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suppressor genes in 5 cervical cancer cell lines. We found that one of the 
cell lines, SiHa demonstrated both loss of imprinting (LOl)of .IGF2 and Hi9 
as well as loss of Ecadherin protein expression due to DNA methylation. 
We further examined DNMTI mANA level and activity of the enzyme, and 
found that this enzyme was markedly elevated in this cell lie as well as 
in cervtcat cancer tissues. We designed an antisense methyltmnsferase 
oligonudeotide in the initiating start site of this gene (2Obp), modified with 
2’-O-methyl and phophorothioate. A control-oligo was also designed with 
6 mismatch bases. The antisen oiigo and control oiigo were tmnsfected 
into SiHa ceil line, respectively in the presence of lipofectin. We found that 
LOI of both iGF2 and H19 can be reversed to normal imprinting status 
and the silenced E-cadherfn protein was activated by the antisense oligo. 
not the control one. The tumor cell inhibition was found in three aspects 
in the antisense group: tumor cell growth was markely inhibited in cuttured 
cells; tumor clonies formation in soft agar was also much less in an&sense 
group and finally tumor formation in nude mice showed more than two times 
smaller in the antisense group. 

These results suggest that antisense methyitransferase oligo can abro- 
gate DNMTl and inhibit cervical cancer growth through epigenetic reguia- 
Bon of some tumor suppressor genes as well as imprinting genes. So, we 
conclude that DNA methylation plays an important role in cervical cancer. 
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Background: Concurrent R and chemotherapy may be considered as the 
new standard treatment for LACC and weekly C is pmbabily the best 
option. G has modest activity in cervical cancer, however it is a potent 
radiosensitizer demonstrated in pre clinical and clinical studies in cervical 
cancer. 

Objectives: Determinate the maximun tolerated dose (MTD)and the 
antitumor activity of G when is administrated in combination with concurrent 
C an R in LACC. 

Patientsand Methods: Patients (pts) with histologically confirmed LACC 
previously u&eat&l, PS O-2 and adecuate organ function were eligible for 
entry in the study. R was administrated at conventional doses and fields 
(50.4 Gy in 5 weeks). Concurrent, weekly chemotherapy was administrated 
with C 40 mgIm2 in 1 hour infusion and G in 30 min. infusion at increasing 
doses levels until find MTD. 

Results: Therty-six pts were included between 7/QQ and 3/01. In phase I, 
16 pts were entered at four dose levels (75.100,125 and 150 mg/m2). The 
MTD was 150 mgIm2 and thB recommended dose of G for phase Ii was 
125 mglm2. Twew additional pts Wers entered at this level for a total of 26. 
Toxicity at the recommended d&a was acceptable with grads 34 toxicity 
in less than 20% of pts and mbstly non-hematologic. The combination was 
active in ail dose levels. In total 29/36 pts were ass&sable for response, 
all pts achieved an objective response, 27 (93%) CR an 2 (7%) PR. At a 
median follow up of 12 months, 22/27 (81%) pts are in sustained CR and 
7/29 (24%) relapsed, 4 within the radiation field and 3 outside (one lung 
and 2 bone metastases). 

Conclusion: The association of w&kiy C and G with concurrent R if a 
promising twodrug regime in LACC, but its superiority or equivalence in 
terms of activtty or toxicity, to other combination without G must be adressed 
in a randomized trial. 
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lntroductien: Endometrial carcinoma is the most common malignancy 
of the female genital tract. Various pathological factors, such as tumour 
grade and myometrial invasion have been reported to have prognostic 
signiflc~nw. Although the determination of these factors may seem dear 
and reprodu&ble, recently the tumour grade has been subject of debate. 
We conducted a retrospective analysis of prognostic factors in endometrial 
carcinoma, focusing on the predictive value of tumour grade. 

Material and fulethods: The study included 253 patients with endometriai 
carcinoma stages I to 111, treated between >984 a& ,19&3. Thehistological 
slides were reviewed ahd the prognostib valu&~of’turhour grsde (FIG0 
1988: l-3), stage (I-III), age (; vi 2 60), depah (-z I/2 viz l&j and 
pattern (pushing border vs infiltrating) of myometiiad invasion andhistologiical 
subtype (adenocatinoma vs other) were anqlyzed. The yd@oht was 
cancer-specific survival (CSS). The medianfollow$p time was 11.7 years. 

Resu!ts: The actuarial 5- and lO-year CSS rates w-ere 85 and IX?%, 
respectively. Fiveyear vaginal and/or peivip recurrence and dis&nt r&apse 
rates were 7 and 15%. respectivety. At pathol&y mvieh, a shi@ from grade 
2 to gmde 1 was seen in 112 of the original 144gmdes 2 (78%). There was 
no difference in CSS between grade 1 and grade, 2 (94 vs 90% for original 
and 92 vs 95% for grade after review), while grade 3 Was a significant 
adverse prognostic factor (p<O.OOl). Depth of myometrisl I~asiontiad no 
significant predictive value, in contrary to the pat&in of lnvasiori; a pushing 
border yielded a significantty better 5-year CSS corn&&to the infittrating 
variant, 89 versus 80% (p=O.O2). In multivariate anaty#,&Xge, age and 
tumour grade were found to bs independent prognostk?f&Ors. 

Conclusions: The significant prognostic factors ,for pat&s with en- 
dombtriai cancer were tumour grade; myorT&rlal invasion, stage and age. 
For myometrial invasion, we found the pattern of invasion to havb significant 
prognostic power, mther than the depth of invasion. Tumonr @ade 2 ap- 
peared to have little nsproducibiiii and iittle distinctive value as compared 
to grade 1. Therefore, we propose a 2-tiered grading system in stead of 
the cunentiy used 3tiered system, since it will have less in&r-observer 
variability and a better correlation with dinicai outcome. 
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Purpose: The combination of ltinotecan and Cisplatin has shown synergism 
in many dintcal studies. We conducted a phase Ii study to &aiuate the 
efficacy and tolerability of this combination in patients w metastatic or 
recurrent cervical cancer. 

Method: Ail patients had histologically pmvpn cervical cancer with 
metastatic or recurrent disease, absence of pribr chemotlhefgpy and at 
least one measurabie tumor site, 18-75 years old;adec+te hq?atopoietic, 
renal and hepatic function. WHO performance status not-mo+han 2. Prior 
radiotherapy had to complete more then1 year before study eetry. Patients 
received lrinotecan as QO minutes infusion of 60 tng&? oq d&y 1, 8 and 
15 in combination with cisplatin of 60 mg/m2 as 90 minut 
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completion of the irinotacan infusion on day 1 every 28 days or, a maximum 
of 6 cydes. Toxicity was evaluated by NCI-CTC. 

Result: 30 patients were recruited into the trial. The median age was45 
years (34-65). There were 6 patients who had lbcai recurr@ disease, 5 
patients had local rmrrent plus metastatlc disease and 19 pati@ts had 
metastatic disease. Seven patients were stage IV8 at d/@0sis. The sites 
of metastases were 7 in the paraaorlic lymph node and sopradavicular 
lymph node. 6 in the lungs, 5 in pamao& lyrqph node, 1 in Iii?, 4 in 
supraclavicular lymph node and 1 in subcutaneous nodules. T&?~E were 2 
complete and 18 partial responses. Ovemti’respohse rate of ‘66:6% (20/30) 
was obtained. Stable diiase has besn observed in 5 pat&& (167%) 
and progression in 5 patients (16.7%). The!e.waGsno rihmo%fspy related 
death in this study. One of patients developed !pancoiitis after the sixth 
cycle. 9 of patients (30%) devek&?ed grade 3 rietiropenia+ viy grads 1-2 
acute and late dianhea were &sewed in 20% and 4O%~resps@tively. Dose 
limiting toxicity has been observed in 4 patients (13.3%) with tide.3 renal 
toxicity. Other non-hematologic and hematologic toxic$es ,did ‘not exceed 
gmde 2 with a median follow up time of 7.5 mot!$hs. Ths~mddian.time to 
relapse was 7.4 months. One year disease free sun&81 and overall survival 
were 11.1% and 86.4% respectively. 

Conclusion: The preliminary results of this study sugg@ thaj the regimen 
of lrinotecan and cisplatin is feasible and clinic@ active. bowever, they 
produced a short time to relapse like other regimens for me&static and/or 
recurrent cervical cancer. 


