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We previously reported on the use of quantitative trait locus
(OTL) mapping in differenttally smsceprible a1 sirains 10
identify Fry, the ta onholog of the forry gene in Desaphila
melanogasier, &5 & METMERY Sarcnoms suscepibility pane. In
kower eukaryotes FRY orthologs regulae epithelial cell
diff erenistion and growth. Consistent with a similar funetion in
mamirialian cells loss of FRY in mammary epihelial and wmos
call lines was msociaied with reduced expression of gens
neworks that comel differentiation, mosphology, pelarity and
adhesion. Ectopic expression of the wild-type gene in beass
cancer calk reqoned a3 more normal gene expresion profile,
induced apithelial differemision and suppressed epithelial-
mesenchymal 1ransition (EMT). BEoople FRY suppressed
wmarigenicity of wiplke negative MB-MBA-321 bress cancer
cells fn viter and dn vive, in slics analyss of climcally annoaed
cancer oohors, avalable in the Onooming 30 pene axpression
dambase, indicaled thar FEY mRENA  expression was
significantly decreased in bress cancers. lrmunohi s1oc hencal
analyas of 1508 microarrays comprisng normal bressl tasue
and eare inomas confirmead that nuelasr FRY prstein levels werne
correlaled with hormone recepior swus, hiswopathology,
progression, Elson wmor grade, and poor clinical oueomes in
& subserof humsan bress cancers. These findings suggesied tha
kss of nuclesr FRY function plays a mole in pathogenesis and
progression of breast cancer.

Suppored by Public Heahh Services Grams (H. Zarkl, P.L),
frowm: 1he National Institutes of Heahh, Gram #: ROICATTI22,
UISES011387, PIOESI0S5022, and & N] Commission on
Cancar Research Studentship o 1CG. {09 1962-0CR-E00).
H.Z. is the Founding President of Genadssess, [ne., which
licenses [P around the FRY gena.

a0

ANTIPROLIFERATIVE AND INFFERENTIATION-
FROMOT NG EFFECTS OF ETHANOL-

WATER EXTRACTS OF KAZAKHSTAN

MEMCINAL PLANTS 0N HUMAN
ACUTE MYELOID LEUKEMIA CELLS

Culzhan T Zhamanbayens', Maira K. Murzakhmewva®,
Sultan T, Tuleukhanov' and Michael Danilenke?

'Depanmen of Biophysics and Biomedicine, Al-Farabi
Kazakh Matonal University, Almaty, Kazakhstan;

L abaratory of Membrane Physiology, Instiune of Human
and Animal Physiolgy, Almaty, Kazakhsian;
IPepantment of Clindeal Blochemisiry and Phasmaooloey,
Faculy of Heahh Sciences, Ben-lurion Uniersiy of the
Wegay, Bear Sheva, s

Acute myeledd leukemia [AML) i & highly aggressive
hemalopaietic malignancy charsclerized by the disruption of
differemistion programs and the developmeant of apoplosis
resigtance in aarly myeloid progenitors. AML therapy has net
changed appreciably for the las several decades and 15 hesad
on comventional cylowxie chamatherapy. This approach has
limiled success in achieving long-lerm survival in mos
patients with AML while causing serous side effeas,
particularly, in the elderly. Therefore, the development of more
affectve and less toxie therapies s of ulmos urgency and &
mgjor isue of public heahh. In this study we deermined the
in vitne antilenkemic activities of dried $04% ethanolic leaf
extracts of saa buckthorn (Hippophae rhamnoides; HR), dog
rose (Rosa caning; REC), parden sage (Salvia officinalis; 500
and oregang (Origanwm sficinaliv; 000 grown in Kazakhaan.
All the extracts tested had high wial pelyphenol conten and
induced a dose-dependam inhibition of cell proliferation and
cylaoxicity in human HLSO and U937 AML cell lines.
Inerestingly, call treatment with combinations of HR axiras
and RC, S0 or 0 extrscs &l minimally effective
concentrations of esch preparation sesuliad in enhancsd
inhikiton of cell grovah, mostly in & synergiitic manner.
Similar affecs were olained wsing RC+50, RCHHD or
S0+0) combinatons. These synergiitic affects werne
primarily antiprolferative, withowm oven cyinxic ity and wene
magcisled with & panial cell eyele arrest in the S-phase.
Furthermore, extract of BC, 50 and (0 leaves, adminisiered
alone of in oombinalion 81 AOA-CYIONEIC OORCE AT ELGNS,
et ked |y poemiged differentistion of AML cells induced by
nesr physiokgic doses of 1 25-dihydrosyvitamin Dy, OF note,
the differemistion-enhancing effect of the HRE extrsct was
significamly ks pronounced. We sugpes) thal the enhancad
codperative amileukemic affects of low doses of the eaed
medicinal plant exwrsen may be employed for the developmiem
of novel preventive and therapeute approaches for the
management of AML.
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