Evaluation of hTERC (3926) gain by Fluorescence in situ hybridization (FISH)
to predict the behaviou oral epithelial precursor lesions
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INTRODUCTION: Every year about 640. 000 new and neck. The gene localized in this region is the centromeric probe (CEP) for the centromere of the are different mechamsms that Ieads to‘;oancer ;
cases (NIH, 2012) of head and‘n_e‘ck squamous cell human telomerase RNA component (hTERC) and chromosome 7 as control. The slldes‘/‘were | *development and progressuon;,'and tﬁatgnotﬁevery
carcinoma (HNSCC) are diagnosed worldwide and encodes the RNA component of the human analyzed with the aid of automated fluorescence f, «kind of SSC in the oral, cavity’ |s;{elated to hTERC
two thirds occur in industrialized nations. HNSCC telomerase. Telomerase has been found to be microscope lkoniskope® for counting the; gold and 4 ampllflcatlon Further experlments have to be done
typically involves the oral cavity, oropharynx, reactivated in 90% of malignant neoplasm, aqua signals. Scor|n¥ was,pe;[c;med | in order to elucidate thls pomt AII the‘/other tissues
hypopharynx and larynx and are characterized by including OSSC. Telomerase reactivation is a non overla g-.nuclel with clear intactsnuclea exammed (23) didn’t show\an;ramplll{lcatlon of the
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substantial heterogenity, both at the clinical and & critical step Iin cellular immortalization and a pnes and sugnals of both probes present enetand during thefollow-up period they
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molecular level. Sqguamous Cell Carcinoma (SCC) crucial event in the multistep process of human cell IS consudered abnormal if more, than two ‘ neveﬁde eoped cancer.
of the oral cavity and oropharynx are the most carcinogenesis and it happens very early in th h:I'ERC sngnals were obse o] s - ._ R -
frequent malignant neoplasm, being found in more cancer progression. In the HPV-related cervuﬁal ,, 'f 3 | _ TRIR A
the 90% of patients. The prognosis of SSC s cancer the gain of hTERC, along wit ?t e . ;
relatedito tumor size and 5-year survival drops integration of the oncogenic HPV in the e?iome o AUT lorayiE RIS 17 UORESCENCE SCANN G &

from 90 % to zero across the various tumor stages. appear to be an important genetlc ent In the | . “a
The squamous cell carcinoma progresses tm progression of cervical intraepithelia neoplasu mucr|osgoopy f(t):‘ v:hol 2'?5/ dugltzatlo : and
a series of well defined clinical and invasive cancer. Besides alco o ‘and tobacco SRS M ruewa 2N e
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histopathological grades in the form of precursor abuse, which are considered the major risk.factors N
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lesions with various degrees of dysplasia. for the development of OSSC over the Iast decade " ok f t +
Predication of malignancy in oral lesions can be there is overwhelming eyidence’. human b'zsdjeeflrstte)dva,?\;emzrea:d(tro'rrr‘l ﬁ'z; scﬂzg CONCLUSIONS: Our preliminary res re very
achieved with the aid of new technologies but they papilloma virus plays a?{mportan roIe m\the A~ zp Lt ¢ th promising since only those cases with the gain of
are not able to completely assess epithelial development of head andfneck cgncer(4) Based :.rensiﬁjzo:ccqo‘;:;‘eem';\l"S"%e secar#\ger hTERC developed SSC. in the oral cavity. Since we
alterations and biopsy is mandatory in the optimal on the evidence that both mtegratlon o] § oncogenlc\ Aut ted i d have analyzed only a limited number of cases, we
management of the patient. At least the 50% (1) of HPV and gain of humar;{elomerase RNA gene are \ f - ”\expcl)sur;e fe ? arlm| would like to increase the number of patients in
these lesions reveal no dysplasia on biopsy and the common events the development of ocusmg O 2 128 order to evaluate if the results that we have
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and precise sngnal acqunsutlon and processing. The obtained reflect the clinical outcome and the
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t,‘abquamous = \vlewer software’ dlsplays IOW-t agﬁflcatlon (x10)

patients undergo unnecessa m;gj;c'a‘l’pren oplastic cervu
procedures; moreoveradeﬂs%@o-e*prggress in carcinoma an gl at bot ithelia have amplification of hTERC gene could be considered
the diagnosis aw peutic modalities for OSSC, similar morhphologlcal fea ﬁr{%de&ded to |ma:ges el7 el f'?d scanrl;ed 10 mltt;]allyllder;::fy as an early predictive event in the development of
the 5-year sury rate’h'.s notlmproved inthe last ~  evaluate the gain of hTERC in ora&mt#iellal tphuaft|gﬁ§;|e:ct oHu'rht?r:SS'rnﬂac‘:saetx4Oe) |?11iogs<r::° Oral Squamous Cell Carcinoma. It this will ‘be
two de?ﬁherefore an_objectivesand. precursor lesion and to evaluate if this genetic cellsyare automat?call gcho%eqo = sng b confirmed, the evaluation of hTERC gain by FISH
noninva ‘nethod is required fo he%gecglon t alteration.could redlctthe{a:ogressmn to OSSCJ\p sented\fo\r\ o 3\’:”'3 m} acqu):res e co.t;Ld |olﬁ):’ec@ely preldlot the :ehhelawct):r of .o.ral
th Ies|ons that ma rogress to malignanc - epitnelial precursor lesions an e e clinician -
déuim cytoge etic rrpayg help in theg darly m%e‘s\a%d Somplles a 'gallegyaforsthe operator to inpthe earls diagnosis of SSC of the |o)ral cavity and I‘.
|agno's|s of OS nsidered that alteration inthe MATERIAL AND ME ‘!@]_l) {\'Ip@(a” ded to perform a. review and'evaluate for sugmf ﬂ’ht\w: status. Bqdressorneanicanrearment
nimber o ot./ omosorRes IS reported to be the maost e ' '~ oral samples Iongo - ‘
consistentmarker of mallgnagcy and is the earlle‘st e '1 ALY from S to 10 years L N%E.SFLTS We obser ed th T’Jx (L} of 38 samples
andamost distinctive preneoplastlo genotype. (2L histoloUiy agnosns of squamous cell P asna “mild™ g[‘} a, 3 moderate
Ane oidy is an early eve he development o] hypderplasuj ‘ aseg) [oid dysdplaS|a (13 cases) dysplasia“andy m dysplasia) showed tissue BIBLIOGRAPHY-
B 055Ckand this s a mltist S\p ¢ss since genetic W moderate SERESIA(S cases) @i severe dysplasia  foci with an incPoASSMNBT number of 3q26 Mot sl o epre s b neriae S
{ and epigenetic events accumulat leading to cell : Bl 2 C Ve ality and have signals. Looking at the follow up of the patients, 7 2011. e
: o éle d regulatuon and : ok the.study. All the hematoxvlm of these tissues belong to patient that developed , s | &
' 9 | h\ 0osoma | . SRR TS VISIEOY two pathologists OSSC. Only one patient progressed from mild to Luzor B polish M ot al Med Patht 2005: 1 -~ -
i abnokmalities (3). nagnosus that were formulated severe dysplasia at the time of the follow up (this [ 1 | - R
A Rt amber of using 2005 WHO classification.  gogsn't exclude that he could progress to cancerin  jGerel progression mode) fr nead i neck ancer impicaton o
TERT n & Chromosome present The formalin flxe.d paraffin the future). The remaining 2 FISH-positive patients 1996, (56) 2488-2492.
A O = K | alteratlon\ln OSSC, embedded (FFPE) tissues from didn’t progress to cancer or to severe dysplasia e, | | | | |
| each case was cut into 3 Lm i an I e factive treatment or “Hugh-rusk HPV tvpes are freqoently detected in potentlally malignant an.d *
both losse and galns . an 9 malignat oral lesions, but not in normal oral mucosa” Bouda M., Gorgoulis
- Telomerase [KeRi genes'\ or sections and were assayed by to a radical surgery at the time of the diagnosis. G., Mod Pathol 2000, 13(6):644.683;
- —" chromosomes regions '(Ij'll:zltv(\;l(o)lo:oégtse\'{.vpeh::ee(&': Ha Interestingly, we nOtice(.j that there were 5 patients “Molecular cytoge‘n:etlc charac’terlzatlon of.head and neck squamous cell
r (4 5) Gain of 3q is\a con\mon feature of séuam us P that developed a carcinoma at the time of the g Zggcgr:&mg and refinement of 3q amplification”. Cancer research 2001; 61:
‘s cell carcinoma and parf\oular gain at 3q§5 have gold '°°“§ specutno (LS.') for the follow up but our FISH results were negative and*" e
" Been reported in ca&\nom of different anatoml 3q?6 region, to investigate the they didn’t show an amplification of the hTERC . s
Sites, including lung, cervix,)esophagus and Nead gain of hTERC, and an aqua gene. Probably, this might be for the fact that there = ;
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