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Results: Median follow up was 56 months for all living patients in lNT1 
and INT2a. In the subset of patients receiving 45 Gy with rectal tumors 6cm 
from the anal verge (INTl: n=143; INT2a: n=52;INT2b: n=29), there was 
a significant improvement in SP with the use of concurrent chemotherapy 
(41% at INTl compared to 13% at INT2, p < 0.0001). This finding was 
supported by a 38% SP rate in the INT2b group. A logistic regression 
analysis evaluating dinical prognostic factors (gender, year of treatment, 
diaanostic arade. tumor downstaging. circumferentialitv, and length) con- 
firmed that &ncunent chemotherapy-was the only independently sigr’ifficant 
factor influencing SP (p < 0.032). RFS and LC were not significantly differ- 
ent between INil and’ INT2a. F&low-up for INTPb is insufficient lo analyze 
these endpoints. 

Conclusfons: The use of concurrent 5FlJ with preoperative radiotherapy 
for T3 rectal cancer independently increases SP in low rectal cancer. RFS 
and LC appear to be unaffected. 
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Distinct pronostlc value of p53 overexpresslon and gene 
alteratlons In colorectal cancer 

A. Urruticoechea I, M. Navarro’ , M. Majem’ , F. Garcia del Mum’, 
D. Pares2, E. Gino3, F. Vilardel14, B. Lloberas4, V. Moreno3. ‘InstiM 
Catala d’Onw/ogia, Medica/ Oncology Barcelona, Spain; * Ciutaf Sanitaria 
de Belvitge, Digestive Suger~: Barcelona, Spain; 3 lnstitut Catala 
d’Oncologia, Epidemiology, Barcelona, Spain; ’ Ciufat Sanitaria de 
Be/tvitge, Pathology, Barcelona, Spain 

Introduction: Pronostic value of ~53 mutations in colorectal cancer (CRC) 
is still controversial. 

Objective: To assess the short-term prognostic value of p53 protein 
overexpression and gene mutation in CRC. 

Patients and methods: Between l/96 and 12/98, 512 patients (pts) 
were diagnosed with CRC. Among them, 419 had tumor tissue samples 
available for genetic tests. The present study is restricted to 126 pts. Mean 
age 67 years, 59% were male. Tumors were located in colon 68% and 
rectum 32%. Stage was l:li%, ll:40%, lll:36%, IV:13%. Pts with initial 
stage IV were excluded. Median of follow up was 25,5 months. Mutations 
in ~53 at exons 5-9 were detected by PCWSSCP and sequencing. ~53 
protein overexpression was analysed by IHC using antibodies DO-7. Also 
mutations in the K-ras oncogene were available. Cox proportional hazards 
models were used to assess asociation with disease-free survival and to 
estimate hazards ratio and 95% confidence intervals. 

Resuttsz Overexpression (0+) in p53 protein was evident in 75% of the 
tumours. Mutation (M+) in ~53 gene were founded in 55% of the turnouts. 
Agreement between results was: 52% both positive (O+M+) and 14% both 
negative (O-M-). Major disagreement was overexpression without muta- 
tion:27% (O+M-). Only 6% were mutated and did not overexpressed protein 
(O-M+). Overall, ~53 mutations did not associate with worse prognosis 
(HR=O.9/0.5-15/j. However, a trend was observed towards shorter survival 
in 1umours overexpressing ~53 protein (HR=1.6/0.9-3.00. Discordant cases 
(C+M-) showed poorer prognosis than negative concordant (O-M-) HR= 2.1 
(0.7-5.8). K-ras mutations were detected in 38% of the cases. Mutations in 
K-r@ were independent of ~53 alterations and also showed a trend towards 
poorer prognosis, HR=I .3 (0.9-l .9). 

Conclusions: This preliminary analysis has shown that prognostic value 
of p53 protein overexpression is higher than that of ~53 gene mutations. 
In the absence of detected gene alterations f153 protein overexpression 
depicts a group of CRC turnours with poorer outcome. 
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Any usefulness of oncofoetal markers (CEA and CA199) in 
the management of chemotherapy (CTH) of patients (mS) 
with metastatk col*rectal carcinomas (MCRC)? 

V. Trillet-Lenoir’ , F. Chapuis’ , Y. Barbier’ , C. Lombard-Bohas’ , 
J. Gaudin’, G. LIedo*, P. Valette’, P. Damand’, J. Bleuse3. ‘Hospices 
Civils de Lyon, Lyon, France: 2Clinique Saint Jean, Lyon, France; 5 Aventis, 
Paris, France 

Purpose: CT scan is accepted as gold standard for evaluation of response to 
CTH in MCRC. The potential helpfulness of less aggressive and expensive 
procedures. i..e.. CEAand CA149dasages, was prospectively investigated. 

Methods: From 03/97 to 01/99, radiological tumor response was as- 
sessed using spiral CT scan of the thorax abdomen and pefvis every 2 or 
3 CTH courses (8 weeks) until disease progression and for a maximum of 
5 consecutive visits in 91 consecutive ptS receiving 1st (82.4%) or 2nd line 
CTH for MCRC. At each visit, CEA and CA 19-9 dosages were performed. 

Results: CEA and CA19-9 values are available at baseline in 91 and 
89 patients and upper the normal value in 78 (85.7%)and 62 (69.7%) 
respectively. According to the RECIST response criteria (J Nat1 cancer lnsi 
2000; 92:205-l 8), the response rates are: CR+ PR=22, N&25, PD=41. 
In the majority of patients, the response status was determined during the 
first evaluation (visit #2). The percentage of relativevarfation of the CEAand 
CA1 9-9 values between visits #l and 2 poorly correlates to tumor response. 
In fact, a decrease is even observed in 55% of NC and 44% of PD pts with 
CEA (60% and 45% with CA 19-9). However, all 12 pts experiencing a more 
than 3 fold increased CEA and/or CA 149, regardless the baseline value, 
are classified as PD. 

Concfuslon: The use of tumor markers cannot be recommended for 
tumor response evaluation. Only 13% pts who present a 3 fold increase 
of CEA and/or CA 19-9 can be considered as PD without the need of a 
radiological confirmation. Taking into account the hospital costs, the cost 
benefit ratio of the use of tumor markers in addition to CT scan versus CT 
scan alone is minus 30400 FF (4635 euros). 
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Anemia in color&al cancer patlents: a prognostlc 
parameter 

D Chrner H. Eichler, R. Kafka-Ritsch, W. Kirchmayr, K. Ammann. Unk -9 
Hospital Innsbru&, Dpt of General Surgery, Innsbru&, Austria 

Anemia is a wmmon finding in cancer patients. In a variety of human malig- 
nancies the prognostic value has been demonstrated already. In wlorectal 
cancer, however, these studies have not yet been performed. Therefore, 
the aim of the present study was to compare preoperativefy obtained 
hemoglobin blood levels with various cliniw-pathological findings in a series 
of 485 consecutive wlorectal cancer patients treated at the Department of 
Surgery, University Hospital Innsbruck, between 1992 and 1999. 

Blood hemoglobin concentrations ranged from 5.7 g/dl to 18.1 g/dl. 132 
out of 485 (28%) patients ware anemic (hemoglobin levels 5 11 g/dl) prior 
lo operation. Hemoglobin values were statistically significantly related to 
gender (PC O.OOOl), turnour site (P= O.OOOl), pT stage (P-Z 0.01) and 
tumour stage according to UICC (PC 0.001). Anemia was more frequently 
diagnosed in female (33%) than in male (22%) patients. 58 out of 140 
(41%) patients wfth tumours of the right hemiwlon were anemic, whereas 
the remaining patients showed anemia in only 21% (74 out of 345). The 
proportion of anemic patients increased with pT stage. 10% of pT1,21% of 
pT2,29% of pT3, and 36% of pT4 tumours showed anemia. 30% of patients 
were found anemic in turnour stages II, Ill, and IV according to UICC. In 
contrary. only 14% were anemic in tumour stage I. Furthermore, anemia 
was associated with shorter survival times in wlorectal cancer patients (PC 
0.001) and Hazard rate rations showed that anemia increased mortality by 
53% (95% Cl 15% - 103%). 

The results of the present study strongly support the prognostic value of 
anemia in human malignancies. Further studies are required to evaluate 
the impact of anemia treatment on survival. 
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A phase I and pharmacokinetic study of irlnotecan glven as 
a 7 days continuous lnfuslon in metastatic colorectal cancer 
patients pretreated wlth 5-FU or raltitrexed 

G. Masi’, A. Di Paolo*, G. Allegrfni’, S. Cupini’, C. Gall?, C. Barbara*, 
R. Danesi*, M. Del Tacca*, A. Falwne’. ‘Livomo Hospital, Onwlog~ 
Livorno, Italy; * Pisa lJnivets* Pharmawlgy and Chemotherapy; Piss, /ta/y 

RatIonale: ltinotecan (CPT-11) is a cell cycle specifjc drug which, binding 
to topoisomerase I-DNA complex, causes single strand-breaks. However 
this is a reversible process and it is necessary that the topoisomerase 
I-DNA-SN-38 cleavable complex remains stable until the DNA replication 
fork reaches it to result in an ineversible double-strand break. This process 
may require several hours or days and therefore, although CPT-11 and 
SN-36 have terminal ha&IIves of approximately 12 and 24 hours respec- 
tively, a more prolonged exposure might enhance the formation of lethal 
double-strand breaks and cytotoxicity. Experimental studies also support 
this hypothesis. 

Purpose: We have initiated this phase I study to determine the plasma 
pharmacokinetic and the maximum tolerable dose (MTD) of CPT-I1 ad- 
ministered as a 7 days wntinuous infusion every 21 days in metastatic 
wlorectal cancer patients pretreated with 5FU or raltftrexed. 

Results: Thirteen patients (pts) have entered the study. Three have 
received CPT-11 at 20 mg/sqm/day, 4 at 22.5 mg/sqm/day and 6 at 25 
mg/sqm/day. Dose-limiting toxicity was WHO grade III-IV diarrhea which 
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occurrad in 4 out of 6 pts at 25 mgkqm and in 2 out of 4 pts at 22.5 
mgkqm; this last dose of CPT-11 (22.5 mgkqm) was defined as MTD. 
Pharmatinetic analysis demonstrated a Cmax and AUC of 0.034 mg/L 
and 3.635 hxmg/L respectively for CPT-11 and of 0.065 &L and 0.155 
hxmg/L respactivety for SN-88. This mean value of SN-36 AUC was 43% 
greater than that we had previously calcutatad in patients who had recsivad 
CPT-11 at the same dosage in a 69 - infusion (0.106 hxmg&). Twelve 
patients are evaluable for response and 3 (25%) partial responses and 2 
(17%) minor responses have been observed. 

Results: These pretkntnary results demonstrate that the treatment with 
CPT-11 seven days c.i. is feasible with diarrhea being the dose limiting toxi- 
city; recommended dose for phase II studies is 20.0 mg/sqm/day. Antitumor 
activity is promising and encouraging further investigation. 
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Phase I. study of triple drug combination of CPT-11 (C), 
dxaliplatin (0) and Tomudex (T) (COT) in previously 
untreated rnetastaticcoWe4W cancer~(MCRC): National 
~;~5lnstiite ofCanada Clinical Wils Group (NW CTG), 

J.A. Maroun’, D. Jonkers, L. Seymours, R. GoelI, W. Kocha*, B. Fisher3. 
1 Ottawa Regional Cancer Cenfre, Medical Onwbg~ Ottawa, Canada; 

‘London Regional Cancer Cenire, Medical Onwlosv; London, Canada; 
3 NC/C CTG, Kingston, Canada 

Objectlves: C,O,and T are each active as single agents in fylCRC. Data 
on several doublet combinations have demonstrated increased activity in 
this disease. The objectives of this study are to determine the Maximum 
Tolerated Dose (MTD), Dose Limiting Toxicity (DLT) and Recommended 
Phase II Dose (RD) for this triple combination. 

Methods: The starting dose of the three drugs was C: 2OOmgIm2, 
0: 9Om#n2 and T: 2.75 mg/m2 given I.V. on day 1 repeated every 3 
weeks. Patients (pts) with previously untreated MCRC, measurable disease, 
performance status ECOG ~3 and adequate organ function were eligible. 
Prior adjuvant fkroropyrimidines was permitted. Cohorts of 3 pts were to be 
treated at each dose level (DL) with escalation based on toxicity. 

Results: 16 pts (median age 60 yrs) received 43 cycles. No DLT were 
seen at DL 1 and 2. At DL 3 (C: 235 mg/m2. 0: 105 mg/m2 and T: 
27.5 m&1-12), 2/3 ots had DLT (diarrhea and dehvdration despite adeouate 
use of ~modtum). ‘No DLT has ‘been noted in 4 evaluable pts at DL 4 (C: 
210 mg/m2, 0: lOOmg/r@ and T: 2.75 mg/m2). Other non-hematological 
toxicities were mainty grade 1 or 2 andinckrded nausea (10 pts), vomiting 
(9 pts), anorexia (9 pts), fatigue (8 pts), diarrhea (8 pts) and alopecia 
(6 pts). lntemtittent and reversibte grade l-2 neurotoxicity was common 
and included 2 pts who received 9 and 11 cycles and consisted mainly of 
neuro-sensory symptoms with worsening on exposure to cold lasting 7-10 
days after therapy. Myetosuppression was generally mild at DL 1 and 2 with 
1 grade 3 thrombocytopenia at DL 3 and 1 grade 4 granutocytopenia of 
short duration at DL 4. There were no significant bkxhemtcal abnormalities 
other than expected grade 3 elevation in transaminases. 1 pt died due tp 
intra-abdominal disease progression during cycle 1 with bowel obstructton, 
vomtting and aspiration pneumonia with respiratory distress; this pt also 
had drug related early vomiting and myelosuppression. 7 pts are currently 
evaluable for response with 4 partial responses. 

Conchreion: Triple drug combination with COT is feasible with manage- 
able toxicity. DLT con&f@ of diarrhea and dehydration. Pts are pmsentty 
accruing at DL 5 (C: 220 mglm2.0: 100 mgIm2 and T 2.75 mg/m2) in order 
to define the RD. There is evidence of activity in untreated MCRC; a formal 
phase II study is planned. 

Funding support from AstraZeneca, drugs also supplied by Sanofi Syn- 
thelabo and Pharmacia Canada Inc. 
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A phase II st\ldy of weekly irinotecan (CPT-11) and oral uracil 
+I ftO&Ur (UFQp!usfolink acid (FA) as first line treatmetit 
in advanced colorectal dancer (CRC) 

J.‘, M. Mendez2, P. Alfonso3, E. Gonzalez4, E. Pujo15, 
C. Castanon’, P. Cerezuela7. ‘H Universitario de $alamance, Medical 
OnwIbg~ Salamanca’, Spain; 2 k de Mosthles, Medical Onwl~ Madrid, 
Spain: 3 H Gregorio Ma&ion, Medical Oncolm, Madrid, Spain; 4 H V&en 
de las Niaves, Medical Onbobg)! Granada, Spain; 5 H Rio-Hortega. 
Medical Oncolo~ Valladolid, Spain; 6 H V&en Slanca, La&, Spain; 7 H 
Naval de/ Mediterdneo, Cartagena, Spain 

Purpose: The aim of this prospective phase II study was to determine the 

efficacy and toxicity profile of weekly CPT-11 and oral UFDFA as first line 
treatment of advanced CRC. 

Patients and methods: Patients wtth advanced CRC, not treated previ- 
ously withchemotherapy for metsstatic disease, at least 1 bktiiensfonafly 
measurable lesion, ECCG PS q or = 2 (patients ok&than 75 yearsECOG 
PS < or = 1) and with adequate bone marrow, renal and hepatic function 
were included in the study. Exclusion criteria were previous treatment with 
any topoisomerase I inhibitor, or any intestinal pathology. Patients were 
treated with CPT-II (125 mgIm2) given as an iv 90-minutes infusion, on 
days 1, 6 and 15 and UFT (200 n$m2lday) plus FA (46 mgiday) gtven 
orally on days l-21. Cycles were repeated every 4 weeks until progression, 
unacceptabte toxic& or consent withdrawal. 

Rest& Thirty-four patients were enrolled (M/F, 19/16) wtth a median age 
of 62 years old (44-80). ECCG PS was O-1 in 82% of patter&. Primary tumor 
sites were colon (21) and rectum (13). Histology was ade&caminoma in 
all cases. Previous treatment induded surgery (109%) radlotkrapy’(23%) 
and adjuvant chemotherapy (39%). Median number of invotved ‘sites was 1 
(41% with 2 sites or more) localed in liver (74%), lung (al%), &mph nodes 
(12%), skin (3%) and bone (3%). A total of 141 cycles (maan.5, range 
l-6) and 430 infusions (median 15, range 2-18) were administered to 34 
patients, all of which were evakrable for toxicity. Grade ill/lV neubopenia was 
observed in 2 cycles(l%) and febrile neutropenia in 1 cycle (1%). Noother 
grade III/IV hernatok@c toxicity was reported. Late diarrhea (6% of cycles), 
nausea andvomiting, fever,without neutropenia, allergic reaction, tenesmus 
and colic pain in 1% of cycles were the only grade ltf/lV non-hematologic 
toxicities observed during the study. Efficacy: Four patients were considered 
not evaluable for efficacy due to 2 adverse events (aileigid feacbon and 
gastrointestinal intolerance), 1 early death (cardiac ,inst&iency) and 1 
consent withdrawal. of 30 patients evatuabfa for effii, 1 akhlevad CR, 9 
PR, 11 SD and 9 progressed resutting in an ORR of33% (Cl Xi%: 16-60). 
Median time to progression and duration of msponse was 7.0 monfhs (Cl 
95%: 5.763) and 4.9 months (2.7-7.2). respectively. 

ConcluslowWeekly irktotecan in combination with oral UFT!FAtsactlve 
as first line treatment in advanced CRC with a manageable toxicity profile. 
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A phase II study of bfweek 
5;flugrquracll(5-f%) as fir 2 

irinotec+~.(C%l 1 and 
‘line tre;atment iii a kt ancedor 

metastatk colorectil cancer (CRC) 

J. Salvador’, Ft. Bernabe’, M. Bolarios*, P. Borrega2, M. Vafladaress, 
M. Cobo4, J. Reinas, M. Gomez-RetnaB, P. Gatluk7. J. Morer#Ntiuetra’ 
I H Virgen del Rocio, Medica! Oncology SdWla~ Spain; 2 f-i San P&ho de 
Alcantara, Medical Oncology, Caceres, Spain; 3H Juan Cana/& MedIcal 
Onwlo~, A conu?a, Spain; 4 H Carfos Haya, Medica 4%~~ hfalaga, 
Spain: 5 H Juan Ramon Jimenez, Medkat Oncologp: Hbelva, cf$ain; 6, H 
Puerta de/ Mar, Ccidz, Spain: ‘, H de Puerto Real, C6diz: Spain 

Purpose: To evaluate the efficacy and safety prpfita of a biweekly com- 
bination of CPT-11 and 5-FU as first line chemotherapy in patients with 
advanced or me&static CRC. 

Patferrts and methods: Patients with histologically confirmedCRG, wtth- 
out previous chemotherapy formetastatic d&ease; dtfeas~bidikYrensionally 
measurable lesion, ECCG PS c or I 2 and withadaquate bone marrow, 
renal and hepaUc function were ekglble for this study. Exdusion criteria 
were previous treatment with any topoisomerase I inhibitor and any other 
intestinal pathdogy. Patients were treated with CPT-11 (1’50 mg/mZ) given 
as a go-minutes iv infusion, on days 1 and 15 foflowed by a four-day con- 
tinuous iv infusion of 5-FU (1000 mglm2/day) on days 14 and 16-16 every 
4 weeks until progression, unacceptable toxidty or consent withdrawal. 

Resutts: Eighty-two patients were enrolled (M/F, 5Of3$): lv@&h age was 
61 years (35-78). The ECOG PS was O-1 in % of patients. Primary tumor 
sites were colon (48) and rectum (34), Tumour h&ology was adenocarci- 
noma in all cases. Previous treatment included surgery (!3&!& radtterapy 
(17%) and adjuvant chemotherapy (39%).j&dian number of involved sites 
was 2 (76% with 2 sites or mors).A total of 364 cystas (median 4,ranga O-12) 
and 719 infusions (median 8, range I-24) were acbnfnistered in 62 patients 
with a median relative dose intensity of 90% and,89%.for CPT-tj ar$5FU, 
respectively. All patients were evaluated for safety amity&s. Grade lltrJIV 
hematologtc toxicity per cyde included neutropenia (1%). Febrtre neutrope- 
nia was observed in 1 cycle:Grade Ill/IV nenheniatologto toxicity per cycle 
induded mucositis (6%). late dtarthea (2%). nao;;ea ,(2%),. vornitihg (1%) 
and asthenia (1%). Effkacyz At the moment, 10 patients ate stft!und&golng 
treatment and 6 were considered nof evaluable for N due to adverse 
events in 5 patients (mucositii grade IV, cardiac toxicity.arid fever), death in 
2 patients (cardiac failure and sudden death) and cow& withdrawal in 1 
patient. Cf 66 patients evaluable for efficacy, 6 auhisvad CR, 19 PR, 30 SC 
and II progressed resulting in an ORR of 36% (Cl 95%: 26-50). Madien 


