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Impact of inultimodaflty appr~&ch.to patfeats with color&al 
cancer. The~experkirce0fa hospital reglstryoftumors 

M. Navano’, A. Urrukcoecheal, M. &lajem’, J. Ribes*. Ft. Clerfer?, 
J. Germa’, X. Bosch*, J. Bon&. ’ lnstitut C&a/a d’Onw/ogia, Clinica 
Onw/w Barcelona, Spain: 21nstifut Cal& dOnc&gia, Epidemiology 
and cancer Registry; Barcelona, Spain; 3 lnstitut Catala d’Oncologia, 
Cancer wntrol and prevention, Barcelona, Spain 

Introduotlon: Colorectal cancer (CRC) is the third tumor in relevance in 
our area. The high incidence of this tumor makes mandatory an accurate 
analysis of the impact of muttidmodafity treatment in the survival of affected 
patients (pts). 

Object&e: To determine the relative survival of pts afected by CRC diag- 
nosed and/or treated in our sanitary area analysed by age, sex andtumoral 
stage since 1993, date of implementatton of a systematic, mutimodality 
treatment of CRC. 

Pa6ent6 and methods: From 1993 to 1997, 1528 pts affected of CRC 
were registred in our Hospital Registry of Tumors (HRT). We crossed our 
data with data from Regional Registry of mortality in order to know the vital 
state and reason of death. The observed survival rate was determined by 
Kaplan-Meier method, the expected survtval rate by Cox model using the 
Regional population death tables. Relative survtval rate was calculated as 
the quodant between observed and expected survival rate. We wmpared 
our results with other results reported from USA, Surveiflance Epidemiology 
and End Results Regtstry (SEER) and Europe, EUROCARE. 

Results: Relative survival in women with CRC was 0.59 (0.54-0.66) 
and in men 0.57 (0.52-0.62). In Europe, five years survival was: ,women 
0.41-0.56 and men 0.40-0.56. Survival anafysfs by stage in our HRT was for 
women Stage(E) IO.96 (0.63-l), Eli 0.82 (0.71-0.81), Elk 0.6Q (0.51-0.71) 
EIV 0.09 (0.06.0.23), unknown E 0.34 (0.20-0.57). And for men El 0.86 
(0.73-l) Eli 0.74 (6.65-6.86), Elll 0.5 (0.46-0.62), EIV 0.17 (0.10-0.19). 
unknown E 0.36 (025&53).The existence of a “hospital byass’ can be 
observed when focusing diierences in distrfbutk~ by stages between HRT 
and SEER (HRT I 11.4%, II 2&Q%, 111 33.2%, IV l&6%, Unknown 10.8%; 
SEER: I 17.1%, II 2&l%, Ill 21.1%. IV 17.1%, unknown 16.6%). Five 
years relattve survival in HRT/SEER were: I O.QO/O.QO, 11-111 O&3/0.65, IV 
0.14K1.08, unknown 0.3YO.34. 

Comctuslons: These results show that survival in CRC in our HRT is 
better than the one observed in Europe and similar to SEER. Atthough 
we cannot appty these resutts to a general population we can wnclude 
that a multimodality approach to these pts with a good oncologic surgery 
wtth high index of salvage resections and a correct coordination with 
chemo-radiotherapy treatments leads to an improvement in survival. Using 
hospital survival analysis we will be able to evaluate further therapeutic 
approaches in oncology. 

1104 POSTER 

Preoperathre (phemo)radfotherapy for rectal cancer: 
Influence of treatment schedule on locoregional control 

K. Haustemtans. L Goathals, B. Brankaer, E. Van Cutsem, A. Dlioore, 
L. Filez, F. Penninckx. University Hospitals G&h&berg, Leoven, Seigium 

Purpose: To assess the influence of two different preoperative schedules 
on down staging and locat controt. 

Material i? Methods: 118 patients with adenocarcinoma of the rectum 
were referred for preoperative radiation between 1995 and 2000. Local 
tumour extension was assessed by ctinicaI examination, echoendoscopy 
and CT scan of the pelvls. There were 7 Stage I turnours, 39 stage II and 72 
stage III. In 72 patients the tumour was located 56 cm from the anal margin. 
Two different preoperative schedules were used: 54 patients were treated 
with 10 times 3 Gy followed by surgery 38 days (14-58 days) later, the 
other group of 64 patients were treated with 25 times 1.8 Gy combined with 
5-FU. LV during the ffrst and last 5 days of irradiation. The interval between 
the lest day of irradiation and surgery was 41 days (14-I 11 days) in these 
patients. In 55% of the cases postoperative adjuvant chemotherapy was 
$tiVWl. 

Resulte: Local control at 1.2 and 3 years was lOO%, 96%, 90% respec- 
tively, disease free survival was 97% at 1 year, 87% at 2 years and 77% 
at 3 years. There was no statisticalty significant difference in T&a&(X* 
= 4.Q8, p > 0.05)’ or distance of the t&our from the anal margin-(* = 
0.77, p > 0.65) between the twopatient grpups; the number of patients with 
clinicalty positive nodes was higher in the group treated with,preoperative 
combined modality treatment (Xs = 9.44, p 5 0.625). The anal sphincter 
was preserved in 82 patients (69%); in 60 patients a TME with wnstruction 
of a wlo-anal J-pouch was performed. Sixty three percent of these patients 

had a temporary pmtecttve ileostoma. Down staging, defiiasa reduction 
in the pathotogtcal stage compared to the ctinicat stage, .was obtained in 60 
patients (51%). 26 of these pattents were tatted with’the attort sahedtrle. 
In 15 patients (13%) there was no residual torn@ teft tnthe resection 
specimen. Only 4 of these patients were treated whh 36Gy in 10 fracttons. 
Seven pafients developed a locat recurrence, 3 of these were kradiated to 
a total dose of 30 Gy. Distant me-&stasis were detected in IB‘patients, 10 
of them were treated with the short schedule. 

Conch&on: There was no signiticant ~difference in down staging or 
local control between the short and the long irradiettor-schedute. The 
anal sphincter could be preserved in 73% of the p&fents. ,Ttte upfront 
use of chemotherapy had no statistii significant irifkrence on sphincter 
preservation or down. staging, although more complete regressions were 
obtained in the patients treated with the combined modality. 
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BAX protein, expression (BAX-E) correla+s with focal 
invasiveness In primary colon cancer (CC) 

T. Okechr , 0. Nehls’, C. Hsieh’, K. Holzrnann’, M. Sarbia3. 
A. Greschniok2, H. Gruennage14, R. Porschen5, M. Gregor’, B. Klump’. 
’ University of Tuebingen, DeparLment of Internal A6e@&e f, .&ebingen, 
Germany; 2Un&ersify of Tuebingen, Deparfment oRP.&o~~ kebingen, 
Germany; 3 University of Duessehrf, Department q Patholos): 
DuesseMorf, Germany; 4 Eangeiical Hospital, Department of Surger)! 
Duesseldorf. Germany; 5 Central Hospital Bremen fast, Depar!ment of 
Internal Pkdicine~ Bremen, Germany 

Purpose: The existing mukknodaJ treatment optiong for CC require better 
prognostic markers to adapt treatment strategies to the jndividual pe&nte’ 
tumour biologv. An imbalance between apoptoeis and -prokferatkm is be- 
lieved to influence the course of malignancies. Recent work has shbwn 
that pro-apoptoti Bax-E. in liver metastasis is of pmgnoettc sisnificanee in 
stage IV CC; We sought to test the prognostic mla of &ax& inprimary CC. 

M&~oder Archiial tumour specimens of 371 pats. with Dukes A, B 
or C CC were retrieved. All pats. underwent R&surgery in one singular 
instttution and did not receive adjuvant chemotherapy. Fotlow up was 
performed in accordance to a standardized protocol (me&m folkrw-up 31.6 
mohths). &x-E. was determined by semiquantitattwe immunohtstochemical 
assessment (AB N26, Santa Cruz, USA). 

Results: Bax-E. was detected in 363 of the samples (Q&‘i%). Cveratl 
staining of 100% of the tumor cells was detected in 141 samples (38.0%). 18 
(4,9%) showed no staining at all. The mean percentage ,of B$x&pressing 
cells was 91.5%. Evaluation of the percentage of poeittveceils, the staining 
intensity and the Bax index invofvtng both intensity ano percentage ofBax 
positive cells failed to show a significant inflirence’on overall survival (OS), 
Nor did disease free survival (DFS) correlate ato Bax staining properties. 
OS was rather influenced by the. UICC stage&ease m&pseand age. 
Interestingly Bax staining triter&y and the Bax~index- Correlated te, the 
invasion stages of the tumor (p=6.015 and 0.013 r&pectiveiy) and the 
grade of differentiation (G category p=O.OQt). 

Conclusion: Neither the percentage of‘bax poshtve tumour cells nor 
the intensity of bax expression pmved to have a prognostic sigr$ffcance in 
regard to OS or DFS. However, a decmasaof Ba@E. -showed a signffiint 
correlation with higher depth of tumour tnva&m (I’ category) and the 
differentiation grade. It is concluded; that bax ccmkibuti to the lobal 
aggressiveness andktvasion but that overatf prognosis tn CC, which most 
often is determined by the devhpment of dtstant metaetaets, is most 
certainly influenced by other factors. 

This study is supported in part by the Deutsche Krebshilfe (762601) and 
the lnterdisciplhary Centre for Clinical Research of the Univ. of Tirbingen 
(IWF lliS2). The last author is supported by the German Competence 
Network for Inflammatory Bowel Disease. 

1106 POSTER 

Role of the DNA mismatch repirir swem F\ the 
responshfeness of mefastatic&orectal i2arMrs to 
chemotherapy with (XT-11 (Irlnotecan) 

D. Fallik’, V. Soige’, F. Borrini*, C. Mique12, J.C. S&ourtn*;S. Jacoba, 
M. Ducreux’ , F. Praz3. r hstiiut Gusteve Rrwssy; Meclicine, Villejtt~ 
France; 21nstitut Gustave Roussy Medicine, ViHeiuif, France; 3 CNRS, 
UPRS 169, Villeioir, France 

The aim of our study was to assess the potential ~tat@hfp between the 
microsatellite instability (MSI), a feature of tumors whh DNA mismatch repair 
defect, and the response to CPT-11 treatment. Fifty patkmts with metastatic 
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colorectal cancer treated with CPT-11 were included in our retrospective 
study. The expression of hMLH1, hMSH2, and Bax was analyzed all tumors 
bv immunohistochemistrv. The MSI ohenotvoe could be detemrined in 44 
tumors through the analysis of the’mono&leotkfe tracts located in the 
coding reoions of RII-TGFb, BAX, hMSH3 and hMSH6 genes, and that 
of BAT26:A partial or minor response to chemotherapy with CPT-11 was 
observed in 11 patients, disease stabilization in 19 patients and progression 
in 20 patients. Staining of hMLH1 was undetectable in 3 of the 50 tumors, 
whereas only 1 tumor lacked hMSH2 expression. We found no association 
between a defect in hMLH1 staining and the response to CPT-11. Among 
the five tumors that displayed a MSI+ phenotype, four had frameshift 
mutations within TGFb-RII, BAX or hMSH3 genes. Among these, 3 tumors 
displayed mutations in BAX and showed a markedly reduced staining 
with the anti-Bax antibody. A decrease in Bax expression was associated 
wlth a better response to CPT-11 (p~O.001). We also found a significant 
correlation between the MSI+ phenotype and the umor responsiveness 
to CPT-11 (p<O.OOl). Our preliminary results indicate that MSI screening 
could help to select patients who would benefit from chemotherapy wkh 
CPT-I 1. 
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Randomized study of postoperative chemotherapy (CT) after 
preoperatlve chemoradiation (CTRT) In locally advanced 
rectal cancer &ARC). Preliminary results 

L. Cionini’, B. Manfredi’, A. Sainato’, M. Panichi’, M. Friso2, 
V. Valentini3. M. Luoattelli4. A. De Paoli5. ‘Radiotherzw Oncolow 
University oi Piss, bias. Italy; 2 Radiothempy and Nuclei Medic6 
Hospital of Padua, Padua. Italy; 3 Radiotherapy, Catholic Universi~ Rome, 
Italy; 4 Radiotheram Monteka Hospital, Perugia, Italy 6 Radiothenqq 
National Tumor InstYtute, Aviano, Italy 

Purpose: to assess the value of concomitant CTRT as preoperative treat- 
ment and of postoperative CT in LARC. Study design: multkzentrlc random- 
ized 9/93-2/01. Random arms: preop. CTRT ali cases; Arm A: surgery + 
observation; Arm B: surgery + postop CT. Endpoints: preop. CTRT compli- 
ance, toxicity and tumor downstaging; postop. CT: freedom .from lot. and 
dist. recurrences, survival. 

Matherlals and methods: 636 pts. (Arm A 309. Arm B 326). Inclusion 
criteria: tumor invading the perirectal fat at DRE (fled or tethered) or at 
intrarectal US; age betow 76; tumor origin lower 2/3; adenocarcinoma. Pts 
characteristics: males 419, females 216; median age 62 yrs; fixed 109, 
tethered 425, pedrectal fat at US only 95. Preop. CTRT: 45 Gy (180 cGy x 
5 weekly); 5-FU 350 m@rnq and Folinic Acid 10 mg/mq days 1 to 5 and 29 
to 33, of the RT course. Postop. CT (Arm B): 5FU 350 mglmq and Folinic 
Acid 100 mg/mq days 1 to ,5. six cydes, 3 weeks apart. 

Results (to be considered preliminary as the data collection is still ongo- 
ing): Compliance to preop. CTRT: full treatment 584 (92%); RT only 3; 1 CT 
course 44; no CT and RT 7. Surgery: inoperable 15; refusal 4; died before 
surgery for intercurrent death 7; for disease 2; for toxicity 3; missing data 
42; undergoing surgery 562 (88.5%%). Type of surgery: ,APR 168 (33.5%) 
LAR 340, TEM 24, palliative 10. Perioperettve morbidity: anastomotic dei- 
escence 44, perineal abscess 12, intestinal occlusion requiring surgery 12. 
Clinical downsizing (sumical evaluation): Tumor size reduction >,50% 353 
(64.2%). Downstaging [pathological examination): TO 96 (17.4%). Tl-T2 
201(36.5%), T3 253; ,N+ 122(22.2%); positive margins 16(2.9%). Compli- 
ance to p&top. CT: randomised Arm B 326; rec&ing 6 cycles 149, < 
6 cycles 37, refusal 54, .mtssing data 66. Follow-up: data available 536; 
median length 24.8 months; local recurrence only 28~ (5.2%): local and 
distant 19 (3.5%); distant only 114 (21.3%). OS 5 yrs 67.3%. Prognostic 
factors: initial T extent p-&02; APR p< 0.05; downstaging ~~0.05; pN+ 
pt0.05. Treatment arms: distribution of prognostic factors well balanced; 
no difference neither in recurrence rate (no of events: Arm A 71, Ann B 71) 
nor in survival (Arm A 63.5%, Ann B 67.5%). 

Conclusion: concomitant CTRT was proved feasible as preop. treatment 
in LARC and resulted in a high downsizing/downstaging and in a low local 
recurrence rate. Postop. CT had a Ipw compliance and did not result at the 
moment in any advantage on relapse rate or OS. 
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Evaluatlon of the clinical Impact of serum tumor markers in 
colorectal cancer. A prospective longitudinal study 

F. Guadaani’, P. Fenoni’, S. Mariotti3, R. D’Atessandro’, M.R. Abbolito’, 
R. Mancini’. F. Graziano’, 0. Buonomo3, M. Roselli3, M. Cosimelli’. 
’ Regina El&a Cancer Institute, Rome, Italy; 2 University of Rome La 
Sapienza, Rome, /tab 3 University of Rome ‘Tar Vergata”, Rome, Italy 

Purpose: A controlled prospective study was designed to establish the 
efficacy of CEA, CA 19-9, and CA 72-4 serum markers as ‘decision 
making’ clinicat parameters when used in combination with the accepted 
diagnostic procedures in colorectal cancer, and to determine whether or not 
early treatment will have an impact on patient survival. 

Methods: 315 consecutive patients with pathologically confirmed ade- 
nocarcinoma of the wlorectal tract were assigned to a Study (n=220) or 
Control Arm (n=95), and followed for at least 3 years after surgery, or until 
the time of diagnosis of recurrence. Blood was taken for tumor marker 
estimation at each follow-up. An increase in serum marker levels was con- 
sidered significant either when negative serum levels became positive or 
when an increase of greater than 50% of the mean of two previous positive 
levels was detected. 

Results: The three serum markers paralleled the status of the disease in 
approximately 70% of the cases. No false positive were observed. The time 
interval between tumor marker increase and clinical diagnosis of recurrence 
was significantly shortened in Study compared to Control Ann, allowing an 
earlier diagnosis and,treatment of recurrence (p-zO.OOO1). For all markers 
the majority of the patients in the control arm had times to restaging greater 
than 150 days. As a result, radical surgery for recurrence increased from 
28.1% (Control Ann) to 40.3% (Study Arm). Moreover, when the two arms 
were compared, an increased survival time for patients undergoing radical 
surgery for recurrent disease (Log Rank= 11.3, p-z 0.001) was observed in 
the Study Arm. Patients in the Study Arm who received chemotherapy had 
a median survival time longer than patients in the Control Arm1 (Log Rank= 
8.53, p= O.OKl5). A signtfkant improvement of the overall survival rate of 
wlorectal cancer patients was observed in the Study Arm (log Rank= 18.7, 
p< 0.0001). 

Conclusions: We can conclude that serum tumor markers can be used in 
combination to ‘guide’ the timing for diagnostic imaging procedures durtng 
post.surgical follow-up of wlorectal cancer patients. The adjunct of serum 
tumor markers in the post-surgical follow-up of wlorectal cancer patientswill 
allow an early diagnosis of recurrent disease, which may still be treatable 
by radical surgery, thus significantly increasing the overall survival. 
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Thymldylate synthase and dihydropyrimldine 
dehydroge-nase expression in stage II and Ill colorectal 
cancer patlents receiving adjuvant Mluorouracil 

M. Kommann’, K. Link’, S. Sander*. M. Kron*, J. StrBter3, W. Schwabe4, 
P. HBussler4, D. Behnke4, H. Begerr ’ Univwaity of U/k?, Geneml Surgery; 
U/m, Gemmany; 2University of U/m, Biostatistics, U/m, Gemmany; 
3 University of U/m, Pathology; U/m, Germany; 4 Oncoscreen Research 
Instifufe, Jena, Gen-nany 

Purpose: To investigate the Importance of thymidylate synthase (TS) and 
dihydropynmidine dehydrogenase (DPD) expression forthe disease specific 
survival of patients with wlorectal cancer (CRC) receiving adjuvant 5-FU 
chemotherapy. 

Methods: In paraffin-embedded primary tumor sections of 309 patients 
which parttcipated in our adjuvant studies of colon (FCGT-1) or rectum 
(FOGT-2) cancer TS and DPD gene expression analysis could be suc- 
cessfully performed. mRNA quantiiation was performed using a reverse 
transcription poiymerase chain reactton technique with b-actin as internal 
standard. 

,J?esutts: The median TS level was 0.75 ‘(range: 0.21 - 7.21) and the 
median DPD levels was 0.28 (range: 0.01 - 1.62). The effect of TS and DPD 
on survival was analyzed in 295 patients. Univatiate analysis revealed that 
only nodal stage, UICC stage, and TS were associated wtth disease specific 
survival, while DPD showed a slight tendency. Thus, patients with lower 
nodal stage, lower tumor stage, or higher TS (> 0.6) survived longer and 
patients wkh lower OPO levels (f 0.4) tended to survive longer. t,tultiple Cox 
regression analysis showed that besides tumor stage only the combination 
of TS and OPD expression turned out to be a prognostic factor :for disease 
specitic survival. 

Conclusionsc Among patients receiving 5-FU therapy these with high TS 
and tow DPD Ieve& have longer survival than those wlth low TS and high 


