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6-Mercaptopurine-riboside (Thio-inosine) ¢ Rauscher Leukemia virus J¢X Leukemia 1210
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% 5 L5t 5 6-mercaptopurine riboside DR

1E&5& B B & RT3
EREE B AL AR # Bt &Y (mg/kg/day) | (gm) (%)
TANAREE LRV YA 0.116
YA NATY bR — )b 0.383
100 MID 312 0.125 96.6
BRI 5 6-mercaptopurine riboside 625 0.150 87.2
937.5 0.150 87.2
6-mercaptopurine 100 0.133 93.6
TANARERB LR T A 0.170
100 MID YANLATY bR — )L 0.340
RET 50 6-mercaptopurine riboside 300 0.240 59
6-mercaptopurine 100 0.235 61.6
TANAEEB LRV T A 0.280
YANALATYV PR —L 0.666
* 0 I
AR 500 MIDso 6-mercaptopurine riboside 312 0. 480 48
6-mercaptopurine 100 0.430 51
CANAYBEELLL YA 0.160
wANLAAY bar— 0.250
100
RRY MIDso 6-mercaptopurine riboside 250 0.210 44. 4%*
6-mercaptopurine 60 0.23 22.2%%
* 12 BEo~v AREA
** P>0.05
#* 6 HiB5w X 5 6-mercaptopurine riboside ¢ 6-mercaptopurine o %hH
3 CRR g@ﬁiﬁiﬁfﬁﬁggﬁgg BRv 14 R
# 5 1t &% mg/kg 4
& day) g)ﬁféo H (%) FFU/ml m(%) ®
100 MID 6-mercaptopurine riboside 312 16~22 76.2 2739/5916* 53.7
50 6-mercaptopurine 100 " 74.8 2744/5916 53.6
MID 6-mercaptopurine riboside 312 16~22 85.0 189/1806 89.5
® | 6-mercaptopurine 100 " 87.8 201/1806 88.8
1 MID 6-mercaptopurine riboside 312 16~22 93.9 52/932 94.3
10 50 6-mercaptopurine 100 " 96.2 45/932 95.1
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6-MP i2BAZL, {EAT23L0THY, Lich>T6-
MP » 6-MPR k OfiCIZ5EL e 38 BEPARILT 5 &
HELTWS, D% BROCKMAN® 3jitt4: Hep No.2
Rz A% Formylglycinamide ribonucleotide &)
#4588 + L T, 6-MP k 6-MPR & 6-Mercaptopurine
ribonucleotide D{EAZX#HE LT\ 5 55, 6-MP & 6-
Mercaptopurine ribonucleotide o [EiC 554 72 A2 X it tE
ML T B P, 6-MP & 6-MPR of§icizz D X 5k
Fle R MEIX Ao L |E LTS, TOX
5 KA MHEDHEL e BRSBMA IR T L E X
DD TIDHREDONTOHFETIeol, EROKEY
F 8 IR T,

FBIALND LR, 6-MP ittt L-1210 Mifmicix
6-MP XK o* 6-MPR 133 MHIZRIIRE 3, RKFK
6-MPR fittE L-1210 HEfmizxf LTix 6-MPR 3, 6-MP
IR EZ R Z v, BB & 0 HIZRWT, 6-MP
fid Mg & 6-MPR fiit i o0 Rl i3 38 Uit 0 BLSL. 2%
RDHID o
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6-MP L 6-MPR ¢ Rauscher Leukemia virus X
L-1210 03 % s Rz o\ THeE Lic, 6-MPR o
~ v AR IR S LDy 1k 2.5g/keg, Zhicw
LT 6-MP o % + 1% 380 mg/kg T# 1/7 Th 5,

# 8 6-mercaptopurine ji#tE L-1210 #Hf3 » 6-mercaptopurine riboside [ttt L-1210 g A 2 s Rtk

fitte L-1210 fiia o M ) L] (m%/g‘kgﬁj PRI AR

day)| BN | e
6-mercaptopurine-Sensitive-L-1210 6-mercaptopurine 7.5 7.0 10.7°
6-mercaptopurine-Resistant-L-1210 6-mercaptopurine 300 8.0 8.0
6-mercaptopurine-Resistant-L-1210 6-mercaptopurine riboside 1500 7.8 7.2
6-mercaptopurine riboside-Sensitive-L-1210 6-mercaptopurine riboside 37.5 7.0 11.0
6-mercaptopurine riboside-Resistant-L-1210 6-mercaptopurine riboside 500 8.0 7.6
6-mercaptopurine riboside-Resistant-L-1210 6-mercaptopurine 225 8.2 8.2
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Rauscher Leukemia virus iz%3% 6-MPR & 6-MP
% 1H1[E5 AMBE LcBEDB/INERHE X 6-MPR
¢ 300~312 mg/kg, 6-MP T 100 mg/kg T3 olco
L COFEHE TR LB LD0EEV I VAR
DRFIZ 100 MIDgy ¥ TTH D, Th EoBEEY A
N ABEE VI EICIE, 6-MPR 4 6-MP 33tz
BRILTLLHRE Licve 20 LDy LRINEDHE
I BEERR AT S &, 6-MPR T3 2500/300=8, 3
THHDRX L, 6-MP % 380/100=3.8 T 6-MPR
A 2 {5k Th otz 6-MP & 6-MPR D E KBFR D
MHBREI VAV ABEBERIC WD DLEH LTS L
Th, SHENLLEELE LT, VM4V AERE 16 AHEL
LHREEHDTLEDONB D TH Do DX 57
6-MP » 6-MPR OEKBEBOMENL Y 1 1V A DY
BomficBRLTW230LE2 b h %, 6-MP &
6-MPR 13 L-1210 ffa#fEsko PHLFARELERT
%o TO/MIRG S 6-MPR DR/ E2)E % 18.5 mg/
kg Thh, Zhicl 6-MP 0%hix 7.5mg/kg T
ThibEH LBk 6-MPR T B5 Th AL
6-MP T 51 ‘Thoto
6-MP » 6-MPR izt 3 % e RERC BT 5 BT
6-MPR D35 6-MP X h W\ BABWVI S T
h, Ao INICEELENX 5 TH %, LirL
6-MP i ittk » L-1210 fRwx 6-MPR i & ANtk
%KL, ¥7: 6-MPR it L-1210 #fmix 6-MP i
xRS, SOz LIXEENT 6-MPR IIBLY A— R
ThT 6-MP &k /ir b Z huat phosphoribosyltransferase
& Xh 6-MP riboside L7c D TIEHTAHLDOTHSZ
ERTRBEL TS, L LEDKME, 6-MPR X 6-MP
L HRELLIERIZEL, Lid%ZD Rauscher v A
AAE L-1210 w5 aHEY 6-MP o HihE L <

LRSS, LT LLBHOETIEREIIHROETIX
E LTz, #ETHhiE, 6-MPRDEEFZREUT Raus-
cher w4 LA LTH L-1210 g LT3 6-
MP X HhkThbd, DI L% 6-MPR fE T 6-MP
CERIh VW ERERLTWS ELEXORDL,
LGERTED X 5 IR OMAICEIE LB AT 24%D
MELIBIETIN LG D e ThbDMISHDOK
NI VBEHINLHETHS 5,
X ik
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ANTITUMOR EFFECT OF NUCLEIC ACID ANALOGUES (1)

Harunisa Fujita and Szicesur ToyosHiMA

Pharmaceutical Institute, School of Medicine, Keio University

The inhibitory activity of 6-mercaptopurine and 6-mercaptopurine riboside against Rauscher Leukemia
Virus and Leukemia 1210 cells was studied. LDy, of 6-mercaptopurine riboside was 2.5g/kg in mice
by intraperitoneal injection and that of 6-mercaptopurine was 380 mg/kg.

6-Mercaptopurine and 6-mercaptopurine-riboside were effective against Rauscher Leukemia Virus. The

therapeutic index of 6-mercaptopurine-riboside was 8.3 and that of 6-mercaptopurine was 3.8.

These

drugs were effective against Leukemia L-1210 cells too, and the therapeutic index .of 6-mercaptopurine-

riboside was 135, and that of 6-mercaptopurine was 51.

From these results, it may be said that 6-

‘mercaptopurine riboside was effective twice than 6-mercaptopurine.

The development of the resistance of L-1210 cells to 6-mercaptopurine riboside was slower and a
- little weaker than that of 6-mercaptopurine resistance.

The clear cross-resistance between 6-mercaptopurine resistant cells and 6-mercaptopurine-riboside

. Tesistant ones, was observed.



