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rest. Patients are treated until unacceptable toxicity or disease progression. 
Statistical tests to assess survival include Wilcoxon supported by Log Rank 
and a nonparametrtc analysis of covanance (Tangen and Koch, 1999 and 
2000). 

Resulta: Patient accrual of the integrated cohort was completed in March 
1999. Median follow-up time is 36 months by February 2001. Analysis of 
the data will occur following the unblinding of TMTX-0034. 

Conclusion: TMTX-0034 and TMTX-509 are two definitive Phase Ill 
trials in first-line ACC. Final results will be available at the time of the 
presentation. 
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Purpose: The New Classification has been shown to be superfor to Dukes, 
Astler-Caller and TNM as a predictor of individual prognosis in Israeli and 
American CRC pts after surgery with curative intent (Cancer 86: 782-792, 
1999). This study compares five classifications of CRC in a cohort of 
Japanese pts, after surgery with curative intent. 

Methods: Retrospective study of 504 Japanese CRC pts. Minimal fol- 
low-up: 5 years after surgery with curative intent. Sources of data: Japanese 
cancer registry fom?s, inpatient and outpatient files, and departmental fol- 
low-up registers. Tumors were staged according to Dukes, TNM, Astter- 
Caller, Japanese Society of Colorectal Cancer (JSCCR),‘and the New 
Classification. Kaplan-Meier survival curves (diseasefree, observed, and 
adjusted for CRC deaths only) were calculated for each classtfiition. Sta- 
tisttcal significance of differences among the various survival curves was 
assessed by Log Rank. The 5 classifications were compared by multivariate 
regression analysis (Cox). 

Rest@: All 5 classlftcations yielded disease-free, observed, and CRC- 
related survival curves that were highly significant (p < OQOOI). JSCCR 
stages 3a, 3b (in which JSCCR differs from TNM) did not differ significantly 
in anysurvtval parameter (p = 0.0756, p = 0.1644, p = 0.1791 respectively). 
Muttivanate regression analysis identified the New Classification as the 
most predictive of recurrence and survival (p < 0.0001). 

Conclusions: 1. The New Classification is a superior predictor of indivtd- 
uat prognosis following curative resection of CRC in Japanese pts as well. 
2. The J,SCCR classification of stage Ill CRC is not superior to TNM. 
. This study was partially funded by a UICC fellowship (ICRElT no. 
9911999). 
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Venous Invasion (V.I.) as a prognostlc Indicator In TNM-II 
colorectal carcinoma (CRC) 
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Purpose: In Israeli CRC pts after surgery with curative intent, V.I. +/- has 
been shown to define two subsets in each Dukes and Astter-Caller stage, 
that differ significantly in recurrence and survival (Europ J Cancer, voI29A, 
Suppl6, p S99, 1993). This study assesses if V.I. defines two prognostically 
ditinct subsets among Japanese TNM-II CRC pts as well. 

Metftods: Retrospective study of 504 Japanese CRC pts. Minimal fol- 
low-up: 5 years after surgery with curative intent. Sources of data: Japanese 
cancer registry forms, inpatient and outpatient files, and departmental fol- 
low-up registers. 151 pts (30%) had TNM-II tumors; V.I. was identified in 56 
(37.1%) of them. Disease-free, observed, and CRC-related survival curves 
(Kaplan-Meier) were calculated for TNM-II V.I.(+) and for TNM-II V.I.(-) pts, 
and compared for statistical significance (Breslow). 

Results: V.I.(+) was assoctated wkh an increase in IocaVregional as 
well asin distant recurrence in TNM-II CRC following surgery wtth curative 
intent. Diseasefree, observed, and CRC-related survival of TNM-II V.I.(+) 
pts were significantly worse than those of TNM-II V.I.(-) pts (p = 0.0129, 
D = 0.0077. D = 0.0141 resoecttvelvl. DFS at 5 vears was 93% for TN&II 
V.t.(-),,and76%forTNM-II’V.I.(+),” 

ConClusions: 1. As in Israeli pts, substaging Japanese TNM-II CRC pts 
by V.I. defttes two patient subsets that differ signiftcantly in recurrence and 
survival. 2. Consequently, it is suggested that selection of TNM-II CRC 
pts for adjuvant treatment could be based on the presence of V.I. 3. This 

method requires no sophisticated or expensive equipment or tests, and it is 
immediately applicable in any heatth-care system worldwide. 
. This study was partially funded by a UICC fellowship (ICRETT no. 
99/l 999). 
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Purpose: Future developments in adjuvant modalities may require substag- 
ing of node-positive CRC that is accurately indicative of individual prognosis, 
and upon which choice of agents, dosage and intensity of adjuvant treat- 
ment may be based. Venous invasion (V.I.) has been shown to be a superior 
definer of subsets of Israeli and American node-positive CRC pts, that differ 
signtficantty in recurrence andsurvival (Ann Surg Oncol6: 161-165,1QQ9). 
This study compares 5 methods for substaging nodeposttive CRC in a 
cohort of Japanese pts following surgery wlth curative intent. 

Methods: Retrospective study of 504 Japanese CRC pts. Minimal 
follow-up: 5 years after surgery wtth curative intent. Sources of data: 
Japanese cancer registry forms, inpatient and outpatient files, and de- 
partmental follow-up registers. 146 pts (29.4%) had nodepositive ‘disease 
[epicolic/paracolic LNs (Nl by the Japanese (JSCCR).dasstftcation) in fO3 
pts; intermediate LNs (N2) in 41 pts; main LNs (ti3) in 4 pts]. These 146 
pts were substaged according to 5 methods: l-3 versus 4 or more (TNM 
NlM2); l-4 versus 5 or more (GITSG Cl/C2); Astter-Coller Cl/C2; JSCCR 
Nt/N2+3; and by V.I.+/-. Disease-free, observed, and CRC-related survival 
curves (Kaplan-Meier) were calculated for each method, and compared for 
statistical significance (Breslow). 

Results: Substaging bv TNM Ni/N2. GITSG Cl/C2, and V.I.+/- defined 
subsets that differ&~si&ficantly in disease-free, observed, and CRC- 
related survival. Substaging by Astler-Caller Ci/C2, and JSCCR Nl/N2+3 
was not statistic&y significant-(p = 0.6079, p = 0.1171, p = 0.0996; and p = 
0.0845, p = 0.2000, p = 0.2513 respectively). 

Conclusions: 1. S&staging node-positive CRC by V.I. was the only 
method that defined subsets that differed significantly in disease-free, 
observed, and CRC-related survival in Israeli, American and Japanese CRC 
pts alike. 2. This method has obvious biologic and oncologic significance, 
for k separates pts that have onty lymphatic spread from pts that display 
microscopic hematogenous spread as well. 3. Consequently, we believe 
that V.I. is the method of choice for substaging node-positive CRC. 

l This study was partfatty funded by a UICC fellowship (ICRETT no. 
99/1999). 
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Preoperative chemoradlotherapy (CHT-RDT) In locally 
advanced rectal cancer (RC). Preliminary results 
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Objective: To assess the efficacy and toxicity of neoadjuvant ChT-RDT with 
5ftuorouract@-FU) continuous infusion (Cl) in locally advanced RC. 

Materials and methods: From 4/96 to 3/2000, 90 patients (pts) with 
locally advanced RC (stage II y Ill) have been treated in a single centre 
with 5 days Cl of 5-FU 300 mglm2/day every week (w) concurrently with 
external beam RDT 45 Gy (1.8 Gy/aession& session/w). Between the sixth 
and the eigth w after preoperative treatment, radical surgery was planned 
followed by postoperative ChT with &FU-Fotinic Acid bolus. if there wasn’t 
any evidence of progressiqn disease (PD). 

Fb5ults: 90 pts. 62 men and 28 women, wtth a median age of 62 years 
(20-76) were included. There were 76 resectable and 12 unresectable 
tumors. Stages: Ill, 72 pts (80%); II, 14 (15.6%); T3-T4 Nx 4 (4.4%). One 
evaluable patient didn’t finish ChTbecause of an anglnous pain. Grade Ill-IV 
gastrointestinal toxicity was observed in 1 pt. In 3 pts (3.3%) systemic PD 
was detected at the end of preoperative ChT-RDT. Surgery was performed 
in 69 pts: radical in 85 (96%) and palliative in 4 (4%). Surgical procedures 
included: anterior resection in 51 (57.3%) abdominopenneal resection in 
36 (40.4%) and other procedures in 2. In 25 pts (41%) anal sphincter 
was spared. Pathological response rate was 70%: 14 complete response 
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(16%) and 49 partial response (54%), includmg 21(43%) with microscopical 
residual disease. tn 24 patients (27%) stable disease was achieved. No 
pts progressed locally. There was 1 postoperative death (1 .I%). The overall 
survival in 12 monttisis 935%. With a median follow up of 15 months, 72 
pattents with radtwt surgery still alive anddtsease-free (84.7%), 8 are alive 
with disease (9.4%) and 5 have died (5.8%): 1 from PD. 2 from treatment 
complicattons (1 surgery, 1 postoperative ChT) and 2 from other causes. 9 
recurrences were detected: 8 systemic and 1 local pius systemic. 

Condusfons: Preoperatfve treatment with Cl of 5FU and RDT in locally 
advanced RC was well tolerated, with a remarkable response rate and anal 
sphincter sparing. Our pathological complete responses are lower than 
other authors. This may be due to more stage Ill pts, or the performance 
of an exhaustive pathotogicaf finding of residual microscopic disease after 
surgery. Results are too preliminary to ascertain if this approach will impact 
on survival. 
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Multicenter phase II study of irinotecan as second line 
chemotherapy in metastatic colorectal cancer after prior 
exposure to infusional 5-FU based chemotherapy 
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Purpose: The present study investigated lrinotecan as second line chemo- 
therapy in patients (pts) wtth prior exposure to a weekly schedule of folinic 
acid 500 ms/m2 i.v. followed by 5-FU 2.6 g(ms given i.v. over 24 hours 
for metastatic disease. Patients with histologicatly wnfirmed adenocarci- 
noma of the colon or rectum, measurable rnetastatic progressive disease 
and adequate bone marrow, ltver and renal function were entered into the 
study after informed consent. Previous 5-FU based adjuvant CT and/or 
radiotherapy were allowed. 

blefhode: kinotecan was given at a dose of 350 mgIm2 (380 mglm2 
for pts with WHO performance status of 2 and/or age > 70 years) i.v. 
over 30 min. every 3 weeks until progression of disease or occurrence of 
unacceptabte toxicity. 

Results: 111 pts. entered the study. 67 mate, 44 female, median age 58 
(33-84) years, median performance status 0 (O-2). After exctusion of 1 pt 
who never received treatment 110 pts were assessable for safety and 102 
pts for tumor response. 110 pts received a totat of 629 cycles of lrinotecan 
with a median no of 4 cycles per patient. The response rate was 11% [95% 
Cl 5-17) and the NC rate was 65% [95% Cl 64--790/o]. The median time to 
progression and median survival were 4 and 9 months. 9% responses, and 
85% NC were obtained in 96 pts with resistant disease. 2 PR and 4 NC were 
achllved in 8 pts with progressive disease between 4 to 12 months after 
end of first line CT. NCIC-CTC grade 3/4 toxicities inckkfed neutropenia 
39% of pts., thrombopenia 2%, delayed diarrhea 20%. infection 7%, fatigue 
7% and elevation of bllirubin 10%. 

Concfusion: In case of failure of infusional modulated 5-F& frtnotecan 
had wnsiderable effi and an acceptable, safety profile. The efftcacy of 
frtnofecan in’ the present study is comparable with that obtained in other 
phase II studies using various 5-FU based regimen as first line CT. These 
results indicate that the efficacy of lrfnotecan in second fine treatment is 
widely independent of the previously used 5-FU based regimen. 
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Activity and saf+y of $apecltabine and irinotecan (CPFI 1) in 
associatioi3 as ffrsk line chemotheiadv in advanced 
colorectal cancer @CRC) 
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Purpose: The primary endpoint of this multiinstituttonal phase II study is to 
evaluate activity andtolerabittt of thecombination of CPTll + Capecitabine. 
Both drugs are acttve against ACRC wfth synergkst cytotoxicity in preclinical 
studies. 

Methoda: Between Juty 1999 and March 2001,102 pts with ACRC were 
enrolled and randomized to receive: arm A: CPTII 300 mglma on day 1 
ebery 3 weeks; amr B: CPTll 150 mg/m2 day 1 and 8 every 3 weeks; 
Capecttabine was administered in both arms at the dose of 1250 mgIrn2 

twice daily from day 2, for 14 days. Preliminary rest&s-are avattabte about 
the first 47 consecutive pts enrolled in the trial, The main cb&ctedsttcs 
are: arm A 24 pts; Arm B 23 pts; MIF 2304; median age 59 years (38-76); 
primary tumor: colon 36, rectal 17. 

+lesults: 34 pts are valuable for response: 6 CR (A2 B4) and 15 PR 
(A: 11; B: 4) were achieved wtthan overall fespon&r rata of 8t.7% (21&f). 
Fortyfour pts are valuabte for toxtcky. Grade 3-4 tn?atmer+refated. toxtdty 
observed per pts was: Arm A hand-foot eyndromel(4), diarrhea:(S), anemia 
(2) and neutropenia (1): Arm B nausea (3), diarrhea (4) and neutropenia 
(2). One drug-related death occurred for gastmintestinal toxfcity lh arm B. 
Thus, the dose of both drugs have been reduced as follows: CPTtl, A: 248 
mg/m2 day 1 q21, B: 120 mglm2 days 1 and 8 q21; capecttabine twice daily 
lOOOmg/m2fromday2for14daysq21. 

Condusions: The pretiminary results suggest mat me. combination of 
capecttabine and CPTll is clinically active. In orderto improve .the safety 
of the combination the schedule has been modltied, with a better toxicity 
profile. 

Acknowledgments to I.T.M.O. Group for edttortal assistance. 
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Acute morbidity following short coursepr,+o$wWve 
radiotherapy in operable t-e&al cancer: idenfificiitjirn of 
associated factors 

A. Hartley’, S. Giridharanl, L. Gray2. L. Billtngham*, T. tsrnai13, J. Geht 
’ Cancer Centre at the Queen Elizabeth Hospkal, ‘Clinical &wlcg~ 
Birmingham, United Kingdom; zCRC institute of Cancer Stu&s, 
Statistics. Birmingham, United Kingdom: 3 University Hospital, Surge/X 
Birmingham, United Kingdom 

introduction: Short wurse preoperative radiomerapy..(sCPRT) (25Gy in 5 
fractions over 1 week) has been shown to reduce tocoregtonat re&ence 
and improve overall survival in operable redal cancer. However, there sre 
concerns regarding the toxicity of SCPRT. The aim of kissjudy was to 
document the eady wmplicattons (within 3 months) in patients receiving 
SCPRT and to identify the factors associated with acute niorbiiity. 

Methods: Ail patients racetving SCPRT between 1 Jan 1998 and 31 
Dee 1999 were included. information on each patient incteding age, sex, 
radiotherapy (RT) technique (field dimensions. beam arrangement and 
energy), surgical details (time from starting RT to date of. surgery, type of 
operation, in-patient stay and morbtkfity/mo+tatky within 3 months); histotogy 
(Dukes stage and circumferenttal margin) were obtained! -Ur$vartate and 
multivariate analysis were performed on the above cc-va&tes. 

Results: Ona hundred and seventy seven patients referred from 8 cantres 
were identified. Mortattty at 30 days and 3 monthswas 6% kwxl8% respec- 
tively. Compficattons occurred in 38% of patients (wound 13%. pelvic sepsis 
7%, anastamosis 6%, thromboembofic 4%, haemonhage :3%, other 11%). 
Age (p=O.O38), RT field length (p&027) and time to surgery (p&017) 
were stgnitkantty associated wlth an increased risk of complications on 
muttivartate analysis. 

Conchmfons: Based on our results we would advocate surgery-within 
ten days of commencing SCPRT. This recommendation i.s cot-&tent with 
the protocols of the Swedish Rectal Cancer Trial and the ongoing MRC 
CR07 trial. 
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The addition of continuous infrision 5-FU to preopqattve 
radiotherapy increases sphincter preservation in locally 
advanced low rectal cancer 
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Purpose: To compare the results of preoperative chemo+kotherapy 
(CXRT) to radiotherapy alone in two large, single instttutional experiences. 

Patient and Methods: Between 1978 and 2800, 455 localtied, non- 
metastattc dinically staged T3 rectal cancer patients from two instftutions 
were treated with praoperattve radiotherapy. Patients at institution 1 (INTl, 
ns245) were treated wtth petvic CXRT exclusively. They were compared 
to ,patients at institution 2 who were treated with pelvic radIotherapy atone 
(INT2a n=144) inittalty, andCXRT (INT2b, r&6) more recentty following a 
port change. Both institutttns used 45 Gy@jfx, white INT2 used 20 Gy/5fx 
in seleded cases (ns20). Concurrent chemotherapy cons@ted of concur- 
rent continuous infusion 5-FU 1600 mg/(m2-weak) in both tntit&ons. The 
endpoints were sphincter preservation (SP), relapse-free survival (RFS), 
and local control (LC). 


