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Orrtcome and prognostic factors in primary uterine 
lelomyotircoma: a rare cancer network study 

A. Franzetti-Pellanda’ , E. Deniaud-Alexandre2, M. Krengli3, P. Van 
Houtte4, A. Richetti5, S. Villae. A. Kuten’. J. Jassems, M. BollaQ, 
M. Ozsahin’ ’ Cenfre Hospitaliar Universitaire Vaudois, Radiation 
Oncolq Laosanne, Switzerland; * Hopital tenon, Radiation Oncoi~ 
Paris, France; 3 Universita Degli Studi de/ Piemonte Orientale, Radiation 
Oncology. Novam, Italy; 4 lnstitut Jules Bordet, Radiation Oncology; 
Brussels, Belgium; 5 Ospedaie di Circolo, Fond. Mac&i, Radiation 
Oncology; Vatesa, /faQ on behalf of the Rare Cancer Network 

Purpose: This retrospective multicentric study aims to assess the outcome 
and prognostii factors in patients with primary uterine leiomyosarcoma, 
a rare cancer with a definite pathological identity among the different 
categories of uterine sarcomas. 

Methods: Eighty women, treated between 1980 and 2000 in the member 
instiMions of the Rare Cancer Network, were evaluated. Mean of age 
was 52 years. Fii-six patients presented with FIG0 stage I, 8 FIG0 
stage II, 8 FIG0 stage III. 4 FIG0 stage IV, and in 4 patients the stage 
could not be determined. Regarding grading, 15 patients had grade 1 or 2 
disease, 22 patients grade 3, and in 43 patients grade was not assessed. All 
patients benefited from a TAH-BSO or from a Wartheim operation. Following 
surgery, 54 patients were treated with pelvic external beam radiation therapy 
(EBRT), 15 of them receiving also brachytherapy. Twelve patients received 
also adjuvant chemotherapy. Median follow-up was 32 months (6-240). 

Results: The 5-year overall and disease-free survival were 51% and 
37%, whereas the B-year local and locoregional control were 80% and 
72%, respe$ztfveiy. A total of 14 local recurrences,, 16 lowregional recur- 
rences, and 38 systemic metastases were observec$ In univadate an&yses 
(Log-Rank test) the factors influencing significantly the overall survival were 
age, FIG0 stage, and,histological grade. Multiiariate analysis (Cox model) 
revealed that previous uterine Surgery (curretage or myomectomy), FIG0 
stage > I, and grade 3 represented independent adverse prognostic factors. 
EBRT influenced neither overall sun&al nor local or locoregional control. 
Thirty-four patients presented with acute toxicity during EBRT, and 8 pa- 
tients with late toxicity grade 3 or more. The only factor influendng the 
development of grade 3 or more late toxicity was the Use of brachythempy. 

Conclusions: In our series, patients with stage I and grade 1 or 2 
disease had a very good prognosis. Patients with previous uterine surgery 
had a poor prognosis. Adjuvant radiation therapy did not seem to improve 
efther survival or local control. In addition, brachytherapy increased the 
treatment-related morbidity. Chemotherapy seemed to increase local and 
systemic control for advanced stages. The patterns of failure and prognostic 
factors found in this study could be considered in the overall management 
of,this rare cancer. 
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Post-operative HDR bracytherapy and EBT of InvaNe 
eridotietrlal carcinoma; Our 25-year experience 

S. &ariC1v2, S. StupaCPetroviC2, I. Majanov”, Lj. Rudan2. lM~ical 
School of Belgrade University; *Institute for Oncology and Radiology bf 
Serbia; Belgrade, Yugoslavia 

Purpose: At the beginning of 1974. we are started to use high-dose 
rate brachytherapy and external bea! megavottage teletherapy for uterine 
(cervix, corpus) carcinoma (Me&as, Cikarib, Vujni&). From ‘74 to this time 
we treated on this way about 30 thousand cases. A retrospective analysis 
is reported on the results of post-operative irradiation of 526 invasive 
endometrial carcinoma: St. lb - 192, St. Ic - 234, St. II a, b - 77 and Illa, b, 
c - 23 patients (F1GO). 

M@Iods: HDR brachytherapy (Co-60 or Ir-192): 2 vag. ovokfs or vag. 
cylinder - 4 x 7.5 Gy/Q.5 cm, I fraction/w; EBT (x, v): midplane pelvic dose 
30-40 Gy, 15-20 f, 2 parallel opposite pelvii fields without central ‘Pb shield. 

Results: Five-year relapse - free survival was: St. lb - 93.5%. St. Ic - 
60.4%. St. Ila, b - 81.8%, At. Illa, b, c - 61 .O% and all’stages - 85.0%. Pelvic 
and vaginal relapses were 2.9%, distant metastases were 2,7% and late 
postirradiation sequelae were 10.6% (Gl - 6.5%, G2 - 3%, G3 + 4 - 1.1% - 
French-Italian Glossary). 

Conclusion: Post-operative HDR brachytherapy and external beam 
megavoltage therapy of invasive endometrial carcinoma leads to excellent 
vaginal and pelvic control with few serious late sequelae. Belgrade results 
@year survival) are statistically significant better than average world results 
(FIG0 annual reports - ‘88, ‘91, ‘94) @year survival of all stages: Belgrade 
vs. FIG0 - 85% vs. 65.1%, 69.7% and 72.7%). 
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Results of radlatlon therapy in the management of vaginal 
carcinoma 

M.-M. Mariamaqi I, E. Gershkevitsh2. ’ Clinicurn of University of Tariu, 
Clinic of Hematology-Oncolog~ Department of Radiotherapy. Tartu, 
Estonia: * Clinicurn of Univemity of Tattu, Clinic of Hematology-Oncol~, 
Department of Radiothetam Tartu, Estonia 

Purpose: The aim of this study was to evaluate the results.of radiotherapy 
(RT) treatment for vaginal carcinoma at a single institution in the period of 
1990-2000. Twenty three patients with a median age of 65 years (range 
38-87) were diagnosed during this time with following stages: in situ-l, st 
l-2, st 11-5, st III-S, St IV-10 patients. Twenty out of 23 had RT. 

Treatment: The primary treatment was RT in 20 patients, surgery in 
2 patients and no treatment in 1 patient. External RT alone in 6 cases, 
combined with brachytherapy (BT)(cylinder, remote aftetioading Co-60 unit) 
in 8 cases, in 5 cases RT+BT was combined with surgery and one patient 
had BT alone. The mean external RT dose was 44 Gy (range 36-6C’Gy) to 
the planning target volume and the mean BT dose was 26 Gy (range IO-46 
Gy) prescribed to the depth of 2 cm from the middle of the applicator. 

Results: One recta-vaginal fistula and one vesico-vaginal fistula in 
RT+BT+surgery group. Overall disease free survival (DFS) in alive pa- 
tients is 46 month (11-84 month), overall survival in RT group was 24 month 
(l-54 month), in RT+BT group 25 month (6-64 month), in RT+BT+surgery 
group 31 month (11-84 mdnth) and in BT alone gro’ip 1 month. 

l Conclusion: The clinical stage was’fhe most significant prognostic factor, 
most of the patients were in advanced stages. Other significant factor was 
histological type (small cell, adeno-mesonephroid). These data showed that 
the prognosis for vaginal cancer is poor, especjally for advanced stag&, 
median survfval for stages I-II was 40 month andfor stages III-IV 21 month. 
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Prognostic signlflcance of mlcrovessel density In 
endometrldl cancer 

M. Hollander’, D. Mink’, B. Dohmer?, C. GroBe Dtiweler’, T. Georg3, 
M. Friedrich’, W. Schmidt ‘. ’ Departamant of Gynerwkqy&Obsta~rics; 
*Pathologic Institute; 3 Institute of Medical Biometrics, Epidemiolog) and 
Medial Informaiics, University Hospital of Saarland, Homburg/Saar. 
Germany 

Purpose: Tumor angiogenesis is an important step in the progression of 
cancer and the developement of metastases. Micmvessel density.(MVD) as 
a marker of angiogenesis might be of prognostic significance in endometrial 
cancer. 

,Methods: lmmunostaining was performed on paraffin embedded blocks 
from 71 andometdal cancer patients using CD31. MVD was calculated us- 
ing magnification 200x and 400x and compared to other prognostic factors 
(e.g. tumor size, Grading). Average follow-up was 122 months. Kaplan- 
Meier analysis and Cox-Regression were used for statistical evaluation of 
recurrence free (RFS) and overall survival (OS). 

ResuW During follow:up, 27% of the patients’ died, 14% because of 
endometrial cancer. There was a n.s. tendency to longer survival influenced 
by tumor size, FIG0 stage and Grading. No correlation was found when 
comparing size and FIG0 stage to MVD. MVD correlates to Grading (p=O,O7; 
n.s.), but had no influence on overall or disease free survival estimated by 
Cox regression. 

Conduslon: Microvessel density as a marker for angiogenesis conelates 
to histopathological grading in endometrial cancer, but not to tumor size. 
Although no correlation to survival was found, angiogenesis may be useful 
as a target for new therapeutic agents or to optimize radiotherapy. 
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Prlmary squamous cell carcinoma of the vaglna: Experience 
at the Guritave-Roussy Institute 

R. de Crevoisier, C. Breton-Callu, P. Morice, P. Pautier, A. Gerbaulet, 
C. Haie-Meder. Gustave-Roussy Institute. Vii/e@, France 

Purpose: To analyse the treatment of primary vaginal squamous ,&I 
carcinoma (PVSCC) at the Gustave-Roussy Institute between 190 and 
1998. 

Patients and Methods: 104 patients (pts) of median age 65 years 
(27-90) were treated for a PVSCC. Forty-three patients had a previous 
history of hysterectomy (2 pts had cervix carcinoma 22 and 30 years before 
PVSCC). Stages were (FIG0 classification): I (n = 29). II (n = 31), Ill (n = 
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32), IVA (n = 8) and IVB (n = 4). Pelvic lymph nodes were present in 24 
pts Squamous~cetl carcfnoma were: grade 1‘(40%), 2 (19%)‘and 3 (41%). 
Pelvic external b&m therapy (EBli was t3fdOnned in 99 pts (m&tan total 
dose = 59 Gy (9-60)) ‘and-low dose rate brachytherapy (t3$ in 86 pts. 
BT was delivered in one time (n = .72), 2 times (n = 13) or 3 times (n = 
1). lntracavitary irradiation using person@md mould was associated with 
iridium implants in 32 applicattons. The median number of sources used for 
one application was 3 (l-6) with a median total radioactive length of 115 
mm. Surgery and chemotherapy were performed in 7 and 5 pts. 

Results: Late toxicities were (France-Italian Glossary): rectum: grade 1 
(n = 8) 2 (n = 8) 2 (n = 0), 3 (n = I), sigmoid: grade 1 (n = 8). 2 (n = 4) 3 
(n = I), bladder: grade 1 (n = 17) 2 (n = 5). 3 (n = l), and ureter: grade 1 
(n = 2) 2 (n = l), 3 (n = 1). Response rates after EBT evaluated at the time 
of BT were: complete response @I%), pattii response (57%) and stabtlky 
(23%). Three months after treatment, complete response rates were 90% 
for stage I, 96% for stage II, 68% for stage III and 25% for stage TV. The 
5-year overall sutvivai rates were: 85% for stage 1, 82% for stage II, 35% 
for stage III and 15% for stage IV. The pattern of failure (first event) were: 
in the petvff only (81%) metestatic only (23%) and combined (16%). In a 
univariate analysis, the age of pts. the stage of tumours. the response to 
EBT and the duration of treatment were signtfiitiy associated with the 
survival (p 5 0.06). 

Conduston: EBT combined with BT is an effect&e treatment for pts 
wtth PVSCC, particulady,Stage I and ii. The incidence and seventy of late 
toxictty were relattvefy low with the use of a customized vaginal mould. The 
low local control rates in Stage Ill and IV, and the recent data concerning 
the treatment of cervix carcinoma suggest the interest of a concomitant 
radio-chemotherapy in the treatment of PVSCC. 
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Evaluation of inort#llty after external radlotherapy and 
intrbcavitar’y~achythbpy in patients’with carcinoma of the 
uterine cervhi or eirdometrium 

D. Yafman, A. Artcan, 2. Ozsaran, 0. Karakoyun Celik, V. Dent& A. Aras, 
A. Heydaroglu. Ege University Medical School, Radiation Oncology lzmir, 
lhkey 

Early and late rediitton morbidity were evaluated according to the RTOG 
criteria In 771 cervical or endometrial cancer patients who were treated with 
external radiotherapv (ERT) and intracavttarv brachvtherapv. 

Daily EAT dose’ was 1.8 Gy.Midline shielding was p&formed at 50.4 
Gv.Total ERT dose was 54 Gv in operated patients and 59.4 Gy in inop- 
erable patientsone fraction of 9.25 Gy was applied to 5-7 mm-from the 
vaginal surface in operated patients and two fractions of 8.5 Gy at weekty 
intervals were applii to point A in inoperable patients via microSefec- 
tron-HDR machine.Four-hundred-seven patients had endometdat cancer 
and 364 patients had cervical cancer. Two hundred-ten cases with cervical 
carcinoma had been operated.ln patients with endometrtal carcinoma total 
doses at vagina, bt@der and rectum were 60.38 Gy, 56.2 Gy and 56.8 
Gy respectively. BED for the same points were 79.35, 68.63 and 67.37 
respectively for eady effects and 123.67, 97.65 and 94.85 for late effects. 
Awte morbidity rate was 4lS%.Ninety-two patients had grade I;42 had 
grade II,1 had grade 111 bladder morbidity;25 had grade I,4 had grade II and 
1 had grade 111 rectal~morbktii. Late morbidity rate was 2O.%.Ftve patients 
had grade I,11 had grade II,1 hart grade Ill bladder morbidhy;2 had#grade 
I,8 had grade II and 2 had grada Ill rectal morbtdky;24 had grade I, 28 had 
grade II and 4 hatd Grade III vagina) morbidity.Total doses at vagtna,bladder 
and rectum in ooemted oattents with cervicel cancer were 60.51 GM 56.53 
Gy and 56.67 dy respe&vely,BED for the same points were 79.77,69.36 
and 67.52 for earlv effects; 124.74. 99.3 and 95.17 for late effects. Early 
morbidii rate was38.l%.Forty patients had grade I,26 had grade II bladder 
morbidity;4 had grade’ t,5 had grade II rectal morbidity and 5 had grade I 
vaginal rnorb&r.Late morbtdity rate was 30.9%.Fwe patients had grade 1,8 
had grade It.2 had #grade 3 bladder morbii;2 had grade I,4 had grade II 
and2 had grade It1 rectal morbidky:l9 had grade I,17 hed grade tland 6 had 
grade llbvaginaf nlorbidity.Totaf doses at vagina, bladder and rectum in in- 
operable patients were 70.92 Gy, 68.71 Gy and 62.38 Gy respectively.BED 
for these pointswere 97.43,89.64 and 81.63 respectively for early effects 
and1.59.3,143.16and126.56forlateeffects.Acutemorbidkyratewas39% 
being mostly (95%) grade I or II bladder morbidity.late motbidii rate was 
61.7% being mostly (94%) grade I-III vaginal morbidity. 

G.S. Tanq’, C.S. Tsai’, J.H. Hong’, K.C. Tsao’, C.H. Lai3, TC. Chang3, 
L.C. See4. 1 Chang Gung Memorial Ho&at/, Rac#ation On&lo&, 
Tao-Yuan Counfy,-Tai&;2Chang Go6 h%moda/ Hosplatl, &@a/ 
pathol~ Tao-Yuan County, Tswan; 3 Chang Gung Mamodal Hosplalt, 
Gynecologiic Oncolm 7ao-Yuan Coon& Taiwan; 4 Chang Gung 
University, Public Health, Tao-man Coonf)! Taiwan 

Putpoae:To invest&ate mutual corretatton among DNA ptoidy, &phase 
fraction (SPF), mutant P53, human paptllomavirus (HPV) type 16 and 18 
and their impact on complete remission (CR), 2 year retapse free (RFS) 
and 5 year overatt survival (OS) rates. 

Methods:Archttat spedmous from 75 irredfated only, patients with cervi- 
cal carcinoma were cotlected. All pattents had a minimum WIQW-up-period 
of 5 years. Potymerase chain reaction (PCf?) sod Row cytometry were used 
to identify the status of HPV 16, 18 and DNA plpidy as well.& proliferatfve 
activity (SPF with a cut-off value of 10). The s&i+quantitattte ,approach 
was used to identtfy the presence of mutant P63. The tmmur&tsto&emtcal 
staining reaction of formalin~fixed, paraffin-embedded spec&en was eval- 
uated by assessments of the overall stafning intensity and by the fraction of 
stained celle in percentage categories. 

Resutts:Cormlation between potential bttc markers and CJinicooatho- 
logic factors and treatment outcome reveated that aneuplovd pattern ielated 
signfficantfy to a high value of SPF 10 (P = 0.601) whkrh in tern related 
to-a high &port& of positive HPV 18..(p = O.O&‘) but a reMively low 
CR rate (p = 9.047). The presence of mutant P63 hec’no di@ct impact on 
pathology, (0.729). stage (p = 0.570) DNA ptoidy (p = 0.723), SPF 10 (p = 
0.724) HPV 16 @ = 0.113) HPV 18 (p = 0.528) and 5 yearGS(p = 0.374). 
Both of positive HPV 16 and t 8 relate to more advanced dir&at stage (p = 
0.007 and 0.005) while only posittve. HPV 18 showed a higher pop&ton of 
patients wtth poorly differentiated squamous cell carcinoma & decreased 5 
years OS rate comparing to HPV 18 (-) pattents (p.= 0.0372). 

Conclusion:None o f mutant P53, DNA ptoidy and HPV 16 showed 
significant correlation to clinical CR rate, 2 year R& and 5 year OS. Both 
of HPV 18 and SPF affect treatment response while only a low SPF predict 
independently a high CR rate. 
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Phase II study of capeqitablne (C) in pat&W with metastatic 
squamous cell carcinoma of the cervix (SCCC) 

V.M. N.A. Ermakova, R.V. Onova+ A.I. Semenova. 
S.A. Protsenko, T,D. Mikhaiktchenko. N.N.P&mv &s&n?& lnskyute of 
Onwlog~ Biotherapy and Bm St.Fi%ersbug, Russian F&eration 

Aim: The efficacy of C correlates with the tevel of thymldine phosphorylase 
acttuky (key enzime of c’s metaboksm). The highest thymidtne phosphory- 
lase acttvtty is regtsteredin SCCC tissue. 

Pattents and metbodm Pts with histologicat ~verifii ,met&tatic SCCC; 
measurable disease outside irradiated IkMs; WHO PS <: 2; m&therapy at- 
lowed if finished z 3 months, no more than 2 lines of~patliiechemotherapy 
(CT); adequate liver, renal, hematok@cet functions. 

‘Iteatment Therapy consisted of C 2 699 mg/m2/dah dl- Ut4, q 3weeks 
(I- 8 cydes). Total number of cydes: 72. Median, dumtton of treatment: 7 
weeks (min - 3, max - 28). 

Results: 25 pts have been aacmed; results on24 pts ere avalabte. Pts 
charactettsttcs: median age 44.0 (25-70); medkin .WHO-PS - 1. 

Pfevtous treatment: none - 2 ots. radiotheraov - 11 eta. 
surgety+mciiotherspy - 12 pts, CT - 15 pt& CT-naive 2 10 &$. 

Cveral RR - 4l24 pts (17%) (CR-2, PR.2); NC -‘1m bts;Pb.-lo/24 pts. 
Duration (ii month&of CR: &‘and 7+, of PR: &land&: median duration 
of NC: 2.5. Three of all responsive phi were CT-natve. 

All pts were evaluable for toxiq exept 1 (krst for fdlow-up after 1 oycte). 
Toxicity indud~ hand-foot syndrom: G3 - 1/24pts(t&% .ef cydes); G 
l-2 - 11/24 ots 143% of cvcles): G l-2 diarrhea: 5&!4 ma@% of cvded; 
G 1 stomatitis: 4/24 pts(8%of ” 
&es): G I-2 asthenia: 12/24 ( 

G ‘l-2 n&sea: ig4 pts ti50/0 of 
cydes); G1 dermatfks: 1/24pts (3% 

oi~y~i&. 
Conch~5lon5: C Is well tolerated end dinicalty active r$rtostatic agent In 

CT-naive pts with metastatic SCCC. 


