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sever:l aurhors repofting possible correlations among macrophagic
infi ltration, neovasculadty and prognosis.
The aims of this study are the analysìs of neoangìogenic pattem
of indolent NHL patients (pts) ard the role of stromal celh in
neovascularization at dìagnosis and rclapseiprogression disease, ìn
order to identily a sùbset of pts thar coùld benefit by integrated
antì angiogenìc tr€atment.
Methods: Nodal ard bore marrow biopsìes ftom 6 foììicùìa.
(FL) and 7 small ìymphocytic {SLL) NHL\ pts were selected and
stùdi€d at diagnosis and disease relapse/prcsression (9 nìales and
5  f e r n d e  m e d n  d g e  d l  d ' d g r o \ i .  " o 8  

y r  :  l l / l ì  , " 8 ' I / V :
tow/inrermediare FLIPÌ 7/13 pts, high risk FLÌPI 6/13 prs, 8 r€lapsed
pts wìtlì median PFS 31.37 monlhs and 5 refractorìes).
We evaÌuated both neoalgiogen€sis by innùnohistochemistry
(antì-cD34, vasculaf hot spots/fieldJ, connmed by morphometric
analysis, and monocytic macrophagic infilt.ate [anti CD68).
R€sults: At diagrosis we observed an angiogenic actìviry in all
nodal samples with an homogereous vascular distÍbutjon in SLL
and perifollicular in FL(medn of27.s0 vascula. bot spots (vhs)/fieldl
nedian of20 vhtfield ìn nodalbiopsi€s).
Mareover at onset patients with lodintenìediate prcgnostic isk
showed a hisher vhs/field. 'fte nùmber of vhs/neld increased in
al1 cases at relapse/progressive disease (mean 39,6i median 44
vhlfieÌdl wirh sratìsrical significance (T-ref p=0.0049t wìlcoxon
signed rank test p=0.03) (Fig l). On the contrary, no sìgnificanr
angìogeÍic actÌvity was repo.ted !n bone maffow nejther at
dìagnosis nof at relapse/prcgression. The disribution ofmonocytic
macrophaeic infiÌt.ate was heterogeneous in nodal saÍrpÌes with
a focal or diffuse patiem and wìth a differcnt match wùh the
neoveseh The pe.centage of nonocytic macrophagic ìnfiltrate
showed a poor increnìent at relapse/progressìon and seemed to
ìack any correlation !,virh clinical features.
conclusions: These preliminary dala couldjusfiry the employment
ofargiogenesis analysis ìn th€ prognostic f.atiflcatìon ofindolent
NHL and hypothesize the use of antl angiogenìc drùgs in patients
relapsed or refractory to tieatment. Larger series are warranted to
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FIRST-LINE MODIFIED SCHEDUI,E OF GEMCIIABINE INDUCES
HIGH CLINICAL BENEFIT RIIIE WITIIOI]T SICNIFICANI TOXCITY
IN EI.DER]-Y OR NOT ELDERLY ECOG PS 2 PAIIENIS WITH
ADVANCED NON-SMALL CELL LUNC CANCER
A. Naccii, E. Mazzonir, P RizzoL, L Orlandor, F Sponziello',
N. calvanir, P Schiavoner, M. D'Amicor, A. À.larìnor, P. FedeÌej,
M.C. CÌrefir, M. Cinefral. S. Cinietil. tU.O.C. Oncolagia Ospedale
's€nofore nnrorio Perino i Èrindrri, ftdly

BÀckgound: Monothenothe.apy wìth gerÌcitabine (Cem) ìs often
the treatment of choice in elderiy or poof performafce status (PS)
patiens with advanced non smaÌÌ ceu lùng cancer (NSCLCI. Our
fudywas aimed to assess the efficacyand tolerabiliryoia nrodified
. ! 5 '  d  r p  o - L p l ,  F i r g  r  ì o ú q  d o  F  r l  r r  i r r d d r d .
Methods: From May 2009 through April 2010, thiúy-one patienls
(25 mal€s and 6 females with a nedian age of75 years nnging from
64 to 84)with advanced NSCLC Gtage IIIB 38.8% and IV61.2%)wer€
enroÌÌed. Hìstology was: squanoùs 38.8%, adenocarcinoma 29U,
large ceÌÌ 6%, undjlferentiated 3jr. undet€rmined 24.8%. OnÌy six
parients (r9.3%)had a wHo PS 0 whe.eas ioùfteen (45.2%) were
PS 1 and eÌeven (35.5%l 15 2. All patients received firsclìn€
dreùotherapy with 6 cycles of Cen 1000 mg/sq on days 1 and 8

Results: At the time of analysis 26 patients we.e evahràble lbr
response. Partial response (PR)was achieved in 4 patients (15.4%),
stable disease >12 weeks (sDJ \r 11 (42.3%) whereas 11 had
p.ogressive disease (42.3jt). Importantly, the clinical benefit nte
(PR+SD) was 527%. TuNouf marke.s (cEA and NSE) we.e high
in 21 patients with a .edùctìon in theìr vaÌùes obsened in 8
of them (38%). Both pair and PS iùprcved in 4 patients (15.4%)
whereas 16 t53%) had an ìmprov€ment in panì with no worenìng
of PS. We obse'aed only g'2de 2 WHO haematoìogical toxìcities
inclùding anemia, Ìeucopenia, neutrop€nja and trombocytopenia.
NoÈneut'-openic fever occured in 4 patients (13.3,1i1. Ove.all, we
.]id nor observe any not-haematologicaÌ ireatment-related event.
conclusions: our data show that a modilied schedule olGem wiìh
a lower dose ìntensiw than standard may be beneficial in teims of
both disease control and toìe.abiìity when employed iÍ elderly or
P5 2 pati€nts w'th advanced NSCLC.
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\,TJS VARIANIS IN ARCA CENES OF HEREDTIARY
BR.EAST/OVARIAN CANCER
M. Pe.€zL. N. Margareser, V. Calòr, L. Brunor, L. La Pagliar,
5. CiDìnor, L.R. CoBinir, M. Tenasir, D. FanaÌer, V. Arnod€or,
L. lnsaìaco', L Napolir, F. Di CaùdioL, n Di Piazzai. M-C. Mì|agliar,
V. Bazani , A. Russor . rResron al Reference centrc Íar the Biomoleculal
Chan terization and Cenen Sùeening oÍ Hereditoty Tu|'ia$,
Uniwrsity al Palenno, Palerna, Ital!

Ba.kgrcund: cetrnÌine nrutations in 8RC,4ll2 genes a.e responsible
fo a ldrse ptopor.or .  o '5e-edldry btd\ r  |d /or  o\dr idq d- .e
(HBOC syndrone). [.{any highly penetrant predisposìtion aÌÌeles
have b€€n ìdentified and nìclude ftaneshift ornonsense mùtations
which lead to the t.anslatioiÌ of a truncated prot€in. Other aÌÌeles
.ontain missense mutations which result in amiDo acid substitution
and intronic va ant wìth spljcing effect. rhe finding ofvariant of
unceÌtain/uncÌassined signincance IVUSI is a possibÌe r€suÌt that
can conpÌicate rather than improve th€ risk assessment process.
ltJss are mainly mìssens€ mutations but also inclùde a nùmber of
ir roni \a'idnL, dnd n l"ne deÌet.-ns anJ .n,ertion,
Methods: A totil of l4i unrcìated famiÌies affected wìth breast
a'rd/o. ova.ian cancer proved to be eligìble for a inclusion in
an ongoing stùdy and wefe scre€ned lor germÌine mutations
in BRC,41 and 8xcl2 at the 'Regìonal Refercnce Center fof the
ChamcteÍzation and Genetic Screening of He.editaiy Tùnors'
at the UniveBìry of Pale.mo ùsing aùtonatic direct seqrencing.
Moreover we colì€cted a control popúlation consìsting of50 index
cas€s wìthout a familìal history of cancef and we anaÌyzed this
cont.oì groùp fof the p.esence of ws.
Resllltr: We analyzed ERCAI and BRcr2 genes and we foùnd five
vus in the 8RC41 gene (4521T, Y179C, N550H, V7.101, 4622v)
and rwelve in BRC/2 gene (A221 Y42C, A 2466V,30101, T2001,
rvs24 i6T>c, R2034C, ÌV525 12DC, ÌVS 2-7T>4, P26394, IVS
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11 lgdelAl IVS24-16DC), classiled in BIC database. Fifry healrhy
individuals were ànalyz€d bùt any VUS didn'r find, sùggesting nò
r .so,  i r r ion of  rhe\e r l terdr ior  wIh hEOC (yDdrcm(.
Conclusion: We indenfined sevenreen WS in 8RC41/ARC,42 senes
ùar cou'd developmenr ot HEOC 5vndmme. T\e srudy ofinese
variants ifl f,fq, healthy individuals confims this hyporhesis. VUS
calegory posed many problems in generic counseling due ro rbe
diff,cùlty in the interpretation of the new or rare variants of
BRCA genes. Evidence from tunctional assays othè. srudy arc
n€cssary to dassil' ws into deletefious/hish or neútrar/low


