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Rationale for the use of mMTOR inhibitor
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clinical trial BOLERO-2 :eve+exe reduced
the incidence of bone progression in the
overall population.

The PFS in bone also was significantly
higher in the subset of patients with bone
metastases at baseline treated with the
combination therapy compared to controls

Bertoldo, Biochimica and biohysica Acta, 2014
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Preclinical pharmacology: From cancer cell side

PRIMARY RESEARCH Open Access

INnhibition of breast cancer cell proliferation in
repeated and mon-repeated treatment with

zoledronic acid

Toni Ibrahim”™ ", Laura Mercatali'’, Emanuele Sacanna', Anna Tesei”, Silvia Carloni®, Paola Uliwvi®, Chiara Liverani',
Francesco Fabbri®, Michele Zahomf‘, wWainer Zoli© and Dino Amadori’

INTERNATIONAL JOURNAL OF ONCOLOGY 42: 1263-1270, 2013

Cisplatin in combination with zoledronic acid: A synergistic
effect in triple-negative breast cancer cell lines

TONIIBRAHIM!", CHIARA LIVERANI'", LAURA MERCATALI!, EMANUELE SACANNA!,
MICHELE ZANONI'. FRANCESCO FABBRI®, WAINER ZOLI’> and DINO AMADORI!
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Preclinical pharmacology: From healthy cell side

Bone 65 (2014) 214-222

Contents lists avallable at ScienceDirect

Bone

journal hemepage: www.elsevier.com/locate/bone

Original Full Length Article

CSF-1 blockade impairs breast cancer osteoclastogenic potential in @Cmm,k
co-culture systems

Chiara Liverani **, Laura Mercatali ®, Chiara Spadazzi®, Federico La Manna *, Alessandro De Vita 9, Nada Riva ®,
Sebastiano Calpona®, Marianna Ricd *, Alberto Bongiovanni 2, Erica Gunelli ®, Michele Zanoni °,
Francesco Fabbri ®, Wainer Zoli ®, Dino Amadori 2, Toni Ibrahim @
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Article

The Effect of Everolimus in an In Vitro Model of
Iriple Negative Breast Cancer and Osteoclasts

Laura Mercatali *t, Chiara Spadazzi t Giacomo Miserocchi, Chiara Liverani, Alessandro De Vita,
Alberto Bongiovanni, Federica Recine, Dino Amadori and Toni Ibrahim
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Everolimus inhibits osteoclastogenesis in a coculture model of
breast cancer and osteoclasts
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The combination of everolimus and zolesdronic acid complitey abrogated
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Take home message

« Eve is an effective strategy to break the vicious cycle of
bone metastasis.

« we observed a higher responsiveness to Zol of the bone
metastasis model induced by triple negative BC cells.

« We report here a biologic rationale for the treatment of
triple negative BC

to guide line indication
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Concurrent antitumor and bone-protective o

effects of everolimus in osteotropic breast
cancer
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Breast Cancer Research 2017
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Effects of everolimus on growth of bone metastases
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Everolimus inhibited the metastatic growth of MDA-MB-231 cells by 70 while preserving
bone mass in an intracardiac model of bone metastasis.
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Article

Tumor-Stroma Crosstalk in Bone Tissue:

The Osteoclastogenic Potential of a Breast Cancer
Cell Line in a Co-Culture System and the Role of
EGFR Inhibition

Laura Mercatali 1»*, Federico La Manna !, Giacomo Miserocchi 1, Chiara Liverani 1,
Alessandro De Vita 1 , Chiara Spadazzi 1 Alberto Bongiovanni 1 Federica Recine !
Dino Amadori 1, Martina Ghetti 12 and Toni Ibrahim 1
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Study design:
+ Gef NO Gef

MSC _\i/_ msC scp2 Analyses to do:
I_, |_, - MSC: Evaluation of EGFR-P to

ascertain inhibition of EGFR

-SCP2: Gene expression analyses to
scp2 scp2 evaluate the effect of the interaction
with MSC on tumor cells.

MSC MSC

We conditioned monocytes with the CM collected
from all the treated/untreated conditions
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TRAP = osteoclast count

MSC effect

Model improvement: Combination of gefitinib with BTT and eve
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SCP2 and MSC mono-cultures and COCO induce osteoclastogenesis

OCL marker expression
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Gef impairs osteoclastogenesis induced by MSC-SCP2 COCO
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Eve and Zol on osteoclasts together with Gef treatment on MSC and SCP2 totally abrogated
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Take home messages

» This effect was enhanced by the osteoclast treatment with either Eve or Zol.

These results open the way for further investigation on the combination of
conventional therapy with EGFR-targeting drugs in patients with bone
metastasis.
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Review

Bone Metastasis from Renal Cell Carcinoma

Szu-Chia Chen 2% and Po-Lin Kuo 1->*

About one-third of patients with advanced renal cell carcinoma (RCC) have
bone metastasis that are often osteolytic

The presence of bone metastasis in RCC is also associated with
pOOr prognosis.

Bone-targeted treatment using bisphosphonate and denosumab can reduce
skeletal complications in RCC, but does not cure the disease or improve
survival.

Elucidating the molecular mechanisms of tumor-induced changes in the
bone microenvironment is needed to develop effective
treatment.
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Renal cancer cell can induce osteoclastogenesis
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