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SUMMARY

Evidence has accumulated in recent years that relates certain types of human papillomaviruses (HPV) to
the development of some tumors. We use in situ hybridization to study DNA from HPV 6/11, 16/18 and
31/33/35 in 6 squamous papillomas, 18 hyperkeratotic/acanthosis lesions with and without dysplasia (5
and 13 cases respectively) and 27 squamous cell carcinomas of the oral mucosa. HPV DNA was found in
66 % of squamous papillomas, 38.4% of hyperkeratotic/acanthosis lesions without dysplasia, 60% of
epithelial dysplasia and 37 % of squamous cell carcinomas. HPV DNA 6/11 was the most common type
found, and in squamous cell carcinomas HPV DNA appear more frequently in well differentiated tumors.
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RESUME

Au cours de ces derniéres années, la relation de certains types de papillomavirus humains (HPV) avec le
développement de certaines tumeurs, est devenue évidente. Nous avons utilisé ’hybridation in situ pour
étudier PADN des HPV 6/11, 16/18 et 31/33/35 dans 6 papillomes, 18 1ésions hyperkeratosiques/acantho-
siques avec et sans dysplasie (5 et 13 cas respectivement) et 27 carcinomes oraux. Nous avons trouvé
I’ADN de HPV chez le 66% des papillomes, 38.4% des lésions hyperkeratosiques/acanthosiques sans
dysplasie, 60 % des dysplasies épithéliales et 37 % des carcinomes oraux. LADN de HPV 6/11 a ét¢ le type
le plus fréquemment identifié. En ce qui concerne les carcinomes oraux, ’ADN de HPV a été identifié plus
fréquemment dans les tumeurs bien différenciées.
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Evidence of relation between HPV and different
tumoral lesions has also been sought in humans
(Chang et al., 1993; Euvard et al., 1993; Frazar et al.,
1993). In this connection the anogenital region is
probably the most thoroughly studied. HPV DNA
have frequently been associated with dysplasia and
genital cancer (Seifert and Burkhardt, 1977; Furihata
et al., 1993; Hording et al., 1993; Ibaraki et al., 1993);
similarly, HPV has been demonstrated with a variety
of methods in malignant and premalignant lesions of
the oral cavity (Syrjanen et al., 1983; Jontell et al.,
1990).

We analyzed 27 squamous cell carcinomas of the oral
cavity, using ISH to detect DNA from HPV 6/11,
HPV 16/18 and HPV 31/33/35. The percentage of
positive cases in this study (37.07%) is including in
the wide range of recently studies ( Table II).

TABLE II:

Summary of the frequency of positives signals for HPV DNA
in oral carcinomas recently published with different methods.
TABLEAU II:

Résumé des fréquences d’apparition de ’ADN de HPV des
carcinomes oraux publiées récemment avec différentes méthodes
d’identification.

N° HPV +/ Detection

Author (yrs) N° tested (%) method
Syrjdnen et al., (1986) 1/2 (50) ISH
De Villiers et al., (1985) 3/7 (43) SB
Milde & Loning, (1986) 4/7 (57) ISH
Loning et al., (1987) 5/13 (38) DB
Deckmecian et al., (1987) 4/4 (100) ISH
Maitland et al., (1987) 7/15 (47) SB
Ostrow et al., (1987) 1/3 (33) SB
Lee et al., (1988) 172 (50) SB
Gassenmaier et al., (1988) 16/58 (23) ISH
Syrjdnen et al., (1988) 6/51 (12) ISH
Greer et al., (1990) 2/2 (100) DB
Zeuss et al., (1991) 0/15 (0) ISH
Young & Min., (1991) 0/17 (0) ISH
Watts et al., (1991) 14/14 (100) PCR
Palefsky et al., (1991) 8/25 (32) PCR
Shroyer & Greer, (1991) 1/10 (10) PCR
Present study 10/27 (37) ISH

ISH: in situ hybridization; SB: Southern blot hybridization;
DB: dot blot hybridization; PCR: Polymerase chain reaction.

Although more than 60 different types of HPV have
been isolated, currently available hybridization
methods are capable of detecting only a limited
number of HPV types. So many of them unstudied
or undescribed yet could be present in premalignant
or malignant lesions of the oral cavity, as pointed out
by Larsen et al. (1991). By the other hand, different
results could be related with the sensibility of the
technique employed to demonstrate HPV DNA.

One point of interest between our results was that
most positive tumors for HPV DNA were well dif-
ferentiated squamous cell carcinomas (p<0.05). In
this way, three reasons could be emited to explain
this fact: (1) HPV could modifies the genome of the
epithelial cells in such a way as to induce well dif-
ferentiated neoplastic cells able to form keratin; (2)
HPV could select keratinizing cells as a preferred site
of DNA replication; and (3) poorly differentiated
tumors may be positive at the beginning of its
development and become negative thereafter.

In some locations, certain types of HPV are related
with different prognoses. For example, HPV 16 and
18 are associated with invasive cervical carcinoma
(Ostrow et al., 1987; Schneider-Maunouroy et al.,
1987). Similar observations have been reported for
the oral cavity: Chang (1990) found types 2, 6, 7, 11,
13, 16, 18, 30 and 32 to be significantly more fre-
quent in carcinomas of the upper respiratory tract,
and the types 16 and 18 were specially common in
invasive carcinomas. Syrjanen (1983) reported dif-
ferences in prognosis on the basis of the type of HPV
present in the tumor, and considered carcinomas
with HPV DNA 6 and 11 to behave less aggressively
than 16 or 18 positive cases. As well all positives car-
cinomas for HPV DNA 6/11 in our study were well
differentiated tumors.

CONCLUSION

This study confirms that HPV 6/11, HPV 16/18 and
HPV 31/33/35, frequently found in genital tissue, in-
fects the oral mucosa, and suggests that HPV 6/11 is
the most common type associated with oral
squamous papillomas (p<0.05) and hyperkera-
tosis/acanthosis lesions (p <0.01).

HPV DNA appear more frequently in well differen-
tiated squamous cell carcinomas (p<0.05) than in
poorly differentiated ones.
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