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Early recurrence and genetic alterations in colorectal cancer 

M. Majem’, M. Navarror, A. Urruticoechea’, V. Moreno’, M.A. Peinado’ , 
J. de Qca2, MC. Galan’, E. Guirol, JR. Gena’. l/nsfifuf Catala 
d’Onc&Vogia, Me&al Qnncology, L’Hospitaiei. Barcelona, Spain; * Ciutat 
Sanitaria i Universitada de Betlvitge, Digestive Sugev, L’Hospitalet. 
Barcelona, Spain 

Introduction: Early recurrence (ER) in Colorectal Cancer (CRC) is not 
frequent when surgery has been performed correctly~ The prognostic value 
of genetic alterations tn CRC is controversial, both for overall survival and 
for eady events like recurrence. We present the rssufts of a study about this 
latter subject. 

Objecttves: To explore the prognostic value of clinical and pathological 
variables and genetic alterations for ER of CRC. 

patients and methods: Eiiiibte pattents were all consecutive diagnoses 
of CRC at our Hospital during the period from January 1996 to December 
1998. Patients with disseminated disease or surgical margins invasion were 
excluded. ER was defined as tocal or systemic progressive disease during 
the ftrst year after surgery. Clinicat and pathological variabtes of interest were 
sex, age, tumour locatton, tumour size and nodal involvement, histological 
type and grade. Genetic alterations, determined with fresh tumour tissue 
available, were mutattons in k-ras oncogene, ~53 tumor suppresser gene 
and mtcrosatellite instability (Ml). Association of each variable with early 
recurrence was assessed with a two-sided Fisher’s exact test A logistic 
regression model was built to determine those independent prognostic 
factors. 

Results: 561 patients were induded during the study period. Mean age 
was 64 years (38-92) and 60.4% were male. 36.7% (206 patients) of all 
tumors were located in rectum and 63.3% (355) in colon. Tumor stages 
were A. 51 pts (9.1%); B1,61 (10.87%); 62,219 (39.03%); Cl, 21 (3.74%); 
c2 209 (3725%). 

288/561 pts (51.3%) received postoperative chemotherapy and 1351561 
(24.06%) pelvic radiotherapy. K-ras mutation was Uetected in 1181299 cases 
tested (39.5%). ~53 mutation was detected in 65/124 (52.4%). MI was 
detected in 24/294 (62%). ER was observed in 56/561 (9.6%) pts. These 
were tocal in 8 pts (13.8%) systemic in 40 (69%) and local plus systemic in 
10 (17.2%). ER was related to Stage (p==O.Ol), nodal involvement (p=Q.O02), 
lymphatic vessels invasion @=0.002) and association of k-ras m,utation and 
Ml (p~O.05). Nodat involvement, lymphatic vessels invasion and having 
both k-ras mutation and Ml (p&0455) remained statistically significant in a 
multiiariate logistic regression model. 

Conclusions: This analysis has shown that ER of CRC is mainly related 
to nodal invoivement, lymphatic vessels invasion and the association of 
k-ras mutation and microsatellite instability. 
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Phase III trial of bo!us Bduorourapil (tWU)Eollnic acid (FA) 
(MA’fO) VS. wqekly iqxaliplatin (OXA) plus high dose 24h 5-FU 
Infuslon/FA in patlents with advanced colorectal cancer 
(CRC) 
A. Grotheyr , T. Buechete’, H. Kroening2. K. Ridwelskis, P. Reichardt4, 
A. Krekschmar4, M. Clemens5, H.J. Schmoll’ r University of Hat/e, 
Hematology/On&~ Halle, Gernbny; 2Alt.siMt Hospifa;, Internal 
Medicine, Magdebug, Germany; 3’Untiersily of Magdebug, Surgery, 
Magdebug, Germany; 4 RRK Berlin-Buch, Hematotogy/Oriwl~, Berlin, 
Germany; 5 Bonomaeerinnen Hospital, Memat Medicine, Trier, Germany 

Rattanale: S-FUiFA plus Oxaliplatii (OXA) has shown to be superior to 
infustonal 5-FU/FA in terms of response rate (RR) and progression free 
survival (PFS) in patients wkh advanced CRC. However, this combination 
has never been compared-with bolus 5-FU/FA. After a phase II study which 
demonstrated encouraging activity and low toxicity in patients refractory 

to 5FUiFA (ASCO 1998, abstr. 61) a randomized study was initkited 
comparing an OXA plus 5-FU/FA combination regimen~(Ann B - OXA 
2h infusion 50 mg/m2 + 5-FU 24h infusion 2OOOmg/m2/FA 500 mg/m2; 
dl,8,15.22. qd 36) with the standard Mayo Clinic protocol (Arm A). 

Patfents: 252 pts. (A 129, B 123) were randomized by 60 cenfers 
within 435 days. Both treatment arms were weft b&needfor mainpatient 
characteristics with the exception of previous adjuvant therapy (A 26%, B 
14%). 

Results: 229 pts are evaluabte for toxidty (A 116, B 113; 1461 cyctes)and 
219pts (A 110, B109)foref6cacy.Toxfcitywascon@arable inboth treatment 
amrs with WHO “3/4 toxicity: neutropenia 7.9% vs. 1.7%,.mucositts 1.8% 
vs. 0.6%. diarrhea 2.7% vs. 4.7%. vomiting 0.5% vs. 1.1%. WHO Ytl4 
cumulattve sensory neuropathy occurred in 3.5% of pts, exctusf#ely in Arm 
B. RR was sianificanttv increased in Arm B with 51.4% vs. 21.6% (95% Cl: 
41.5 - 61.2%~VS. 14.i - 31.9%). After a median follow-up of 8.1‘(A) and 
8.8 (B) months, 62.70/ (A) and 53.2% (B) Of pts had pro$tr&r$ve disease 
resuitiag in a significant diterence in PFS of 5.6 (A) vs.-8;O (B) months 
(p=0.0001). As of March 2001, 56.9% (A) and 73% (B) of pts are still alive, 
so that refiabte data on overall suwfvat cannot beeaieulat&l yet. 

Conclusion: Weekly OXA plus 5-FU 24h/FA has ,superior an&tumor 
activity compared with the Mayo Clinic profocol without enhanced toxkzity 
except sensory neuropathy and could therefore serve as b,asls for the addi- 
tion of other antineoplastic agents to further increase its efftcacy. Updated 
data on RR and PFS as well as overall survival will be presented at the 
meeting. 
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Intravenous (IV) vs intrabePatkz arterial @t@Q5*iPcoWin 
for colorectal (CRC) IiverinetasWes: prebnkiarj &Wts of 
the mrc crOs/eortc 409f2 rando&ed triW 

C. McArdle, D.J. Kerr, J. Ledermann, D. Miiza, D. Sherlock, I. Taylor, 
P.M. Schlag, D. Cain, R.J. Stephens. MRC CTU, Cancer Division, London, 
UK - 

IHA therapy should deliver higher doses of drug to me liver wkhreduced 
overall systemic exposure. An IHA regimen was designed whiqh used the 
same drugs and schedule and achieved similar toxicity and ,steady-state 
venous 5FU levels as the standard de Gramont IV re#nen. Patients with 
advanced CRC with metastases confined to the liver wera randomised-to 
either IV or IHA. On days 1 and 2 of a P-week cyde, IV patients received 
LV 200 mg/m2 IV over 2 hours, 5FU 400 n’@m2 6intnute, bolils and 600 
mg/m2 IV 22-hour infusion, and IHA patients received LV 286 .mgIm2 iv 
over 2 hours, 460 mg/m2 15minute IHA infusion and 16gi’rn2’~-hour IHA 
infusion. The tnat was dosed in August 2000, when 298 p&ents,bad been 
entered from 16 oentres in 6 years. Median age W patients was 61 years, 
70% were mate, 65% WHO PS grade 0.68% had colon cancer,.anU these 
characteristics were well balanced between the two arms. Qf the 145 IV 
patients, 16% did not receive any allocated therapy, but .77% deceived 6+ 
cycles of chemotherapy. M the 145 IHA pattents, 37% did not start, and only 
35% received 6+ cycles. The additional problems in the HA group were 
inabilitv to insert the catheter, or infected. leaktna’or btoc&Y catheters. 
dllnicians reported similar levels of toxicity, and @tie@, completing the 
EORTC QLQC30 and HADS, reported similar c@ity iif life, in both arms. 
There was no clear evidence of a difference, in pro$ession-ffee survival 
(HR 1.21 95% Cls 0.93-1.58, p=O.15) or over&f Mjrvlvat (HR 0.97 95% 
Cls 0.73-l .29, w.82). From randomisation .mediin and 2-year survival 
were 13.4 and 14.7 months, and 23% and 26% forlV and IHA respectively. 
This trial suggests there is no obvious role ‘for this IHA regimen in the 
management of hepatio metastatic CRC. 


