Role of TGF beta-1 1n regulating pancreatic neuroendocrine tumor cell viability
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/ BACKGROUND \
Pancreatic neuroendocrine tumors

(pNETs) are neoplasms arising from
neuroendocrine cells spread 1n the
gastro-entero-pancreatic ephitelium.
The role of transforming growth factor
beta-1 (TGF-Bl1) in NET biology 1s
largery unknown. TGF-B1 signaling
pathway 1s tumor suppressive 1n most
non-transformed ephitelial cell lines. In
contrast, many human carcinomas are
refractory  to the growth-inhibitory
effects of TGF-B1
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/ AIM \

To investigate 1f TGF-B1 may modulate
cell viability and apoptosis in NET of
the pancreas and to understand whether

TGF-Bl may influence the effects of
therapeutic molecules currently used 1n

k the management of pNETs /

ﬂ\/IATERIALS AND METHODR

20 primary cultures obtained from

surgical samples of pNETs were treated

with TGF-Bl and/or Everolimus, a

mTOR 1nhibitor. Cell wviability and
caspase activity were evaluated
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RESULTS

TGF-B1 reduced cell viability by 40%
in “responder” pNETs.

In this group, TGF-B1 and

Everolimus 1nduced a significant
decrease 1n cell wviability by 65%,
which was not observed under

treatment with Everolimus alone
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TGF-B1 1nduced an increase by

o 37% 1 “non responder” pNETs

o and didn’t influence the effect of

— Everolimus when used 1n
combination.
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TGF-B1 increased caspase activity by
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— by 30% 1n “non responder” pNETs.

" CONCLUSIONS )
TGF-B1 reduces cell viability of a pNETs sub-group and may cooperate with Everolimus 1n inducing growth arrest. Further studies are
_ necessary to understand TGF-P1 related functional context in pancreatic neuroendocrine tumors )
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