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FiEEK A 1-Hexylcarbamoyl-5-fluorouracil (HCFU)
D IR P IR R TE R

EORK-%F HM_-BIE F-RLULUER
SHBETERRSEEWRFERER

(FB#F1 54 £ 1 B 12 B%A)

FIEEN L4, 1-Hexylcarbamoyl-5-fluorouracil (HCFU) o A MBEREREORF LT

1o

HCFU #r5#oimrh, Fhk L Oxotigio HCFU kX0 oRBHORERE L, Bt
&METT, 7vi—54 b XAD-2 #lgesd3aRERLFIAL T, 5-FU & HCFU % X0E#H
BB, 1-(5-carboxypentylcarbamoyl)-5-fluorouracil (CPEFU) & 1-(3-carboxypropyl-
carbamoyl)-5-fluorouracil (CPRFU) BRI LERETAH T LA HEXS,

% #-, HCFU, CPEFU 3 X 0* CPRFU BERSFIEOFEY, &b, HE /v~ 77,

— THHER, WEFETSHS,

COFETOEEFOREVBEEE L 5-FU #M4EL LT, 0.01 ug/ml T3,

o5

1-Hexylcarbamoyl-5-fluorouracil (LA F HCFU & Bg
PHI(INx 1975 EREBLVC I Y AR Ehivwbd B <
A/ MO 5-FUHBEHEOVOEDTHY, B, AL X
T, TV ARBBEBCHT BT ChBREL LIS
WARZ b T ARTRTIENBREIR T BI9Y,

HCFU o< hicHi@tt i £ 4l To (3 of Re
Lk 5-FUKRHRTAVDEZXORTWED, Ty b
TR 5 RBHFEL2S 5-FU LA O T EAHEEARY
& L T 1-(5-carboxypentylcarbamoyl)-5-fluorouracil
(IAF CPEFU :8&3) (I) % X OF 1-(3-carboxypro-
pylcarbamoyl)-5-fluorouracil (A\F CPRFU & B&+)
(I AHEREEIR T3, = hbodhpitHy CPE
FU(I) % X v CPRFU(m) x HCFU ## 5L #-1 %,
VHFB LV e P OME, R, VYD DI
Brhicb @D SR T W59,

HCFU O HlfEEH R LR D X 5w s hh bl X h T
X B5-FUlikTHLDTH B, 5FU oo
Bg& LTz HCFU moE#, s\t #mr i
TORMIFNELbIB, T HCFU 5% ot 7p
sz ho TERBHOBE O BY1x HCFU o
FIFIEE L OBEC S W TE bbb TEEL 15, —F,
HCFU,CPEFU % X vt CPRFU 3 5-FU X b 235\ At
PEEER AL, 5FU 2626140 5 S REYILE
WIEEEZHL s\,

¥, 5-FUR % 5\ ix 5-FUAR %o {CH 9 3 i EE
T 20 L OFEENEIB AL DTH B,

FITRARAAFT YA EC I BT hORBPE
BEY DL ERABERNERCO W TRE2To10
THRET %,

KRBHES LV FEE

1. EEHER ICERLED

AFF7e i B\ 72 1-Hexylcarbamoyl-5-fluorouracil
(HCFU) B =H#EELEKRALLPRFERHT, 1-6-
carboxypentylcarbamoyl)-5-fluorouracil (CPEFU) %
X 0% 1-(3-carboxypropylcarbamoyl) -5-fluorouracil (C
PRFU) =HMETELRSHEMH EHEFTCER
L1y D%, 5-fluorouracil (5-FU) % PCR # CKE)
MOA LI ORFER L,

¥i-EE# . & % 1-hexylcarbamoyl-6-14C-5-fluor-
ouracil (JAF 6-14C HCFU ru&3) iI=HBUKTHEK
RELEMBERERTERL 22 b 0%, 6-14C-fluor-
ouracil (LA F 6-14C-5-FU ) #%3) i New England
Nuclear # (CkE) HOBA LI ORFEA LT,

Fig.1 Chemical structures of HCFU (1),
CPEFU (II) and CPRFU ()
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9. ZREMI X UK ORER

SHEORHCIER 7 » b A XX IVE MOEE
Rrfvico ¥ HCFU B 580 M I s X O
HBREONER Y — 7 MEREVE T R (FE 10~12 kg)
(1855 X 1A LIDY, HCFU gEkl% 10 mg/
kg DEATEAREL, BREH 1, 2 S XV 3KMEI
SRSy SR ML, 3,000rpm T 10 £fELL T
BLREMET OV TT > o

3. EMBENE

3.1 REEKS X ORIE R

AR CEEEESEEERC LD AE LRI R
HHERE MIC) »b, BIBVEZHERZRLL,
Staphylococcus aureus 209 P #ia i\, BEHMHLE L
T, $.7—tv b vEREM RP) ZBIo

3.2 WEHE

BEEy 102 =2/ml OBECERL 55 5ml 2E
ROmm OFFAF 7 Ve—V (FLE) LKL,
AFAECELIRIDOD, R—s=F 4 R7ETEH
BEYRE Lo 7 4 A7 XEFEFELHO thin, ERE
8mm DL DOFAL, F 4 R 7 BRI 20 4l ¥ 71340
ul ¥BIRAERT-DD, 30°C T2BfmESY, JE
BEI L, 4°C T3 THitHE DL, 37
ClAEHREE U EAEREREL, FIfERL
5-FU RER) D EREOBEY KD,

4. BEHERE

miEs XCRO S JIEARNE, TO—EEBRCKEE >V
#V—%— (DPO 4.0g, 4251 POPOPO0.1g, I
}v X-100 333ml, +A=v 667ml) 10ml % %,
¥y v 2y BEROBRER L O—EEY BEIAKEL
[B (Packard Model 306) %\ VABE X%, WEv v F
V—v3vH vy #— (Nuclear Chicago Mark II) T
ﬁ%%%mﬂ%LfCo

£ B K K

1. ARHEHRO®RET

EdiLi- 2% b HCFU 34 05 A P CHRE%E
51}, CPEFU, CPRFU % X 0% 5-FU r7ch, 5-FU A8
2bi a-fluoro-B-alanine L FTRFLEI N B 2T
TRAL AT B,

Linl, zhbt#y CPEFU, CPRFU & 5-FUI3,
WIhAHEEREYHE L, 22 HCFU, CPEFU (X UF
CPRFU 3. % DB R AL T B & B3,
AT y XA B LB HRIEEYRHAL LD EL T
%, Tibt, HCFU KRB THABAM, Zwruk
VARBBETHBDIKL, 5-FU K HBETHY,
TRRERLARIZFRAEBMLUIEV SDT EMD,
HCFU b 5-FU oRatr s v vk st 52 &

Table 1 Distribution rate of HCFU, CPEFU,
CPRFU and 5-FU between water and
CHCI, layer

1 5-FU 1 HCFU !CPEFU .CPRFU

Water layer (%) | 99 | 0.2 ‘ 68.3 | 91.3

CHCI, layer (%) 1| 99.8 | 3.7 | 87
Total (%) | 100 1ooi 100 | 100

Each value represents the mean from three
experiments.

=X b, 5-FU #k Bz, HCFU %7 m w k1 ABIT5H
AMTBHZ ENARETH B, Tablel wRT X 5L,
CPEFU k CPRFU 3 AR X U7 ek ARGET S
Z EMbhotoo

DB ARTNEXRF LR, 7TV _A—-F4 1
XAD-2 #fgx 5 &, {& pH T 5-FU i@ s
®EXHhY, hieKL, HCFU, CPEFU r CPRFU
PRI ZE IR, XL TV TESGEENLE
BT A LoD T, ZORERCXBHRERU
FToXseskaLic,

1.1 7v-i—354 + XAD-2 #igwesi3 % HCFU,
CPEFU, CPRFU } 5-FU %)

FolEBmE ML THYEE Licd XFROLBFC—ERD
HCFU, CPEFU, CPRFU % X O* 5-FU #ZhZhiRmm
L, 7v3=54 + XAD-2 % 5 a%wBL1, BHEKIX
FOEE, BEREDY 7 & bV CHERL, BfEE, S5N-
KEg{LF bV wATPH1l &L, 50°C OKIBEHT 10
SEMASEET, 5-FU kiEgESe, 7TV -7 4
b XAD-2 Zitd 5 BEM R X CEIRE R KD, Bi%
Table 2 IZ/RL T,

CORER, M & T Tk HCFU, CPEFU R XU
CPRFU 1.7 v 3—5 4 + XAD-2  EBMICEE S h,
Tt VvOERCHEHEShBH, 5-FU TV =54
} XAD-2 T EZX hf?fl% HT+arZ Aibhr o Too
Lil, 7v-3—54 + XAD-2 wifk¥ & hic HCFU,
CPEFU 3 X 0t CPRFU » Ao EET A5z L1, Th
5 OHELFEHEROELEN R TH D Z Lok

Table 2 Behavior of HCFU, CPEFU, CPRFU
and 5-FU on XAD-2 resin

=—___ Compound 1
w 5-FU “HCFUll CPEFU | CPRFU

Non-adsorbed (%) | 95 1| N.D 1
Adsorbed (%) | N.D| 104 98 96
Total recovery (%) |95+ [105+ | 98+ 97 +

Mean#+S.E. 2.1 4.5 1.8 1.8

Each value represents the mean from three
experiments.
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Table 3 Time course of hydrolysis of HCFU, CPEFU and CPRFU to 5-FU
Time period for hydrolysis (min.) of
HCFU \ CPEFU } CPRFU 5-FU

0’0.5{3‘35[ 10 o| s|10] of 5|10 01

Parent compound (%) | 104 41 6" 3’ 1(ND.| e8| 1| 1| 9| 1| 1] 95| g
Released 5-FU (%) | 1] 57| 94 96‘ 97 N.D.| 9| o4 1| 103| 92| — |
Total recovery (%) 105 98100 99 99 9.8/ 96| 95| 97| 104| 93| 95| g5
+S.E. 4.5] 3.2[ 2.3 18 2.0 1.8 1.9] 1.9| 1.8] 5.0 23| 21| 2.3

Hydrolysis was performed at 50°C and pH 11.

Each value represents the mean from three experiments.

51D, L# HCFU o f##% HCFU, CPEFU
# X0t CPRFU (JF HCFU @4t #3) & 5-FU o
FRLTHETHZ L &L,

1.2 HCFU,CPEFU 3 X1t CPRFU o fnk &

TvrR—=54+ XAD-2 et A REMEFIAL T4
A %h HCFU, CPEFU 3 X 18 CPRFU & 5-FU
DRRIPTTEE L 7 »7-2%, Fig. 2 @R+ &% b HCFU,
CPEFU %5 X 0¥ CPRFU D#{EiEM niR1ch, o H
CFU ESFoRMYEREMNTHTHLS Z Lab, HC
FU E4% k3L T 5-FU g X, Y 5-FU
BELUTREFENES », & h b OmkSBELED
BE®Toto Thbd, 1 2FERmis5c HCFU, CPE
FU 3 X0t CPRFU o—g &% &L, 5N-KE{LF b
Y v aTpH 11 &1L, 50°C ks C—ErRERIMNAKL
BLicDb, SN-E#MT pH2 LT, 7vi—=54
XAD-2 BRI\, MAKSBC L & Ui 5-FU L&
#35% HCFU, CPEFU 3 X 1* CPRFU %387, B
#7% HCFU,CPEFU $s X vt CPRFU 13 X 51 inks
BLCELK 5-FU KRR & ¥, KDM@ RE X OEIR
ReRdic, K% Table 3 TR 7,

Z DR, HCFU,CPEFU % X vt CPRFU i3 pH 11,

Fig. 2 Standard curves of 5-FU, HCFU, CPEFU

and CPRFU by disc method : Staph. aureus
209 P
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S0°C T 5~10 ZfAMKSMETH Lickh, BB
5-FU RIS h B L dlbdiot, ¥, Ok
BEHTE 5-FU OFRIED LIt o 7DT, 7
voX—=3F 4+ XAD-2 T4 FILi HCFU EMdinks
B%EY 5-FU B LTRIETAC L L L,

1.3 RV R—F 4 A7 R BT 5REREORLE

T4 ATERTHEORE 5-FU ok By Fig2 o
RLTco RIRAEX 0.1 pg/ml TH o, FHIHARY 1/
10 THo7end, 0.1~25 ug/ml O REFECRUETE
ThHHILNLEREANOAELEL T3, Lk

Table 4 Effect of concentration rate of sample
on detection of 5-FU

Detected concentration of
Concentration of 5-FU (ug/ml)
5-FU added Concentration rate (fold)
(ug/ml)
1 ‘ 2 ‘ 4
0. 025 N.D. N.D. 0.10
0.05 N.D. 0.10 0.21
0.10 0.10 0.21 0.41
0.20 0.21 0. 40 0.84

Each value is that as 20 ul of a sample was
applied per disc.
The lower limit of detection was 0.1 ug/ml

Table 5 Effect of the sample volume spotted
per disc on detection of 5-FU

Detected concn. of 5-FU(ug/ml)
Concentration of |—
5-FU added Sample v&)ilsl::m(eﬂffotted per
(ug/ml)

20 40
0.05 N.D. 0.10
0.10 0.10 0.21
0.20 0.20 0.40

The lower limit of detection in samples was
0.1 ug/ml when 20 xl of a sample was spotted
per disc.
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Table 6 Recovery of HCFU fraction and 5-FU
from various animal sera

Table 9 Recovery of HCFU fraction and 5-FU
from various animal urines

| Concen- Recovery of fractions

Animal ' Traction | Total Animal tration of | %) rerlc‘gfrilry
nima. ] 9 :
5-FU(%) HCFU (%) ecovery(%) compound "5 kU | HCFU | (%)
n=3 99+8 | 10541 102+3 Rat I(n=3)| 125+2 | 100+2 | 102+2
Rat ( ) = 5
Dog (n=4) 108+3 | 10746 107 +4 5 I(n=3)| 107+£1 | 89%2 | 94+
_ og I(n=3)| 113+4 97438 10245
Human (n=4) | 115£3 | 93%2 | = 9943 T(n=3)| 108t2 | 8712 | 94x2
Each value represents the mean+S.E. from Human | M (n=3) | 118+2 83+1 89+1

three or four experiments.

Table 7 Effects of drug concentration in dog
serum on recovery rate after fractiona-
tion

Recovery of
Concentration of | fractions (%) Totalo
compounds added | 5 pyy %) IHCFU (%)irecovery(/o)

I(n=4) 108+3 | 10746 107 +4
I(n=4) 10443 | 8943 9143
I (n=3) 107+3 | 93+4 99+2

Each value represents the mean+S.E.

Compounds were added to 2 ml of dog serum as

below :

1, 5-FU 0.2 ug, HCFU, CPEFU and CPRFU 0.3
ug each

I, 5-FU 1.0 ug, HCFU, CPEFU and CPRFU 2.0
urg each

m, 5-FU 5.0 ug, HCFU, CPEFU and CPRFU 10.0
ug each

Table 8 Comparison of recovery rates of HCFU
and 5-FU by means of bioassay and
radioisotope method

\C"mm‘“‘d | sFU | HCFU
Method Bioas-| Radio- | Bicas- Radio-
Case —— | say |isotope | say | isotope

Single soln. 106+ | 93+0.3 88+3 8743
0.5

Mixed soln. 105+ | 95+1.2 9242/ 9042

1.8

Each value represents and mean+ S.E. from
three experiments.

L, ERERMCOWTHREREY AL X500,
AROBHER LR —0t—5F 4 R 7 RBZA TR BHE
BROVTOREETV, HiE#x Table 4 5L V512
Rlio, COKR, ERERCOV TR L IER
L, 5oR—te5 27 R BRAER B BYHET S
SERLY, By FHEEAZOREEE (0.01 ug/ml)
ECHRTEE L fe o tes

1.4 ##EmE+ o HCFU,CPEFU 3 X ¢ CPRFU &
5-FU 0% B

Each value represents the mean+S.E.
Compounds were added to 2 ml of urine as below:
I, 5-FU 0.2 pg, CPEFU and CPRFU 0.5 ug each
I, 5-FU 5.0 ug, CPEFU and CPRFU 15 ug each
m, 5-FU 4.0 ug, CPEFU and CPRFU 20 ug each

FROBERCLESE, 41X, 79 b RIVEMNEFR
MiEw—sE & o HCFU, CPEFU 3 x vt CPRFU ¢ 5-
FU ##%mmL <, HCFU @4 & 5-FU D4 Jix T\ E
IR A RO KA Table 6 LI UWT7 IR Lic, =D
B2, HCFU @4 & 5-FU o453, BEEs LU
KBECBRLL, HRINELDTH -1,

Xz 6-4C-5-FU } 6-14C-HCFU % Ff\~TAZED
EREFToTcb =%, Table 8 KRT LI AFT
A EDOPIEHERLE L —FH L1,

1.5 R CPEFU % X ¢ CPRFU ¢ 5-FU o %4 5
i

HCFU & O EHD T » 19, 1 XKLVt FORP
it » @i CPEFU % X8 CPRFU & 5-FU 3
BETHI EVHOLR TV 5,

R CPEFU % X0t CPRFU & 5-FU o4 3i% me
ERIBREYTUWRE LI, Tihbb, ZRHHOLES
Riz—E&E» CPEFU % X' CPRFU & 5-FU %¥%m
L, 7v-\—54 1+ XAD-2 $ifsLB %17 - T, HCFU
@ L 5-FU 4B LicDb, FBERRE LI &
% Table 9 /R L7723, JRed CPEFU ¥ X 8 CPRFU
L 5-FU o455k, BREARELITETSSZ Ehb,
XD TBEHTHDHI EhbhoTo

th#t HCFU,CPEFU & £ v¢ CPRFU & 5-FU ©
ARIERE

FaoERch Lo, HCFUROHSEROBE+T S
T ER AT O X 5 IKEDT,

FThbb, MiEHBVIEY v 2mlic2 fERON-
ey L OSSR 7 v e AREINL T 60 ZfEiE
W%, 3,000rpm T 10 SHELELCTHEL T, 7 rehkL
ABRIVOKBY ST D, TOKBIZ 2ml 07 v 1
—3 4 + XAD-2 #ilgx ML, 30 olikEek, BiE
LkBEAEL, By 5ml OKTXHHEL, KK
TR LUIcKBIRINX 7o, N-KBg{tF b V) 7 AT
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Fig. 3 Fractionation procedure for HCFU and its metabolites

1

Samples |

—added 2 vol.

of 1 N-HCI and 5 vol.

of CHCl,

—shaken for 60 min.
—centrifuged for 10 min. at 3,000r.p. m.

|
CHCI, layer

Water layer

Residue

|
XAD-2 resin

I——shaken for 30 min.

|
XAD-2 resin
—shaken with acetone

Acetone layer

Organic layer
—evaporated to dryness
—hydrolyzed to 5-FU

to dryness

buffer (pH 7.0)
Bioassay
(HCFU, CPEFU, CPRFU)

shfIL, MET 40°C LT CcigsmEnE T2 G-FUESD),
wWWTHESY 10ml 072t v e 30 SEREL-E.
7 b vBERYFRL, Bigy Sml 072t v TILEE
WT b, 7t VFRBS IOBBEEECTBM LI v e
A LB, WET 40°C UT T LKk, N-
KEgft> bV waTpH 1L &L, ki 50°C T 10 7
MK a8BT %, ks By N-fEfCTHhfL, BE
T 40°C AT ClRMHET %, (HCFU %) HCFU &
SR LV 5-FU @5k —E RO 1/15M Y v B & 6K
(PH7.0) AR E eI Db, D 20 ul HBH % 40
ul X— =5 4y A7 CBBAER, RNAFT y kA
LCRENEXTT 5.

¥R, KRS IR BFHBEOBECIER-7

—neutralized and evaporated

—dissolved in M/15 phosphate

Water layer
—neutralized with 1 N-NaOH
—evaporated to dryness

—dissolved in M/15 phosphate
buffer (pH 7.0)

—centrifuged for 10 min.
at 3,000r. p. m.

Sup.
|

Bioassay
(5-FU)

R L ETHT, AREEET -1-F 1 + XAD-
2 BB X 22 R% T, HCFU @4 & 5-FU R
EDOREXTT o

U EDBEERIEEY Fig. 3 Rl

2. HCFU &Rn#5% o4 2 Mg

HCFU g#l% 10mg/kg OEEGTERFEELIAR
M EEORKHHEBY, LRLFHEEEYAWT
REL, BfE% Table 10 %X O° Fig. 4 KRl T
DfER, HCFU EnH5#o4 X mficisits HCFU
B ¥ LU 5-FU BEZ, HERTAPHhRE-I7ER
ETEN, MdhhsOHERIED TREL, WETOHEE
RE—VIXEWZEPLIc D TH o T

3. HCFU txof#mormEs

Table 10 Serum levels of 5-FU and HCFU fraction after oral administration

of HCFU (10 mg/kg) to dogs

’ Time after administration (hr)

Dog No. 1 ’ 2 3
5-FU (uzg/ml) HCFU l 5-FU (ug/ml) HCFU 5-FU (ug/ml) HCFU
fr. (u#g/ml) fr. (ug/ml) fr. (ug/ml)
1 1.03 7.20 0.16 1.10 0.06 0.32
2 0.81 6.30 0.22 1.82 0.06 0.35
3 0.57 3.22 0.04 0.57 0.02 0.10
kmMean:tS. E. 0.80+0.13 | 5.57+1.21 | 0.13+0.06 | 1.16+0.36 | 0.05+0.01 | 0.26+0.08

Each value was represented as ug equivalent of 5-FU per rr-xlw;erum.
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Fig.4 Serum levels of 5-FU and HCFU fraction
after oral administration of HCFU (10 mg/
kg) to dogs
10 e—e HCFU rr

0----0 5-FU

(mean of three dogs)
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7vA—35 4+ XAD-2 #ifgd B\ 5 5 Bl H R,
HCFU % X U2 o3t %, HCFU @5 & 5-FU 2
BUTHET 1%, #E+o HCFU, CPEFU & X T°
CPRFU 0 h X hDREDO MR IIE bhisl .

%z¢, HCFU @4 F 0 &R T BEX N ET 510,
EADBEORF YT, BB/ v~ F77 4 —
THELI-DOL, ERAEXERTHHENEL W L
NhhoteDT, UTIOHERDWTHHART %o

3.1 Bsw~t 57 4 —ick s HCFU, CPEFU
% X0t CPRFU o mtE Bk

£%EE o HCFU,CPEFU 3 X vt CPRFU 0—E &
¥, th X h B (Kieselgel goF1s4, 5x20cm, Merck)
ARy bL, ZeBRLa—2 X)) —L-FfE (18:2:
Lvjv) BECRE®, ERTHEYT S Ry ER L)
gLy, HCFU 37 wwmkra-7x by (9:1v/v)10
ml, CPEFU % X0 CPRFU {3 A % 7/ — -7 & + v (3:
1v/v) 10ml, ZOMOHLIE AKX 7 —=1-T &+ v (9:
Lviv) 10ml TERFRBHL, BEEMKTHEL TH
UT% 5-FU ipifh @, M4 A7 » A B TEAIRE
ZUEB LI, Fig.5 @&EKorsrv< 7 8%, ¥k
Table 11 i #/@ 15 0 B EKH OEIRE AT Lo

Z D8, HCFU, CPEFU % X vt CPRFU o #REH
LOERAHERFTNEL D TH-1DT, ThbFEH%
ThEh Sug FoaEt AR BB/ v~ 257
4-CHEEL, HhH, MASRE, BRSOEERT-
TX DR pf8 T Table 11 iRk L1,

LEDgEne, HCFU 4o HCFU,CPEFU ¥
LU CPRFU i3, ME re~t 57 4 —&34

Table 11 Recoveries of HCFU, CPEFU and
CPRFU with thin layer chromato-

graphy
Ap- Recovery of (%)
Compound plied ‘
(ug) | HCFU|CPEFU CPRFU| Total
1 10145
HCFU (n=3) 5 | 97+3
10 | 9948
1 9243
CPEFU(n=3) 5 98 +4
10 8715
1 8943
CPRFU (n=3) 5 883
10 86+3
Mixture HCFU 5 |98+2
of CPEFU 5 97+2 92+2
(»=3) [ cprFU| 5 8142

Each value represents the mean+S.E.

Fig.5 A thin layer chromatogram of HCFU and
its metabolites

Rf

1.0
- solvent : CHCl; - MeOH - AcOH
[HCFU O (181201, v)

. Plate : Kieselgel 60F254
_CPEFLO (Merck)
Detection : UV

'CPRFL'O

0.5+
L
sFu O

standard samples

FT7 oA EXHATHI LR IDAERNETSHLAZ &
PP LT,

3.2 HCFU Znf#t5#on 1 X i REmEE
HCFU o 5% 04 2 MiEx L L 55t Ey
A\, HCFU @4 & 5-FU k4@ L, HCFU Eid
XLRHBr v~ T 7 4 —CHEE, ERBMEE
FREL, Wk Table 12 3 L O° Fig. 6 iI</RL 1,
msiz s\ Tk HCFU & CPEFU puxix@ CEEK
#x7RL, kT CPRFU, 5-FU DI TH - 7o
HCFU % XU ORBWIBE ORI HER <& -V
3, Wb E TGRS D, aERREC i
2HMETBDONED BRI,

HCFU AR ET, FERLEO 25 R,
5-FU, CPEFU % X 0% CPRFU R # & hiktshs
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Table 12 Serum levels of HCFU, CPEFU and
CPRFU after oral administration of
HCFU (10 mg/kg) to dogs

Time Concentration (ug/ml)
after
adminis- |Compound Dog No. Mean +
tration S.E
(hr) 1 2r 3
HCFU 8.21 |11.10/ 3.83 | 7.72+2.1
1 CPEFU 4.82| 0.99 1.13|2.31+1.3
CPRFU 1.18 | 0. 23“ 1.10 | 0.844+0.3
HCFU |1.10] 1. oz‘f 0.40 | 0.84+0.2
2 CPEFU 1.05| 1.79 0.63 | 1.16+0.4
CPRFU [0.07| 0.52 0.08|0.22+0.2
HCFU 0.13 | 0.28 0.06 | 0.16+0.1
3 CPEFU |0.33| 0.310.08|0.24+0.1
CPRFU | 0.13| 0.04 0.04 0.07+0.03

Fig.6 Serum levels of HCFU and its metabolites
after oral administration of HCFU (10 mg/
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PROCEDURE FOR DETERMINATION OF HCFU
AND ITS METABOLITES IN BODY FLUIDS

Suunn Watanase, Kenyt Mori, Hitosnr Misono and YosHitsuru Yokovyama

Institute of Biological Science, Mitsui Pharmaceuticals Inc.

Studies on the assay procedure for HCFU and its metabolites concentration in body fluids were
carried out using Staphylococcus aureus 209 P as the indicator organism, and the following results
were obtained.

1) 5-FU was extracted from body fluids with dil-HCI and then separated from HCFU, CPEFU and
CPRFU using Amberlite XAD-2.

The fraction containing HCFU, CPEFU and CPRFU was subjected to hydrolysis so that these compounds
were converted to 5-FU.

HCFU,CPEFU and CPRFU were determined as a whole on a calculation curve for 5-FU.

The lower limit of detection was 0.01 ug/ml.

2) By combination of fractionation technic with Amberlite XAD-2 resin and thin layer chromato-
graphy, HCFU,CPEFU and CPRFU in body fluids could be determined separately.



