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AN ANTISENSL OLIGOMER COMPLEMENTARY
TO C-MYB ENTREPED BY APC LIPOSOME [INHIBITS
PROLU"ERATJON AND INDLU.S DIFFERENTIATION
OF HL-60 ACTJTF MY1.OID 1.EUKEMIA CELLS, Yo
. Zhi_Wang, LJLWy.  Insttute of Radivation Medicine
Bcumg‘ R P Chmn :

To study lhe rnlc ol G-myh gene in regulalion off AMI.
cells. 18mer antiserse oligonucleatides anti-myb were
synihes-zed and tetradeeyl-madilied phusphumlhmnh.
oligomer 1o enbasce the penciralion inti- cells, We
deterrained the number of celllormation of hx:mau)pmc i
colonizs in  the somisalid mediug and the expression
of c-inyb-mRNA bv PCR. The data indicate that lhe
leukemia cell incubated with -Ason for 20-h and the
.culture: was conlinted for Sed mt various concenialions

{20~80 u wml) in mediom.the profiferation vod ¢ the -

expression- of myb-mRNA in 11i.-60 were inhibiled.
APC(Alkvlphosphocholines) are  phosphocholine esters
with aatitumor aclivity by inhibiting cell profileration. A
liposomes were 1osted against HI-60. The results showed
that the APC lipusames ¢an cnirap the anlisensc-oligamers
aad enhanee the antineoplastic activity significantly , The
sctivity of inhibit:on was depended upon concentrations of
Ason. The effects of inhibition of liposoine-Asons on the
proliferation of feukemia colls were more  strong  than
the effects of [res Ason. NBT tests mdicated thar HL-64
velts were difforentiated nlo the (erminal stage
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HUMAN MONGCYTOID LEUKEMIA CELL LINES ARE HIGHLY
SENSITIVE 7O APOPTOSIS INDUCED BY 2-DEOXYCORORMYCIN
AND DEOXYADENGSINE, N. Nilsu#, M. Umede*!, Y, Hcnma't..
‘First Depent. of Internal Medicine, Toho Unliv. Schoo! of Medicine,
Tokye, *Deparnt. of Chematherapy, Saitama Cancer Cenler
Resaarch lrstllute Seitama, Japan. {intro, by U. Saweda)

Adenosine daammase inhibltor, 2-deoxycoformyain (OCF), has
demonsirated slgnlﬁuam anfi-prolifarative efiects on lewkemia and
anhoma cafl lines. "Whan DCF was oxpcsod in the presence of
daoxyadenoslns {dAd), the concenlration reguired to induce
apoplo&ls of maonacyiold leukomia calls was much iwer than that
for myeloid, eryihroid or lymphome cell lines. Aracng the cell
lings lested, U937 calis were the mast sansltive to the treatment.
Expreasion of tho Fes antigan, as measured by flow cytometry,
showed a paak 24 hrs efter DCF treatmant. Analysis of
aexprossion of bal-2, kax, bok-X, and c- myc mRNAs by RT-PCR
showed signlficant d on the ‘axy lore of bcl-z bel-XL,

and c-myc in the DCF-traated LIO37 cel's, while bax expression’
ramained unchangec. [nducton:of ICE and CPP32 gellvity was
accompaniod whh the apoptnsis, and treatment with their
Inhibttors significantly supprassed the apoptosls Induced by DCF.

The eflective concentration of DCF inducing apepiosis of Ugary .

colls was 1/1C0 of that for lymphoma cell lines, compared as
mojar concenirations. The combination theraoy with DCF and dAd

may be of clinfcal vakie ior the treatment of scute monocytic '

levkarnia,
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+ ANTIMETABOLITES AND AN HRACYC.‘NESWLM.LS .

The mduetion of upuplosis by 2°2di yCy

HL-60 p h i colds. At loguril

. pleasc u:lls Cells weru ealtined andd expased W a wids corcomiration rge af the

af the drugs, Jw'crder (o tnduoce a sknilar exient £f apopiosis in Mi-60cells, 0.025um

0.051M dFdiC and 2.3uM pa-C a ;lo:lion al 1he cells underwen: apaplosis by 6h,

‘dose-dzpendent Increeses in the portioa of colls dying by apaplosis by 6h wiia 5
sulsequeat decrense in the cxteit ol apoplosts by 10k Thesd fidings woifim ol rc.s
two mechialnins by whick cell eycle specific actinitsolltes can inipte apoplosls in
tumor cells. Apopiasis induced hywm g evalves fom

requires nrilatively prolonged 1ime Lo develop, High dosngea of e same dmu kill
sywoplasmic anzymes (ol lowed by activatton of'a comac pathway of apoptosis. The

colls vim inlilbit andsor gercration of free
wdicals and thes oA affect wmor u&s l!l any mae of the echl cycls. We observed
maximel apop P altera 28h exp
aftern l3h exposure 10 0.5 gM idamhicia. Witk 1, 2.5,5.0r 10)M daunomys=in, the
tine to maximal npoptosis was found 10 be 124, 151y, 171 end &E, respeciivily,
Simikerly, with 1,10 and 20uM idenubicin dhe tGne 10 mamml “apoplosis g
shoriered 10 4, 5.5, anc 3 .6h. in the drug only s}
(e thne 1o maximal epoptosts, but resubied alsa i a decreasad extenl of epoplosis and

rony trigges anoptosis thraugh a general toxie nery
of susccptible. ee]l:. THiis mechanism is distinet from the saecific aotimensbolic sne
dircct DN A damaging ¢ ibcts thet cuse spopiosls at ‘ower dosas of the drugs,
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ATYPICAL VARIANT OF ACUTE MONQBLASTIC LRUKEMIA
(AML,N5a). D. Gluzman, I.Abramenko, N.Bilous
L. Sklyeronko, Simonet Ne~L.. . Vasilenko.
R.E.Xavetaky IXnatitute of Experimental Patho-~
"logy, Oncalogy and Ra:unhioloqy Rationdl Aca-
demy of Belence, Kyiv, DKraine; ‘French-Ukrai-

nlan Centexr "Children of Chernobyl". Ryiv.
Ukraine.

Phenotype of blast.cells -of 24-patients with
AML,M5a have been studied by immunoperpxidase
staining and flow cytometry. The used Moabs
were CD345, £023, cp13, epld, C¢D15, CDl6, CD&4,
¢p71, Cpir, Cpsl, CD62, £D38, HLA-DR, CD10,
cDp1S, CD20, (.'D?, D3, Cp4, CDE, CD45RA, CD45RO
Also cytochemical reactions lactivity of MPO,
AcP, ANRZ, CAE, PAS-raaction) were performed.
Heterogenefty of AML, M52 was revealed. Blast
cells were presented as relatively @ifferconti-
ated cells {CDI4-CP334CD13+CD1A++CDL5+CDE4+
ANAE+) and moncblasts of moderate stege, of ma—
turation {CD34-C033+/~CD13+/-CCLl4+CDL5++CRG4~

]‘JI)ULLIO‘I OF APOPTOSIS [N HUMAN M‘BLLDID LEUKBMIA CELLS BY,.

cyiosine mabmmdc nra-(:) daunonsyein wnl uLl ubicin -nsumpued A by u;n'_
phase afcoll graweb, cell cyele . -
:mulyss by flow =yuunetry revealid 38% of G?0,-, 46% of S- and, 16%6CL.G, M-

ARAC oF 05N, waC was roqitired, At these coséerilmtions both drugsinduced
maxiinal apoptasis (3bout (0% npoyitotic cetli) aNer-30h inabalion. [Fowever, a1

latler mechanism may uccount far nuxqmi decrease In (he blast connts whick s,
om:n nbscrw.d i AML pulenu iollnvmg ligh-dase ‘thernpy wilh Ara-C.:
kill

of ceb's t0,0.5pM damvmycin or-

u-..:xsr.d p:mudm of neerotic calli, W h;pulhusuu that &t wary high doses,

oyt
{Imro. by S.IKraniz). Vanderbill Univ. and YA Medica Contess, N-;lwil]: '[’N,USA .
(direc, ;

thrips in % 96well icco plite. Apcpiusls was monitored for 40 leyes wsing an - .
awlomalod  icaotabe Kinetic {MiCK) asany {Lab Juvess, 74,557,1996).

Momiwlogical cherges v colls wore amilysed i Giemsa stined cylagpin -
preparntions. We have fomd inarked dilferences (2 die apopiosisdndvcing pateney ™

Furtlier incresscs 10 5, 10, 20, 40, 0, aud t60aM ofthe drugs resalied in o gradeual -

the incorporation of tho active dig meinboliles fnla DNA af eyelisg cells agd thus -

toth quieszenl and cycling oolls within a few-hours due to & wxic lehlbitiva of

H
.

LNRE low). Ep a}ll cases the minor myelnbLnat-c 2

component was detacted.
Separate group of AML.MSa was "evealld It was
presented by 4 patients. Blast cellg had L2,
marphology -and minimal ‘svidence -1 la.neage-
specific diffexentiatjion. In cae patient blast
cells may be considered as plugipotent cells:
CD34++CD38=cyHLA~DR+CD15+cyCD74+CD33~CR13-CD64~
In other patients yhey were dictinguished by -
absence of CD34 only. %Low activity of ANAE,
3-9% of MFPO+ blasts, simultancously exprespicn
of HLA-DR and €D?7 in cytoplasm indicated on
uorocy:ic directdon of ite differentlaticn. Cy
7 togenetic abhormald L.tas ware nonspecific {hy-
podiploidy 32-42 in dne patient; i(17q) and
del (12){pl2) in second and normal karyotype)
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