
BELOA L.

2) REER

E#®T v b3 Fig. 3 CRLALX 5 CRHEEEY
BERIMEPCRBEGESEMD 4 BEHEE % Tl RER
<, DEERECHEA L, FEIIEH 8 R Th o,

BEHOME R EER) RoRIERS
M E & BRI RERR 7 fcb Bioassay (A TIE
el B RD bhiad ok,
IV. FE%, #F7v b, ?I7XELVCEER
=T 5 RepHE
1) KBFZE
1E%H, 18 (AH 130) 5 v b4 3~5 T, IEW, i
(Sarcoma 180) = v A4 278, KRB EHEFZ 1LY 1
PEL L, 1WHARE FT-207 25 v b, =¥ RITIL 400
mg/kg wRER2 S, FKRCIL 100 mg/kg » H i Ik
oG LEDICER Yy —Y- AR, v, TVARIX
HARBEIR %, FRISAFFRRC X » FRHZ &K
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Fig. 3 Distribution of FT-207 and its active sub-
stances in normal rats
Administrated dose of FT-207 : 400 mg/kg (i. v.)
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e Total Active Substances (FT-207,5-FU,etc.)(Bioassay)
‘FT-207 (Bioassay)

——— FT-207 (Chemical assay)

""" 5-FU, etc. (Bioassay)

Lo 7o, IRRHIMHFIERBTCTHRKO AN BH
ZKEE L T,

2) RERHER

7w b

Table 4 IWRL7-X 5, EFFECIIBIEEEDE
LRI 0~6 B D 6~12 BINEMERRL, 24 B
IR ER 2R Liso

WwWolE s, FT-207 &8I 0~6 HC B ke
WA Lico 72 B CORELEREITH 3 % BRI
Bioassay #: T 12.8%, {L¥EREIET 18.1% TH Ot 0

¥, KEFOHBEEEYESRIRIEEEYES
B L RABROBEAER Ll EMERHC W TIRITETEE
WEERX 0~6 FECE <, DRI Ui

Fig. 4 Distribution of FT-207 and its active sub-
stances in AH 130-bearing rats
Administrated dose of FT-207 : 400 mg/kg (i. v.)
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FT 207 « Chemical assay)
5 FU.ete. Bioas=ay

FT-207 & d RBEOMEEEZZRL 48 K % COMEIX
(3 Bioassay 3T 9.7%, {LHEERETILI.7% T
BHotco Et:, KBFOMBEEEDEERE L REOHEMR

THA Lico

feds, IBIET w b FETIL 48~72 BREIDRR IRz
BT Lo
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Table 51wk L7k 51c, FT-207 o &EILIEH, #
L DT AR ECRERTRL, B KR FE TS L
Too EHRERIL 48 B ¥ ©1© Bioassay T 13.1%,
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Table 4. Urinary excretion of FT-207 and its active substances in normal and AH130-

~bearing rats

1. Normal rats (FT-207:32.0 mg/5 rats)

Administrated dose of FT-207 : 400mg/kg(i.v)

Time(h
me(hours) | 4 _ 6 -1 12-24 24—48 4872 | Total
Total active substances | o /1)) ) 566400.0 310000.0 48993.8 14525.0
(FT-207,5-FU, etc.) ‘ : ) ' 7eorT | 1281140.8
) 26350.0 10880.0  2470.0  1273.0  501.2 | 41394.2
FT-207 Bioassay o ) / ) i )
in (8.1%) (3.3%) (0.8%) (0.4%) (0.29) | (12.8%)
chloroform | cpemical 43635.6 12588.5  2640.0 0 0 58864.1
layer assay (13.470)  (3.92)  (0.472)  (0%)  (0%)| (18.1%)
- T 3 H
5°FU, ete. in 684.5  1128.0  196.0  281.4  152.1|  2442.0
aqueous layer
2. AHI30-bearing rats (FT-207 : 162.8 mg/ 3 rats)
ime(h
Timethours) | g 6 6-12 12-24 24-48 4872 | Total
Total active substances | 00000 0 82200.0  40800.0  17400.0 320400.0
(FT-207, 5 -FU, etc.) R : ‘ :
11520. 5. . ) — ]
FT-207 Biosssay 0.0 2025.0 126(3 0 900.0 15705 0
in (7.17%)  (1.2%) (0.8%%) (0.6%) (19.7%)
crloroform Chemical 21573.0  4296.0  1920.0 777.0 - 28566.0
ayer assay (13.3%)  (2.6%5) (1.2%)  (0.5%) (17.7%)
5-FU, etcin
aquecus layer 504.0  255.0  126.0 79.8 - 964.8

Table 5. Urinary excretion of FT-207 and its active substances in normal and sarcoma 180 bearing

mice.

1. Normal mice (FT-207 : 20.8mg’ 2 mice)

Administrated dose of FT-207 : 400 mg/kg(i.v)

Time hours) |
MERUSI g2 2-4  4—6  6-12 12-24 2448 Total
Layer
} 1160.0mee 990.0mes  280.0mex  215.0mes  50.0mez  40.0meg | 2735, Omeg
Bioassay . , . Py / . 2 ‘
Chloroform (5.67)  (4.87) (1.3%) (1.0%) (0.297) (0.2%) (13.1%)
(FT-207) Chemical | 1130.0  980.0  320.0  220.0 60.0 0 2710.0
assay (5.470)  (4.772¢)  (1.5%) (1.17%5)  (0.3%) (024) (13.0%)
Aqueous . _
. .| Bicassay | 520.0  500.0 60.0  120.0 9.0 10.0 1219.0
(5-FU, etc.)
2. Sarcoma 180-bearing mice (FT 207 : 21.6 mg/ 2 mice)
Timethours) | o » h 4 46 6-12 12-24 2448 Total
— - - 4 — — — - ota
Layer T~
1100.0mex 980.0mes  600.0mex 480, Omex  140.0mes 103.0mes | 3405, Orice
Bioassay o L o apn - R p P
Chloroform (5.17) (4.5%) (2.87.) (2.27) (0.777) (0.5%) (15.8%)
(FT-207) Chemical | 1202.9  998.5  699.3  446.0  200.3  149.0 3696.0
assay (5.67.)  (4.67.) (3.275) (2.17) (0.970)  (0.77%) (17.1%)
(xg“e;f ote.) | Dicassay | 93.0 75.0 45.5 41.0 11.8 5.6 271.9
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Table 6. Urinary excretion of FT-207 and its active substances in rabbit.

(FT-207 : 30.0 mg/rabbit)

Administrated dose of FT-207 : 10 mg/kg (i.v.)

Time(hours)| 5 94 4-§ 6-12 12-24 2448 Total
Layer
Chloroform B 1000.0meg 1600.0meg 1050.0meg  620.0mee  360.0meg  420.0meg | 5050, Omeg
(FT-207) 103SSAY | (3.3%)  (5.3%) (3.5%) (2.1% (1.27%) (1.4%) | (16.8%)
Aqueous .
(5-FU, etc.) Bioassay 42.5 28.0 10.0 9.7 5.5 8.5 104.2
{LEEREET 18.0% THOko T, HEFFTIX 158 7k, 1REREfED FMESFR AT I\ TiL RE fEAMEL

% BXO 17.19% THoOto

WolES, KEROMEEEYEIIERRTIL 0~2,
2~4, 6~12 FFEDIHCTHEERZ R Lo $, HIEFT
IEFERE L VR, REFECED L,

K&

Table 6 2R Lic Xk 5ic, FT-207 0&4EIL 2~4
AR EL, KT 4~6, 0~2 FERIDIHTH D70
Fio, 48 Bl ¥ TOEIEIL 16.8% ThHhfo

WoUE S, KEBFOHEEEYEIFHN T H A L
7o

V. FT-207 OREHRBIEHOREE

1) =EBRFZE

FT-207 400 mg/kg HIRNEEDOER, HES v b D
1, 4,8 FFEEDMIER L ORISR T2 X1 b kil
BT 0~8, 8~24 KR k& L, 2 &/ —1I1C
TREAEr — XY —=o3K Y — X —CREER Lo
O EFELL, EEERERN T AETR—— (G
JEH% No.51 A, 2X40cm) LW ARy bL, FTid3f
RBBRv LA A B A k12 € Paper chromatography #
Tieot,

FRBRVE I

1. Eef=51 :90% %R : K=65:5:5v/vYy

2. H3|T R~ AFN=F N bV oL

K=40:30:15:15v/v %

3. HIEAx 7~ K EB=T7:13:10v/v %

BB~ —2 AL, b LT DE LK Sta-
phylococcus aureus 209 P FR&{EIR L - Wi EEL L ~NE
&, 4C T2FMKER S~ —%R Y ErE 37°C T 20
RiREE#E L, ZORIEFH O X0 R EAHIE L1,
Fsz FT-207 3 X0 5-FU ofEEHEICOWTLFE
BRICHRE LT,

D EERER

, HIET v F OEBfED EFE Bioautography o
;0125®ﬁmm¢ﬁ% Rdtce 2 D 3 FEIBPIGE
T ® Rf % 1. 0.87~0.92 & 0.40~0.45, 2. 0.81
~0.86 & 0.57~0.62, 3. 0.74~0.78 & 0.44~0.50
’C“Z‘b‘oﬁ:o

MEDOWEG-FU &2 bh %) OIEMfb) (FT-
207 LFEZBRD) THLNZW, 4780 L 8 FRE
WL DR T & 7o Do REEMATIZ 0~8 BEREET
X2 20DFRIEM & IZIFRIETH 525, 8~24 HERIET
v RE fEAMEWZE OB IEFA K E S Blbhico

L AT, Rf fEOENMLE O YL R B L
FT-207 OEHEHE ORI E I T 5 & T4 —3K
L, b5 DFRIEM S 5-FU ofE#EHEHO + h & —FT
LA 2 MO IEML FT-207 & 5-FU & @%E
Ihbo

VI. # ®

RZHRFC I\ T FT-207 12 5-FU 1= b L& fE
BT 5 B ML ES <, §ix13 Staphylococcus oureus
209P HRicH LAY 200 f50EN B DI, Fiho, WHE
EHEHEHC X W RZIHRIARELELA IR D, Shidls
Hrh OB ARG FORFDHEEYEET 2 HHEIC
IabDEBbhb, ¥, BHRAEENZCEL, B
TEWTE, &SR AYEOKE L 5 FIERE BRIk
MO EIREE /e b D & T,

FT-207 #5580l X RN B Tii3
TRIPEIR TS 5-FU DAERSHES- i LE
LWER SR 7R Lo

Tichb, RIUEEEDEEE»D RS Ltk
WD T B0 A U 24 BT & FEAE 2 HESR.
Ehico BEBRPICTEWTIL 4, 8, 12 BrfilfE, EEH B
AT 16 BEEfEIC v — 2 %R L, 13 & A X DI
BT 24 BEEEIC ST L PIEEME AR Lico

Fi, Zwwkl A CHEREL - FT-207 o i
LI, MR bICREMChIED bR, Th
% 5-FU &k Licla, b, SRS EHaaE
KR C AR 32 DITHLHE UAF D Hfe i D45 2 BAHT
52HDTH%bo

F7z, Fig. 3, 4 WR LIRBHIEIEEYEE RO g
IIERBROVIEEE Y EEROMMB L —T %, =
ML HEDOERHEIRBERETRTLOTHY, B, IF, B,
H, EERCRWTERTH DI, ZOKBHROMERE
HWEIMER TR EEEN D, iR 1~4 B
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Mg I h T 5, 2 hid FT-207 #5454 4N
THEMEDOM 5-FU ~fEnfk ez b, shic
EROTHRITEEEYHER LB LTI b0 LB
hdo

FEH B934 in vitro \2¥siT % FT-207 o ¥ #AL
OWTHE L T30, AEFERICRWT S ZolERL
BESEZ bR, &, Mg, B O 8 B%c
BWTENTH Do

WoiES, Rbp~oBit bW aenTh D, EH, B
T w b O T2 iR, 48 Bl ¥ TORPIC L HEEOH
HiEtEE PR h, FT-207 sl LB siEt:
WHEERENDLR A LEE B Eo FT-207 2EIRIh
HREHEMNEL, WHNCEENTE D IEEEHE (5-
FU %) L 72 TWbBZ EMED bR

Fiz, 27 wwskol A THBENE LCERERIZIER, #
7w b, v R, EWMFRRILE I 207 itV
AT AR R T Fe DT e IS R R PRI ER R LT
L EbEZBRD, KFIN 5-FU 25 b X H oG
5 THENEEYEN L BRI TV 5 2 &R
T 5o

F 2T, AHOREHART o TEEA S h B HE N
W EDOKF % Bioautography KICTITleDlze Kk
Tk 5B FT-207 Cii<=wv A CHEA B, 5-FU T
HED X 4 2 7 XX TARBIC IV E T h Tw
Z)O

Donryu %7 v M CTOIM{, i X CRBEEFOHT
EiEME R FT-207 X0 5-FU 0 2 EHTH D,
5-FU o F{bfEfs b4 +% FUR, FUDR, FURMP %
DOHEEEY TN & hig 2t Zhid FT-207
7% 5-FU gt e hictk 5-FU DR LFA AR
D, RLEDIBD TOWZ ERREL, $HKREBIC
Biid % B LSRR Do,

1. FT-207 i 5-FU (kb LHUBE MR S5\ 23, Micro-
coccus flavus ATCC 10240, Sarcina lutea PCI 1001,
Staphylococcus epidermidis S E\NEZ R IR Lo

2. FT-207 #iEZ » b oM, B BriEc

bl hEYHIFER IR,

3. B, BB, B, O, EEASC 3T FT-207
B 5 #OPIEEEYEILE S 4~16 Bk v — 2 2R
Lo 7533, FOEMWED K51k FT-207 2548
#E i 5-FU THot,

4. TF¥, HES v b, VA B L O EERETO
FT-207 o RrhgEiRIz 12~18% Th 2t

5. FT-207 #&F » b DMy, W R
RI-HESEE L FT-207 X0 5-FU 0 2B TH
Do

APFE O —IxE 31 B AABEES (B 47 4, 4
HE) TRELI.

ek rcXY ) KB CHEYBboEILNA €Y &
—, BRZTRFREROBEEERCEH 2 L ¥
To

X ik

1) I.M.KRAVCHENKO & A.A.ZIDERMANE : g
ZxF %57+ 7 74 [N-(2-Tetrahydrofuryl)-
5-fluorouracil]) o il #E7E Mo 551 H4 v BiIE
WAL LA 6k ¢ 214~215, 1968, V #

2) N.N.BLOKHIN et al.: JEHER X OV~ v &
DR & ORI 81T 5 FT-207 o H5Fic>
W TCo (*%;)

3) FT-207 B vip PR 1 1970, Hix

4) RURK, fib: BRNFEE M- BERNEE 0L
Z>\ T, Chemotherapy 16 : 98~99, 1968

5) HEHE i : Bioassay ki X B YUEHI O thI 575,
P, TIEHEEO fF M o v T AR 20
(7) : 1350~1359, 1971
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DISTRIBUTION, EXCRETION AND METABOLISM OF
N,-(2-TETRAHYDROFURYL)-5-FLUOROURACIL
(FT-207) BY A BIOASSAY METHOD

Yukidiro Yasuba, Tsuneo Toco, Norio UNewmi,
Snozt WataNaBe, Kousuke Harima and Takasar Suzue

Research Laboratories, Taiho Pharmaceutical Co., Ltd.

Abstract

N;-(2-Tetrahydrofuryl)-5-fluorouracil (FT-207), a new antimetabolic anticancer agent synthesized
in USSR, was studied on antimicrobial activity in vitro and distribution, excretion and metabolism in
vivo.

The results obtained were as follows.

1) Antimicrobial activity

FT-207 showed fairly active against Micrococcus flavus ATCC 10240, Sarcina lutea PCI 1001, Sta-
phylococcus epidermidis and Staphylococcus auveus 209 P, but in general the activity was inferior to
that of 5-FU.

2) Distribution

By the intravenous administration of FT-207, 400 mg/kg, in normal and AH-130 bearing rats, the
concentration of FT-207 in serum and tissues maintained measurably until 16~24 hours.

On the other hand, the active substances (5-FU, efc.) from FT-207 detected at 1~4 hours and
peaked at 4~16 hours in tissues.

3) Urinary excretion

FT-207 and its active substances were excreted in urine for a long time, and the recoveries of FT-
207 for 48 hours in rats, mice and rabbits were 12~18%.

4) Metabolism

In normal and AH-130 bearing rats, the main active substance from FT-207 administrated intra-
venously was 5-FU.



