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CHINESE HAMSTER LUNG CZLLS TRANSFORMED WIT:i Trid HUMAN HA-RAS-1 ONCOGEIC:
5-AZACYTIDINE MEDIATED INDUCTION TO ADIPOGENIC CONVERSION.
Roberto Cambari! and Denctrios Spandidos?.
(1) Centro di Studi Biochimici sul Morbo di Cooley, Ferrara; (2) Heatson Institute for

Cuncer Heswvarch, Clasgow, Scotland.

FIDOGNL =1 anxd FIDOT1-1 are Chinese hon-
ster lung cells tronstonmed with the humsn
nomil Ha-ras-1 proto-oncogene or the act)
vated 124-ki-ras-1 oncogene, respectively
(1). In this study we analysed the effects
ol the demcthylating agent b-uzacytlidine
(5-aziCl) on the cupubility of Uwse two
cell lines to express differentiated func-
tions. Table [ shows that when FIOGNL-1
cells are treated with 12 pM-50 (M S-azaCit
a proportion of the colonies analysed show
adipogenic conversion.

TABLE I. Effects of S-azaCR on adipogenic

conversion of FHO6N1-1 and FHO6T1-1 cells.
S-azaCR (M)

- - 12 250

100
FIOGNI-1 cells.

Total colonies scored 476 26 28 22
Adipogenic colonies J 1 8 2
% ol differentiation 0.1 a5 3] 9.8
F46TI-1 cells,

Total colonies scored S11 312 72 89
Adipogenic colonies ] ] 0 0]
% of’ differentiation Q 0 0 (¢)

Cells warv cultured us irdicuted for 20 duyps. After
/ wd 11 days the cells ware ceadud into scconduary

cultwnes.

The morphology of the adipocyte-like
FIO6N1-1 cells is shown in Fig.l. All the
inclusions showed in Fig.1C are stainable
with Oil Red O stain (2)(Fig.l1Z) but not
with May-Grurwald/Ciemsa stain (Fig.1D).

Adipogenic colonies from S-azaCR trea-
ted FTIOGN1-1 cells might be subcloned

=FIOONT =1 (Adipo) cells- and Uwe majority of

than was found to malntaln the cupabl Lty
to differentiate into adipocytes even when
cultured in the absence of S-azaCR. Since
this differentiation is associated with a
sharp decrease in the rate of cell pmlirg
ration(data not shown),a long term culture
of FHO6N1-1(Adipo) cells in the absence of
S5-azalR leads to a back selection of undif
- ferentiated cells (Table II). In sharp con
trast with these findings, no adipogenic
conversion was observed In S-azaCil treated
FHO6T1-1 cells,which contuln the T24liu-ras
oncogene integrated and expressed at high
levels (1). It is of interest to point out
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TASLLE L1, Stabllity of the differentiated
phenotype of” FIDONL -1 (Adipo) cells cultu-
red In the abuence of Y-azacytidine.

Day: Total colonie:  Adipogenic %
seored colonice:s

10 17 16 91

. V) 66 61 92

a4q . 29 22 21¢)

GO 71 %4 76

240 64 3 3.2

In this capaimad. FIRGNI-1 (Adijw) cells wore secdd
Lo sceonday cullues weekly.

Fiy. 1: Morpbology of FIGIT-1(A), FHANI=1 (B) w@d
FUIUGNI=1(Adipo) cellu(C). D,E: FHOeN1-1(Adio) cells
statied with Mytrewuld/Giana stain (D) or with
My~Grwuald/Glensa stain plus 0il Red O stain (E).
that FHOGN1-1 cells are immortalized but
not tumorigenic, while FHO6T1-1 cells do
induce tumors when injected into mice (1).
Taken together these results suggest
that immortalized Chinese hamster FHO6N1-1
cells con wrkayo adipogenic differentia-
tion. Slnce no ditferentiation wess on Uwe
contrary observed in FHO6T1-1 cells, these
two cell lines might be considered as a
useful experimental model system to study
the relationship between the tumor phenoty-
pe associated with the activation of the
Ha-ras-1 oncogene and the capability to
express differentiated functions.
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