98

\‘##

| Acta Pharmaceutica Sinica 1987;22(2):98~102

i1, 2513_451CE§@¥5fﬁE¥ﬂHB@°
Jpo koot

WRE # 4" B £ F A

CEREHWHIF, 65 HRELFEEEHIRH, 30

¥ EZATDFE (DAG) 5REFR (VCR) BAHER, s/RMKEMEA @M Lo, B
RSt STABRERETA%HFENME, k4 DAG, 24h f54 VCR, thAT#HE#A, DAGH
BREWITHNIERE, SRR 3.0mg/ke, BT HARRIFTEH LA HRERESD
RfER, S ARMMRERTHR A REHDRRRER, :

XWA 1,2:5,6-"HATTE; KEFR RRFHARS BRTHAR, SMRAALRK
Lllu ’ ’ ‘

- HM1% 8 DAG 5B HFU—e FABEAER, sHMRKEAKRAE MR Lizo & EAC
HHRTE, T ERTARHRRMKELHMERD, BTFERERESS, BHEK
FWEAEE, Ak, ROEHASZHBERLLHN VCR, # THRARSGHE.

MHE A&

DAG RMERER®, VCR 4 LR 22 47, HlnAM LB KR RE R
B, st DBA/2, CFW, BDF(DBA/2xC 57 BL)REMFUIR, BE%M, HEXK
REAR -, L /MRE 7 XA DBA/2 MRIEHEMER; KRA BDF, AR, #R
ip B MR AnAE 1084, MATE LA v Sk, B &4 512 19 rad/min(ADC %) K 75 rad/
min(CFU-S 1), /HRBHLEEN 750 rad, BHHEEA 60 cm,

?‘]"J\E.E.mﬁ Lo BIELAT MEM Lo 4lgfE 2410 HI/NRR 6 4, rBl¥ek 1 Fisl
%% ip, DAG #| & % 3.0 mg/kg, VCR 3% 1.3 mg/kg, W% 60 RAUMRERHT, it
B GERE, HIHRMER” R ET R RN,

RE#RDAG & VCR B4 BZRFFH /I BDF, /MR 25 4, BHRPF SR, He
14 ip A FEh sk, He244H 450 ipDAGL.5, 3.0, 5.0, 8.0mg/kg & VCRO0.8, 1.3,
2.0, 3.0 mg/kg, BIEHE 1 i h RKBEARE, LEFBHYFER Lo 05 24 h 8%,
B A 255 M T4 8k Ly Z0M0JS 24 h 2DAG, FIG 24h £ VCR, BBER “17, AN
HEBREK (synergy index)®, KT 1 ZNNEHRAEM; ZEEBX, muwﬁﬁsm@
R

BE A 250 A K
B = R R e e R

3t Ly FHBHRRER 28 Gordon FHHRY A (ADCYFLY, MAHLKA
B HA, MALEER (EEERAGTIHRRE W) LRE 0.4 um, RFFHT/DREREA 4K

AT 1986 42 4 F 22 AUk A,
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Ay Ligio 402, LA Fischer’s #3536 (& 10% Dl i) M B, MA CAD i, 38 (Difco) B
WEAH0.3%, LEEEMTHIBAMAZLBHHEHMIRER, —RER24, 7K
BMAHSEE, L& 50 MIRHERE, BIHEEE, HHRBH, ¥EETRAH
ARGREH/MR(E—ZK), 405, EReBEBEAE, 2—EE, A\E—ZHRA A
SEMH/DPREEZZE), 7T RERAGTHEER, HREATETEEEREK (plating-
effwlency)&ﬂﬁﬂmﬁtl:(survwal fraction), “MMMfEA"RRAIXD., ZHhBEH 7R
(1448, ,

MERMTAROER RABEZEREETRE?, CFW/MNR 64, DAGHEX 3.0

mg/kg, VCR % 1.3mg/kg, #% 2 FiFlhREEAE. HEMER (CFU-S) RihFE
TG LR,

& ®

-. ﬁ"]‘ﬂ Lmo B IBIT

DAG 5 VCR B &R, RA—mbRTE., uzﬁﬂaﬂféﬁ}é%$fﬁ Finge 8
7 85.40, E—RAFIE, fols DAG, JER VCR, HMarER¥BEE 269.4%, Ly B HH
(6/13)%1%; _ZRBERMEFEIT&E, £% VCR G4 DAG fthRITHER, EHE
Kb 88.4%, MMATHMMMITH., BEZREKER, SRMEL, Hh—-KERER

HFR1.
Tab 1. Combined effects of DAG and VCR on L,,,, in mice
Mean survival No. of survivors on day 60
Schedule
time~SD (d) 'ILS(%)‘ Total No. of mice
Saline 12.1+1.5 0/9
DAG 18.5+1.8 53.2 0/13
VCR 16.0+0.7 32.2 0/13
DAG + VCR 26.7+15.1 120.7* 2/13
DAGX M ver 44.7£17.3 269.4* 6/13
ver 24hpac 22.8+6.,1 88.4* 0/13 )
Additive 85.4

*Represents synergistic_effect

ATHEBRARGHESHREANER, AARME DAG 5 VCR, SHRAH, 45

R 1, B DAG 8.0 mg/kg+ VCR 3.0 mg/kg 5F, ZBERALAHFLRBREHRIER,

ﬁﬁU. DAG 3.0 mg/kg+ VCR 1.3 mg/kg A WhRIIT B, thREEIE 3.53,
=. X Ly FHESRGFRA

(=) FHAOBBBSHERGXR ASHTRKREDRENR, £20LE 2,

¥h2.0x10°~1.8x10* B, SIMRBE HHEBRENRR, EEBREN 1.3%,

Eamie

(=) DAGHER—REX%E F1RERT4, o5 ip AR KRARFE DAG, £
24h, RABABZRHER, 4RILE 3, DAG I 1.5~8.0 mg/kg b, BEHH & ¥,
I 2R BRI

(S) VCRMB—BEXER HEF2", RUFFAME VCR 3 DAG, £ SR 4,
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Fig 2. Relation between number of Ly,
cells and number of colonies per chamber
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administration of DAG and VCR
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VCR FIEMETF 0.6 mg/kg b, MIFIHLLRHBPRIR; FIRY 0.8~3.0 mg/kg b, dhik#}
R EREAE, TFIEHE 1073~107 1B,
() DAG5VCREAHE F1ZHR 104, B4R S RipE B AR

DAG # (F1)VCR, DAG #[&% 0.8 mg/kg, VCR 3% 0.2 mg/kg,
i Oh A, 2FHEAEZZHR, LR1LE5, &4

LBWIRBOTFE kS

DAG, B 8h# VCR, HKHEF

CthiEER, HREFAYEARBEMBEMEM, REA%S DAG, B 24h 4 VCR 5 RivE

RBEF, *f Lo SRR, B “MmfER” 100 LA L,
. HNRETARNRGER

DAG 5 VCR A K/DRBBE T4 “HmfM” (FiEk) ho.17. %M DAG FH
VCRJy0.15, MIBERMMBERGEN, ERXSBKARLGHYKRBL HMIER", BE 2.

Tab 2. Combined effects of DAG and VCR on CFU-S in mice
Fraction CFU-S surviving
Schedule Mean CFU-S per femur+SD per femur

Saline 1920 +1527 —
DAG 475+180 0.25
VCR 1266 +764 0.66
DAG + VCR 354+£82 0.18
pAGZ4Lver 297 +110 0.15°
vcr 24ipag - 379+201 0.20
Additive 0.17

* Represents synergistic effect
it ® |

DAG 5 VCR DA— HRARTMREDEER, KBESHAHTRRHESR X, £&
DAG, I 24h 8 VCR, /MR Lio BMRIT B, ADCREBHARBLER, Eik
REd, MRBE—EHENSEEREESRRA; DAG 5 VCR il i- Rl 45
THGMBRARE R A . TEUAE, ERMBSRAGT, RGBTk
ARAR Lo FRRGRREARTHN, Wb, BAMALHRTEIERET DAGH
£, i VCR BT 2HWIE/A, DAG 3.0 mg/kg i, Tit VCRMEMAT, HRES
BIE3.17T LA ks #8xd 5.0 mg/kg I, TWREMTFHMEMEM, R B K&K, FA-HE
VCR, J7##k DAG HIBEARFMF, WHE, VCRE—KGTEHY, EELEHEGESH
r(carrier-mediate) RGEHBHLHEA RN, SREFBQFHEAMREARBERS., B
SN, BEMLHEEYE. LR TOUES DAG RGHARE RHEML"FE®, Ml
MHBERBZLWR, BEBWLEELE, RTUMKEHIET VCR MEKLEARS, £
BT R EYE, ERE—PEN, '

%4 DAG, 24h J54 VCR, 3/ PREBTHERNFELABMHFAER, FRAKNE
BT i “HmtER” 1296, T T MREMERRHE “MMER" B3 HFLUL, 3
Ligio TARMHRA KM EL B MM K 100 5, Bk, EAKBRET, WHREBRIHE
BHEBARGHER.

Bt ERKHERREMLERRSEEREARBRIGTZEHBMNR, TEEERERS Y B R
Bibk B 2 it AR LA, .
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EXPERIMENTAL STUDIES OF COMBINATION OF VINCRIS-
TINE AND 1,2:5,6-DIANHYDROGALACTITOL

FAN Yi-Jun, HAN Rui*, ZHOU Jun and LI Mao

(Guangri. Institute of Traditional Medical and Pharmaceutical Sciences, Nanning; *Institute of Materia

Medica, Chinese Academy of Medical Sciences, Beijing)

ABSTRACT The combined effect of 1,2:5,6~dianhydrogalactitol (DAG) and
vincristine (VCR) on L,y leukemia was studied. The results obtaned in vivo sugg-
est that simuitancous administration of DAG and VCR, or administration of these
two agents within a 24 h interval, independent of order, produced a synergistic
effect. The degree of synergism was dependent on dose and schedule. When DAG
was given: before VCR, the effect was more than the other two schedules of comb-
ination. Studies using different doses of DAG and VCR with an optimum schedule
indicated that the degree of synergism was mainly dependent on the dose of DAG.
When a' dose of 3.0 mg/kg of DAG was given before 1.3 mg/kg of VCR within a
24 h interval, the survival time of the L,;-bearing mice was four times as long as
additive, but the cell killing effect of the combination on the bone marrow stem
cells was only increased by 129 over the additive. The schedule- -dependent synergism
for Ly cells was also studied by the agar-diffusion-chamber assay.

Key words 1, 2:5, 6-dianhydrogalactitol; Vincristine: Agar-diffusion-chamber
assay; Bone marrow stem cells; L,z leukemia » '





