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MOAEKYASIPHASA BMOAOTUA OITYXOAEU
TI'OAOBbI 1 IITEN

MOLECULAR BIOLOGY OF HEAD AND NECK CANCER

A. Kaosap!, E. Pomuaraosa'?, E. Kocaabosa'?, E. XamcukoBad?,
M. Carakosd? A. Cmaxeaosad?, P. Take3u?

®AKTOPBI PMICKA 1 ITPOTHO3A ITPU1
ITAOCKOKAETOYHOM PAKE I'OAOBbBI 11 IITEN HA
®OHE UH®EKIIVIU, BLI3BIBAEMOW BUPYCOM
ITATTMAAOMBI HEAOBEKA

! Kapaosckuii ynusepcumem, Ilpara, Yewckas Pecnybauka
2 HHCmumym remMamoAoruu u nepeAuBanus Kposu, [lpara,
Yewckas Pecnybauka

B Hemickoit PecniyOArKe oTMeudaeTcsl BEICOKAsk 3a00AeBaeMOCTh
pakoM moAocTu pta u pororrotku (MKB-10: C01—C06, C09—10).
Omna pocturaer 12,2 Ha 100 000 my>xuns u 3,1 Ha 100 000 >KeHITUH.
B otAnume oT 3a60AeBaeMOCTH paKoOM ropTaHu 3ab0AeBaeMOoCTh pa-
KOM IIOAOCTH PTa ¥ POTOTAOTKH B IIOCAEAHHE TOABI pacTeT. XOpOoIo
M3BECTHO, YTO (paKTOpaMM PHCKa 3A0Ka4eCTBeHHBEIX HOBOOOpa3oBa-
HHUU TOAOBEI U LIEH SIBASIOTCS KypeHHUe W 3A0YIOTpeOAeHUe aAKo-
roreM. OTH HOBOOOPA30BAHUS SIBASIIOTCS IOAUITHOAOTHIECKUMH.
B mx pa3BUTHHM MOTYT TaK’Ke UIPATh POAL FeHeTUIeCKrue (PaKTOPH,
0COOEHHOCTHU NUTaHUs, 00pa3a JKU3HU U IPOdEeCCUOHAABHBIE BPEA-
HocTH. TO ’Ke MOJKHO CKa3aTh U 00 OHKOTeHHEIX THIIaX BHpyca Ia-
NUAAOMBL yenroBeKa (BITH). Haunboaee BbICOKas 4aCTOTa BBIIBACHUS
BITY B TKaHMU ONyXOAU OTMedYeHa IIPU pake POTOTAOTKH. Lleab uc-
CAeAOBaHMSA — BBIIBUTH OHKOTeHHbIe TUullbl BITH npu pake noaroctu
pTa 1 POTOTAOTKH, a TaK>Ke pa3anuus MeXAy BITU-IO3UTUBHBIMU U
BITY-nHeraTuBHBIMU OOABHBIMHU M OII€HUTH (PAaKTOPHI IIPOTHO3a OT-
HOCHUTeABHO Haamums BITY B omyxoan. B uccaepoBaHMe BKAIOUEHEL
221 DOABPHOU PAKOM IIOAOCTH PTa U POTOTAOTKH U 196 3A0POBBIX AUIL.
Brigeaenue u tunuposanue AHK BITH npoBoauau ¢ momorsto [TLP
u obpaTHoM rubpupmnsanuu. CoBMEeCTHO aHaAU3UPOBaAu (PaKTOPHI
PHCKQa, IPOCIHEKTUBHbIE KAMHUYECKUE AAHHbIE W HAAW4YHE OHKO-
reHHBIX TUIOB BITY B omyxoaeBol TKaHKW. HacTOTa BEIABACHUS OH-
KoreHHbIX TUNOB BITY npm pake moAoCTH pTa OblAA@ CYIIECTBEHHO
HUJKe, YeM IIPU pake POTOTAOTKU. HacToTa BEISIBA€HUSI OHKOT€HHBIX
Tunos BITY 3aBucena Tak>Ke OT AOKaAU3AIUU OITyXOAU POTOTAOTKY U
OBbIAA CAMOM BBICOKOM IIPU paKe HeOHOU MUHAAAUHBL. Kak 1 0’KuAa-
AOCBh, HauboAee 3HaYUMBIMU (DAaKTOPaMU PUCKa OKAa3aAUCh KypeHue
" 3pr0ynoTpeOaeHme aakororeM. Haamume BITY Takyke oKa3anroch
3HAUUMBIM (PAaKTOPOM PUCKA, OCOOEHHO IIPU paKe HeOHOM MUHAA-
AuHBI. OOIlasi BBDKUBAEMOCTb U BBIKMBAEMOCTh, OIIpeAeAsieMast
OCHOBHEIM 3a00A€BaHUeM, OBIAM CTaTUCTUUECKHU AOCTOBEPHO BEIIIIE
y BITY-no3uTuBHEIX O0ABHBEIX. Hanboaee 3HaUMMBIMU (DaKTOPAMU
MIPOTHO3a OKa3aAuchk npucyrcrsue BITH B omyxoau, mpopacTaHue
KAIICYABI ¥ pa3Mep OIyXOAHU.

Paboma noggepxkana rpanmom NR/9466-3 Arenmcmsa no Brigaie
rpanmos MuRrucmepcmsa 3gpaBooxpanenus Yewckot Pecnybauku.

J. Klozar!, E. Rotnaglova'?, E. Koslabova'?, E. Hamsikova?,
M. Salakova?, J. Smahelova?, R. Tachezy?

RISK AND PROGNOSTIC FACTORS IN SQUAMOUS
CELL HEAD AND NECK CANCER AND HUMAN
PAPILLOMA VIRUS INFECTION

"' Charles University, Prague, Czech Republic
2 Institute of Hematology and Blood Transfusion, Prague,
Czech Republic

The incidence of oral/oropharyngeal cancer (ICD—10: C01—
C06, C9—10) is relatively high in the Czech Republic: 12.2 cases per
100,000 for men and 3.1 cases per 100,000 for women. In contrast to
laryngeal cancer the incidence of these tumors increases in recent
years. The well known risk factors of head and neck cancer are tobac-
co and alcohol. The etiology is multifactorial. Genetic factors, diet,
life style and professional factors can also participate in the develop-
ment of these cancers. High risk (HR) human papilomavirus (HPV)
infection also plays an etiological role in a part of these tumors. The
highest proportion of HPV-positive tumors is found in oropharynx.
The aim of the study is to detect HR HPV and to identify the dif-
ferences between the HPV-positive and HPV-negative patients. The
second aim is to identify tumor prognostic factors regarding HPV-
status. Two-hundred twenty-one patient with oral/oropharyngeal
cancer and 196 healthy controls were enrolled. HPV DNA detection
and typing were performed by PCR and reverse line blot hybridi-
zation. Risk factors, prospective clinical data, and the presence of
HR HPV in tumor tissue were analyzed together. The prevalence of
HPV DNA was significantly lower in oral than in oropharyngeal tu-
mors. The presence of HR HPV was also different among different
oropharyngeal locations with the highest prevalence in the tonsils.
As expected the exposure to tobacco and alcohol were the most sig-
nificant risk factors, but HPV presence was also a strong risk factor
particularly in tonsilar cancer. HPV-positive patients had significant-
ly better both overall and disease-specific survival rates then HPV-
negative patients. The most significant prognostic factors were the
presence of HPV in the tumor, extracapsular spread and tumor size.

Supported by grant NR/9466-3 of the Internal Grant Agency of
the Czech Ministry of Health.
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M. Kawaep, C. I'yngu, I. 2Kekeau, E. Pemenap

MAPKEPBI TEHETUYECKOU
HECTABMABHOCTU ITPU 3AOKAUYECTBEHHBIX
HOBOOBPA3OBAHUAX I'OAOBBI 1 IIIEV B
BEHI'PUA

HauuoraabHblU UHCMUumMym oHKoAoruu, byganewm, Benrpus

[leab. VMI3yunTh MapKepbl reHeThuu4eCKOr HecTabuabHOCTU (I'H)
AASL OLIEHKU PHCKA M PAHHETrO BBIIBACHHUS IIAOCKOKAETOYHOTO PaKa
TOAOBBI U IIIeM — OAHOM M3 TpexX CaMbIX YAaCTHIX NIPUYUH CMEepPTH
MY>KCKOTO HaCeAeHMsI BeHrpuu OT 3A0Ka4eCTBEHHBIX HOBOOOPAa3o0-
BaHUMU.

Matepuanbl u MeTOABL B 1996—2004 IT. B OTA€A€HUU XUPYPTUN

TOAOBBI ¥ IIer HanmoHaABHOrO MHCTATYTa OHKOAOruu (Byaamernr)
IPOOIepUPOBAHbI 432 paHee He IOAYYaBIIUX AedeHUe OOABHBIX C
TUCTOAOTUYECKHU BepI/ICpI/IHI/IpOBaHHHM IIAOCKOKAETOUYHBIM PAKOM
CAU3UCTOU IOAOCTU PTa, POTOTAOTKH, TOPTAHOTAOTKUA U TOPTaHU
[I—IV crapmii. ABecTn BoceMHaAlaTh U3 432 GOABHBIX COOTBET-
CTBOBAAM KPUTEPUSIM BKAIOUEHHUS B AQHHOE MCCAepAOBaHue. B Hero
OBIAM BKAIOUEHBI TakyKe 62 IaIjieHTa, IOAYYaBIINX CTallMOHApHOe
AedeHHe 110 TOBOAY XPOHUYECKOM ITaTOAOTUHU IIeUueHU, O0yCAOBAEH-
HOM aAKOTOAM3MOM, Y KOTOPBIX He OBIAO 3A0Ka4eCTBEHHBIX HOBOOO-
pa3oBaHUU B aHaMHe3e. AN KOHTPOABHOU I'PYIIIBI OBIAU OTOOPAHbI
218 3p0poBBIX AL, (13 1316 0OTOOPaHHBIX AAT OOAee KPYIIHOTO MUC-
CAeAOBaHMA), COOTBETCTBYIOLIUX 110 BO3PACTY, IIOAY ¥ aHAMHE3Y Ky-
peHus 218 oHKOAOTHUUYECKUM OOABHBIM, @ TaKKe 62 3A0POBBIX AUIIQ,
COOTBETCTBYIOLIUX IO TeM JKe I1apameTrpaM 62 60ABHBIM aAKOTOAM3-
MoM. O1leHUBAAU YaCTOTY CIIOHTAHHBIX XPOMOCOMHBIX abeppanui 1
YHWCAO XPOMATHUAHBIX PA3PEIBOB HA KAETKY, BBISBAHHBIX 6]\eOMI/IL[I/I-
HOM. OILleHKYy IIDOBOAUAU B COOTBETCTBUHU C TpeOoBaHusAMU BO3 u
TIPOTOKOAOM, ontrcaHHbIM Hsu (1989), cooTBeTcTBEHHO.

PesyapraThl. YacTOTa CHOHTAHHBIX XPOMOCOMHBIX abeppa-
I_II/II;I OBIAG CTATUCTUUYECKU AOCTOBEPHO BBEIIIE Y 3A0POBBIX KYPHUABL-
muKoB (1,86%) o cpaBHeHuUro ¢ Hekypamumu (1,58%) (p < 0,05).
YacroTta abeppauuil B rpyime OOABHBIX IAOCKOKAETOYHBIM PAKOM
TOAOBBI U 11eu (2,61%) O6vira Ha 40% BbIlIe, YeM y KYPHABIIUKOB B
KOHTPOABHOU rpymie (1,86%). He OBIAO BEIIBAGHO PA3AMYMN B YHC-
A€ XPOMATHUAHBIX PA3PBEIBOB HA KAETKY, BEI3BAHHBIX 6AeOMI/IHI/IHOM,
MeXXAY Kypuabliukamu (1,02 £ 0,45) u sHekypamumu (1,06 = 0,49).
OAHAKO UX YMCAO B IpylIe OOABHBIX IAOCKOKAETOYHBIM PAKOM T'O-
AoBEL U 11eu (1,15 =+ 0,48) 6BIAO CTATUCTUUECKU AOCTOBEPHO BBIIIE
IO CPaBHEHUIO C 00eMMU KOHTPOABHBIMU rpymnmnamu (p < 0,05).
YyBCTBUTEABHOCTE K ACUCTBHIO MyTareHOB B IPYIIITe OOABHBIX aAKO-
roausMoM (1,3 £ 0,67) okazarack pa’Ke BBIIIE, YeM y OOABHBIX IIAO-
CKOKAETOUHBIM PAKOM I'OAOBEL U 1len. Kpome TOro, oTMeueHa BBICO-
Kasg 4yBCTBUTEABHOCTBb K A€MCTBUIO MyTareHoB (~ 50%) 3A0POBBIX
AMII, KOTOpas oKa3aaach B 2,5 pa3a Bbllle TakoBoM B EBpornie u CIIIA.

BoiBoabl. [ToKazaHO, U4TO BBICOKAs 4acTOTa CIOHTAHHBIX XpO-
MOCOMHBIX abeppaluil IBAGeTCS HaAeKHBIM MapKepoM (heHOTUIIA
TIAOCKOKAETOYHOT'O paKa I'OAOBBI U IIIEU.
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M. Kasler, S. Gundy, G. Szekely, E. Remenar

MARKERS OF GENETIC INSTABILITY OF HEAD
AND NECK CANCER PATIENTS IN HUNGARY

National Institute of Oncology, Budapest, Hungary

Aim. To search markers of genetic instability (GI) for risk assess-
ment and early detection of squamous cell cancer of head and neck
(SCCHN), one of three most common cause of death from cancer
among Hungarian males.

Material and methods. Four hundred thirty two previously un-
treated patients with histologically confirmed stage I -1V SCCHN
of the oral cavity, oropharynx, hypopharynx or larynx were operated
at the Head and Neck Surgery Department of National Institute of
Oncology (Budapest) in 1996 —2004. Two hundred eighteen of 432
were eligible to fulfill our criteria to participate in an analysis with
matched controls. Sixty two persons treated in hospitals for chronic
alcoholic liver disease without known earlier or current history of
cancer were also included in the study. Besides we chose 218 healthy
controls (out of 1316 selected for larger study) to match 218 cancer
patients in age, sex and smoking habits, and 62 healthy controls to
match 62 alcoholic patients. Spontaneous chromosome aberrations
(%) and bleomycin-induced chromatid brakes / cell (b/c) were as-
sessed, according to the WHO requirements and to the protocol de-
scribed by Hsu (1989) respectively.

Results. Number of spontaneous chromosome aberrations was
significantly (p < 0.05) higher in unselected healthy smokers (1.86%)
comparing to non-smokers (1.58%). Unselected SCCHN group re-
vealed 40% higher aberration rate (2.61%) than the smoking controls
(1.86%). However, no difference was found in bleomycin-induced
b/c between smokers (1.02 = 0.45) and non-smokers (1.06 = 0.49),
but SCCHNSs (1.15 = 0.48) differed significantly (p < 0.05) from both
groups of controls. In the matched control analysis the mutagen sen-
sitivity of alcoholics (1.3 = 0.67) was even higher than in SCCHN
patients. Additionally, high ratio of mutagen sensitivity (-~ 50%) of
healthy Hungarians was detected, which is 2.5-fold higher than pub-
lished so far in Europe and US.

Conclusions. Elevated rate of spontaneous chromosome aberra-
tions proved to be reliable marker of the SCCHN phenotype.
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E. Kauwo

PETYAALINS OKCITPECCY MATPUKCHBIX
METAAAOITPOTEA3 1 UX DOHAOTEHHBIX
MHIMBUTOPOB NHAYKTOPOM
IKCTPAKAETOYHBIX MATPUKCHBIX
METAAAOITPOTEA3 ITPU IINOCKOKAETOYHOM
PAKE TOAOBBI U IIIEN

HMUMU onxororuu CO PAMH, Tomck, Pocculickasa Degepayusn

VMMYHOTHCTOXUMHUYECKUM METOAOM HCCA€AOBaHa IKCIIPECCUST
MaTPUKCHBIX MeTaaronpoTea3 MMII-1, -2, -9, ux 9HAOT€HHBIX WH-
rubutopoB TMIMII-1, -2 © MHAYKTOPA 3KCTPAKAETOUYHBIX MATPUKC-
HBIX MeTaaronporeas (EMMPRIN) B onyxoaeBoi TKaHu y 50 6OABL-
HBIX IAOCKOKAETOYHBIM PAKOM TOAOBBI M Ien T1—3NO—3MO.
Okcnpeccuss TUMIT-1 1 MMII-1 ommyXoAeBEIMM KAETKAMU U CTPO-
MoM ObIAa pacipepereHa HepaBHOMepHO: MMI1-1 skcnipeccupoBa-
AQCh IPeuMylecTBeHHO cTpoMoy, a TIMII-1 — npeumylIjecTBeH-
HO OIlyXOAeBbIMH KAaeTKamu (p < 0,01). BelgBaeHaA CBSA3b MEKAY
skcnpeccuern EMMPRIN Ha IOBEPXHOCTH OIlyXOAEBBEIX KACTOK K
copepskanueM MMI1-2, -9 u TUUMII-2 B crpome (p 0,02). I'lpu BbI-
cokoprddepennposadHoM pake skcrpeccuss EMMPRIN crpomoit
ObIAG BBINIE, YeM IIpU yMepeHHOoAuddepenuposaiHoM (p < 0,05).
B oTAnune OT BBICOKO- U yMepeHHOAU(DPEepeHIIMPOBAHHOIO pakKa
pu HU3KOAU(DDEPEeHIIMPOBAHHOM B CTPOMe OBbIAA BBIIIE 3KCIIpeC-
cug MMI1-2 u TUMII-2 (p < 0,05). Okcnpeccuio MapKepoB U3y4ard
B 6 Mopdoaornueckux CTpykTypax: (1) CTPyKTypel C OPOTOBEHUEM
B IIeHTpe; (2) KAeTKM IIUIOBATOTO THUMA; (3) KAETKH Oa3zarVouA-
HOTO TuUla; (4) HU3KOoAUMEepeHIUPOBaHHBIE CTPYKTYPHI; (9) IIO-
BEPXHOCTHBIM MHOTOCAOMHBIN IAOCKUU 3TUTEAUH; (6) KOMIIAEKCHI
KAeToK. Okcrnpeccusi EMMPRIN koMnaekcaMu KAETOK ObIAa AO-
CTOBEPHO MEHBIIIE, 4eM er0o 3KCIPECCHUS OCTAALHBIMHU CTPYKTypa-
mu (p < 0,001). Hamboaee BolpaskeHa Obira akcnipeccuss EMMPRIN
KAeTKaMu 0a3aArnoupHOoro tuna. OHa OblAd AOCTOBEPHO BEIIIE €T0
3KCIPECCUU HU3KOAU(DdEpeHIUPOBAaHHBIMU CTPYKTypaMu (p <
0,005). B cBoto ouepeap, skcupeccusi EMMPRIN kaeTkamMy HINIIO-
BATOTO TUIIa OKa3aAaCh AOCTOBEPHO BHIIIIE €TI0 9KCIIPECCUU CTPYKTY-
pamu ¢ oporoBenueM B 1ieHTpe (p < 0,005). OSxcnpeccuss EMMPRIN
MeMOpaHaMu KAETOK CTPYKTYP C OPOTOBEHHEM M KAETOK IINUIIOBa-
TOTO THIIA ObIAA BBIIIE Y OOABHBIX C METACTa3aMMi B AUM(ATUUYECKUAX
y3aax (p < 0,03), uto cBupeTeAbcTByeT 00 yyactum EMMPRIN B
IIPOTPECCUU OITyXOAEM TOAOBBI U IIIEU.

Paboma BrinoAnena npu ¢punancoBoti noggepxkke PODH (rpanm
Ne 08-04-00616).

E. Tumonuna

PE3YABTATBI MOAEKYASIPHOTI'O
NCCAEAOBAHUMS KOCTHOI'O MO3I'A BOABHBIX
ITAOCKOKAETOYHBIM PAKOM I'OAOBBI 11 IITEN

I'y AITO PMAIIO Poc3sgpasa, POHL] um. H. H. baroxuna PAMH,
Mocksa, Poccutickas @egepayusn

AAsT BLIIBAGHHS MHKPOMETACTa30B B KOCTHOM MO3re Y OOAb-
HBIX ITAOCKOKAETOYHBIM PAKOM T'OAOBHI U III€W ITPUMEHEHBI COBpe-
MEHHBIE METOALI MOAEKYASPHOM AMArHOCTHKH — WCCAEAOBaHUE
aKcrnpeccuu reHa E48 MeTOAOM MOAMMEPAa3HOU IeHOM peakIiuu C

E. Klisho

REGULATION OF EXPRESSION OF MATRIX
METALLOPROTEASES AND THEIR ENDOGENOUS
INHIBITORS BY EXTRACELLULAR MATRIX
METALLOPROTEASE INDUCER IN SQUAMOUS-
CELL HEAD AND NECK CANCER

Cancer Research Institute SD RAMS, Tomsk, Russian Federation

Expression of matrix metalloproteases MMP-1, -2, -9, their en-
dogenous inhibitors TMPI-1, -2 and extracellular matrix metallo-
protease inducer (EMMPRIN) was studied immunohistochemically
in tumor tissue from 50 patients with squamous-cell head and neck
cancer T1 —3N0 —3MO0. Tumor cell and stromal TMPI-1 and MMP-1
expression was distributed unevenly, with MMP-1 expression seen
mainly in stroma and TMPI-1 expression mainly detected on tumor
cells (p < 0.01). EMMPRIN expression on tumor cells was related
with stromal MMP-2, -9 and TMPI-2 expression (p < 0.02). Stromal
EMMPRIN expression was higher in well differentiated than in mod-
erately differentiated carcinomas (p < 0.05). Poorly differentiated
carcinomas demonstrated higher stromal expression of MMP-2 u
TMPI-2 unlike moderately and well differentiated carcinomas (p <
0.05). The marker expression was studied in 6 morphological struc-
tures, such as (1) structures with central keratinization, (2) prickle
cells, (3) basalioid cells, (4) poorly differentiated structures, (5) sur-
face multilayer squamous epithelium and (6) cell clusters. EMMPRIN
expression by cell clusters was significantly lower than by the re-
maining structures (p < 0.001). The highest EMMPRIN expression
was seen on basalioid cells. It was significantly higher than the mark-
er expression by poorly differentiated structures (p < 0.005). In turn,
EMMPRIN expression on prickle cells was significantly higher than
in structures with central keratinization (p < 0.005). EMMPRIN ex-
pression on cell membranes of structures with central keratinization
and on prickle cells was higher in cases with lymph node metastases
(p < 0.03), which is indicative of EMMPRIN involvement in progres-
sion of head and neck cancer.

The study was supported by the RFFI (grant 08-04-00616).

E. Timonina

BONE MARROW MOLECULAR STUDY IN
PATIENTS WITH SQUAMOUS-CELL HEAD AND
NECK CANCER

RMAPGE, N. N. Blokhin RCRC RAMS, Moscow, Russian Federation

Modern molecular diagnosis methods involving study of gene
E48 expression by reverse transcription polymerase chain reaction
(RT-PCR) were used to detect bone marrow micrometastases in
patients with squamous-cell head and neck cancer. The following
techniques were used to increase RT-PCR sensitivity: product devel-
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obparHou TpaHckpunuuen (OT-TTLP). C meAbto NOBBIIIEHUS 9yB-
crBuTeabHOCTH OT-TILIP Ha MOAEABHOIN CHUCTEMe — KAETOYHOU
AuHUM A431 — HCIOAB30BAHO CAEAYIOIee: IPOSABACHME IIPOAYKTA
AHK-kpacuterem SYBR, Cay3epH-OAOTTHMHI ¢ UMMyHO(EpMEHT-
HbIM (ECL) mam mMmyHOMAIOOpecieHTHBIM nposiBaeHueM (FITC,
ckaHupoBaHHue Ha «Typhoon 9440») BkaroueHHoro BRDU, papuo-
Meuenue *’P-nuro3nHoM ¢ Cay3epH-GAOTTHHTOM M PAAMOaBTOrpa-
dueit. ONTUMAABHBIM SIBUACSI PAAMOAKTUBHBIN METOA, OAHAKO IIPU-
MeHeHne ¥P nMeet psip orpaHuYeHui. UyBCTBUTEABHOCTh METOAA C
UMMYHO(EePMEHTHBIM IIPOSIBAEHUEM COOTBETCTBYET UyBCTBUTEAb-
HOCTH MeToapa AeTeKnuu MPHK ¢ papnoakTUBHOM TMOpuAM3aniei
1o *?P. MccaepoBaHme IpoBepeHo y 19 60abHBIX. Y 2 6oabHBIX PHK
Oblra HM3KOTO KauecTBa (He OBIAO cUTHaAa 6eTa-raobmHa). Y 6 m3
ocTtaBIIMXCA 17 OOABHBIX BBIIBAEH NPOAYKT 3KCIIpeccuu resa E48
(35,3%). Haamume MUKpoMeTacTa3oB B KOCTHOM Mo3re (KM + ) onpe-
AEASIAOCH TIPH 3HAUUTEABHOM PEermOHapHOM MeTacTa3HpPOBaHUU.
ABoe OOABHBIX HEOPOTOBEBAIOIIUM IIAOCKOKACTOUYHEIM PAKOM CAHU-
3UCTOM 000A0UKY ToArocTH pTa (TANOMO, KM — u TAN3MO, KM +)
YMEPAU OT NPOTPEeCCUPOBaHUA 3a00AeBaHMUA IIOCAE KOMIAEKCHOIO
AedeHud (depe3 6 u 9 Mec). B rpynne KM + BBIIBA€HO 2 perjupuBa
3aboneBaHus yepe3 6 Mec mocae AedeHUs:. CTaTUCTUUECKH AOCTO-
BePHOU KoppeAsanuu Mexxpy KM+ U pacnpoCcTpaHeHHOCTBIO Iep-
BUYHOM OITyXOAH, ee AOKaAU3alluel, CTeleHblo AudepeHIuPOBKI
TIIAOCKOKAETOYHOI'O paKa, a TakyKe IIOAOM U BO3PAcTOM OOABHBIX
He BBISIBA€HO. HakomnaeHMe KAMHUYEeCKUX HaOAIOAGHMU U OIbITa
ANATHOCTUKU MUKPOMETACTAa30B B KOCTHOM MO3Tre PACHIMPUT HAIlle
TIpeACTaBACHHE 00 UCTHHHOM PAacCIpOCTPaHEHUHU IAOCKOKAETOUHO-
TO paKa TOAOBEL U IIIEH.

opment with SYBR DNA dye, Southern blotting with enzyme immu-
nodevelopment (ECL) or immunofluorescent development (FITC,
scan using a Typhoon 9440) of incorporated BRDU, *?P-cytosine redi-
olabeling with Southern blotting and radioautography. The radioac-
tive method appeared optimal, though use of **P-cytosine has certain
limitations. Sensitivity of the technique with enzyme immunodevel-
opment was compatible with that of mDNA detection with **P radio-
active hybridization. The study was made in 19 patients. RNA from
2 cases was of low quality (no beta-globin signal). E48 expression
product was detected in 6 of the remaining 17 patients (35.3%). Bone
marrow metastases (BM + ) were found in cases with marked region-
al involvement. Two patients with non-keratinizing squamous-cell
oral cancer (TANOMO, BM — and T4N3MO0, BM +) died from disease
progression after multimodality treatment (at 6 and 9 months). In the
BM+ group 2 patients developed disease recurrence at 6 months
following treatment. BM + status was not statistically significantly
related to advance or site of the primary, degree of differentiation
of squamous-cell carcinoma, patient gender or age. Observation of
more clinical cases and greater experience in the diagnosis of bone
marrow micrometastasis will enlarge our knowledge of true advance
of squamous-cell head and neck cancer.
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