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SOUHRN

Podskupina dlazdicobun&énych karcinomd v oblasti hlavy a krku je etiologicky spojovéna s vysoce rizikovymi typy lidskych papilo-
mavird (HPV). Recentni studie tyto HPV asociované dlazdicobunééné karcinomy vyélefiuji do separdtni skupiny diky odlizné epide-
miologii, histopatologickym charakteristikém, terapeutické odpovédi na lé¢bu a prognéze. Publikované prevalence HPV v nédorech
hlavy a krku viak dosahuiji znaéné variability, coz je z velké &ésti dano absenci celosvétové prijimaného konsenzu pro vysetieni
HPV u t&chto malignit.

Na vlastnim souboru 41 pacientd s nddorem v oblasti hlavy a krku prezentujeme detekei biologicky relevantni HPV infekce pFi vyuziti
algoritmu kombinujictho imunohistochemicky prokaz proteinu p16 - ,surrogate” markeru transformujici HPV infekce, a molekularng
geneticky prokaz HPV DNA pomoci tfi roznych polymerdzovych Fetézovych reakci (PCR). Ovéreni prikazu biologicky relevantni HPV
infekce je v 10 pripadech provedeno alternativni metodikou, a to detekei transkriptu HPY RNA pomoci reverzni transkripce nasledova-
né PCR (RT-PCR) a ddle in situ hybridizaci (ISH) s komeréni sondou proti vysoce rizikovym HPV.

Prokazali jsme vysokou korelaci detekce HPV DNA pomoci souboru t¥i PCR reakei a pritomnosti silné difuzni pozitivity p16 proteinu
(korela¢ni koeficient 0,94) a potvrzujeme validitu tohoto algoritmu. U 94 % HPV asociovanych dlazdicobunéenych karcinomt byl dete-
kovan HPV typ 16, v jednom pripadé byl zachycen typ 33, coz odpovidé literérnim Gdajom. K alternativni detekei biologicky relevant-
ni transformujici infekce HPV se zdé byt vhodnéjsi metoda prokazu RNA transkriptu HPV, kterou bylo dosazeno lepsich vysledkd —
100% shoda s prokazem HPV pivodni metodikou p16/PCR. Metoda ISH byla zatizena pomérné &astym nespecifickym barvenim pre-
parétu a jeji rutinni vZiti v diagnostickém algoritmu v nasich podminkéch neni zatim mozné.
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The testing strategy for detection of biologically relevant infection of human papillomavirus
in head and neck tumors for routine pathological analysis

SUMMARY

There is a subgroup among head and neck squamous cell carcinomas, which is etiologically linked to the infection of high-risk human
papillomavirus (HPV). In recent studies, HPV related squamous cell carcinomas have been placed in a separate group because of their
different epidemiology, distinctive histopathological characteristics, therapeutic response and clinical outcome. The reported prevalence
of high-risk HPV in head and neck tumors varies in different studies. This fact occurs mainly due to the absence of a widely accepted
consensus for HPV detection in head and neck malignancies.

We present a methodological algorithm for detection of biologically relevant HPV infection: a combination of an immunohistochemical
staining of the p16 protein — a surrogate marker for a transforming HPV infection, and a molecular genetic identification of HPY DNA
by three different polymerase chain reactions (PCR). The study group consisted of 41 patients with a tumor in head and neck region.
A verification of detection of bioclogically relevant HPV infection has been performed in 10 available samples using an dlternative app-
roach, which comprised the detection of RNA transcript of HPV by reverse transcription followed by PCR (RT-PCR), and further in situ
hybridization (ISH) with a commercial high-risk HPV probe.

We have found a high correlation between HPV DNA defection using triple-PCR approach and strong diffuse positivity of the p16 pro-
tein (correlation coefficient 0.94) and have confirmed the validity of this algorithm. In 94 % of HPV related squamous cell carcinomas
HPV type 16 was detected. In one case HPV type 33 was identified. That is in agreement with earlier published data. A more appro-
priate alternative method for the detection of biologically relevant- transforming HPV infection seems to be RT-PCR, which proved
100 % agreement with the original methodological approach of p16 determination and PCR status.

Interpretation of the ISH has been complicated by frequent nonspecific staining of the sample and its routine usage in the diagnostic
algorithm of our laboratory is currently not feasible.
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