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Cervical cancer remains the most common type ol lemale cancers i Thatland.
causing both morbidily and mortality. Approximately 90 % ol cervical cancers are

infected  with human papillomavirus (HPV) including 1IPV16 and 1IPVIR The
infection results in an overexpression ol viral nnmpm[um E6 and 127 following viral -

- integration into host chromosomes. There are 3 (orms of I'6 mRNA: onc full length

(F6Y and two spliced torms {(1:6% and E6**). The tull leneth 6 has been shown to act

as o transcription lactor involved in translormation and drug resistance ol host cells.
Froposide (VP-16), o topoisomerase T tnhibitor, has recently been introduced

mle a new regimen lor treatment ol cervical cancer. 'Two ctoposide-resistant lines ot

cervical cancer, Hel.a/VI-16 and SiHa/VP-16, were induced m our laboratory and
usced to study the role of B6 protein i ctoposide resistance. Tel.a cells are intected

Cwith HPVIE while Sitla cells are infected with HPV 16, Comparison of gene copy

number between lel.a and SiHa cells revealed that Heba cells contamed a higher
copy number of E6 gene than SiHa cells. When E6 mRNA levels ot all 4 lines (Hel.a,
SilTa. Hela/VP-16 and SiHa/VP-16) were quantified using RT-PCR technigue, results

showed that 6% mRNA Tevel in Sil[adVP-16 was significantly higher than that in its

parental Sitla cells.  No dilTerence was seen in o mRNA levels. There was no
apparent change in cither F6 and E6* mRNA lcvels in lelad VI™-16 as compared (o

those in Hel.a parental cells. Moreover, RT-PCR products ol pd3. the target protem ol

I'6 and 1:6*, remained unchanged in both Hela/VP-16 and Sitla/VP-16 cells when
comparcd with their parental cells. The ceffect of L6 in ctoposide resistance in
SiHa/VP-16 was studied by transtection of E6* gene of SiHa/VE-16 into eloposide-

csensiive Hela cells. E6* translected Hela cells showed a high level of transient

expression of 6% mRNA whercas 16" mRNA was not deteeted 1o vector transtected
cells. Drue susceptibility tests showed the same 1L.Csy value (6.9 M) between 1:6* and
veclor control translected cells indicating that 12:6% does not have a role in ctoposide
resistance.




