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%We have now examined 129 imary breast carcinosas for the
presence of TGYE miNA. Some of sxpression was obeerved in
.n of theas) high levels (>3+ on an arbitary scale from 0-3)
inversely related to the presence 0f nodal metastases

(p-o 042). m pn.hat- in this ca ry were also found to have
a longer median humnu,u icantly longer nl .lno
survival Mluw .z:.z‘-n;m (p-o :l&'wnd

nk l mmxnm°m t-.l,:D m!.o!
e ana. 18 ove e st par. o mont

short of z'ututuu sigaificence mﬂ.ﬂ). ¥o differences 1
overall survival wvere seem Detwean two groups. The

of TGrs transcripts in 53/104 carcinomas had no relations| with
survival or other clinicsl features such as T stage, 1 or
menopausal status or pathological node stage.

we lln looked at EGFR and found some leval of expression in
85/10 « The pr of IGFR mefsage was iaversely
nhud bod &L 0 °002 statisticall " there was no
Smmunocytoc B stically

difference in surv uir tuuz\ RGFR positive and ECFR negative
groups or TGP-alpha positive and m-nlpu negative groups.

The results with 7GF3 look promising and we plan to axtend that
study with tumcurs from nmthu: 50 patients selected from our
tumonr bank.
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GENETIC REARRANGEMENTS IN BREAST CANCER
A.H.Bootsma, A.de Klein and $.W.J.lamberts
Erasmis University. Dept. of intermal medicine
IIT and dept of genetics. Rotterdam, the
Netherlands.
Oncogenes and tumor suppressor genes are
:i.xwolvedintheetiologyoftnmnwx:er
Since blbreast cancer is pathologically a
heterogenecus disease it is interesting to
investigate whether certain genetic changes
can be correlated with specific subgqroups of
these tumors. Thus far amplification of neu,
int-2 and the myc genes and loes of pS3 and
retincblastoma genes have been reported.
ion of the neu gene was fourd to
occur mainly in comedo type ductal carcinamas.
Mtypercmtofallbreasthmenqxess
the scmatostatin receptor. It has been shown
by Reubi et al. that this graup overlaps with
breast tumors that have neurcendocrine
characteristics. In small cell lung
, a neurcendocrine tumor it was
demonstrated that in 60% the retinoblastama
gene was inactivated. We have investigated
whether loss of retincblastoma sequences,
which are fourd in 25% of all breast tumors,
correlates with the neurcendocrine subgroup.
To this end 49 breast cancers were
analysed for expression of the samatostatin
receptor, hneurcendocrine characteristics and
deletions of the retincblastoma gene. The
tumorspecimens were also used to investigate
genetic alterations and/or amplification of
the neu, int-2 and myc genes.
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VITAMIN D: A MODULATOR OF
PROLIFERATION AND DIFFERENTIATION
J.P.T.M. van Leeuwen, J.C. Birkenhager and
H.A.P. Pols

Dept. Internal Medicine III, Erasmus University
Medical School, Rotterdam, The Netherlands.
The steroid hormone 1,25-dihydroxyvitamin D,
(1,25(0H),D,) is involved in the regulation of
calcium homeostasis and bone metabolism.
Recently, receptors for 1,25(0H),D, have been
shown in tissues and cells not directly related
to calcium homeostasis, as tumor cells, cells
of the immune and hematopoetic system, and
keratinocytes. In the leukemia cell line HL-60
it has been shown that besides inhibition of
proliferation 1,25(0H),D, stimulates
differentiation. The induction of phenotypical
differentiation 1is preceded by a changed
oncogene expression. Also, 1,25(0H),D, reduces
growth of  Thuman breast cancer cells.
1,25(0H),D, reduces the number MCF7 and T&47D
cells in the S-phase of the cell cycle. In
various cell types interactions between growth
factors and 1,25(0H),D, have been reported.
Important in vivo data are that high doses of
1,25(0H),D, prolongs the survival of mice
injected with leukemia cells and inhibits the
growth of human malignant melanoma an colonic
cancer xenografts in immune suppressed mice.
The data up to mnow point to a role for
1,25(0H),D, in the control of cell growth and
differentiation. However, an important drawback
at the moment is the necesaity of high doses
1,25(0H),D, with its concomittant hypercalcaemic
effect.
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