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MRI and endoluminal ultrasound result in different staging In
5 out of 17 patients with anal cancer

T. Wiegel', W. Kroesen2, W Pegios3, St. HOCht', A. Peterseln', T. Vogl3,
W. Hlnkelbein

'
. 1Dept. of Radiotherapy; 2Dept of Surgery,

University-Hospital 8enJamin Franklin, Frele Universitilt; 3Dept. of
Radiology, Virchow Klinikum, Humboldr·Universitiit, Berlin, Germany

Purpose: In cancer of the analcanal endoluminal ultrasound (US) IS the
slaglng modality of choice. Treatment of choice is chemoradiotherapy.
Accurate staging IS extremely important as many clinicians treat patients
with T112 tumors with a lower dose of AT and CT than in T3I4 tumors.
Because there are no data available in the literature we investigated the
role of MRI in the staging of analcanal cancer and compared it with
endolumlnal US.

Methods: 17 patients underwent both, MAl with a body COil and US.
Tumor stage by US was the follOWing: uTl «2 cm): 3; uT2 (2-5 em): 9;
uT3 (>5 em): 3 and uT4: 2. Positive lymph nodes were seen in 4 patients.

Results: In 5 out of 17 patients (30%) a higher stage was seen using
MAl. In three cases the stage was changed from nl2 up to T3 and therefore

and high costs of treatment and ils' possible side effects on patients' Ql.
In a randomized phase III tnat, 142 patients with advanced CRe were
treated wrth 5-fluorouracll and either Interferon a-2b or folinic acid. For the
OL self-assessment belore and dunng chemotherapy, a major end point
of the sludy, patients used the validated EORTC OLO-e30 questionnaire.
which conSiStS of 5 functional scales (phYSical state, ability to wor\(. and
cognttlve, emotional and social state), 9 symptom scales (pain, nausea,
vomiting, fatigue, dyspnea, loss of appellte, sleep disturbances, diarrhea.
and constipation), and one global OL scale. Next to the above 15 QL
scales we tested 20 covariates for their relevance as PF and survival. In
univanate analysis, response to therapy, performance status (PS), appetite
loss, physical. emolional, and role funcllon as well as AP, 8GOT, SGPT.
and WBC had a significant impact on survival. However verifying the
Influence of these vanabies on sUlVlval in a multivanate setting reduced
the number of significant prognostic factors to only three: a Kamofsky PS
> 70% (p = 0.003), little or no loss of appetite (p = 0.003), and a wac
< 10.000 (p < 0.001). A classlflcallon including these three PF was able
to distinguish between low-nsk patients, who survived a median of 12
months, and high-risk patients, who had a median sUlVlval time of only 3
months. Therefore, thiS prognostic classification can facilitate the decision
whether patients With advanced CRC should be considered for systemic
chemotherapy
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Orthotopic transplantation of intact human colorectal and
pancreatic tumor tissue in nude mice

J.H. Cui, U. KrOger, I Vogel, J. LOttges'. D. Henne-Bruns, B. Kremer,
H. Kalthoff. Research Group Molecular Oncology, Department of General
Surgery and Thoracic Surgery; 'tnstitute for Pathology, University Hospital
of Kiet, Germany

Purpose: A relevant model of human gastrointestinal cancer in nude mice
will Improve our understanding of carcinogenesIs and cancer metastasis.

Methods: We have established an OrthotOPiC transplantation model in
nude mice With Intact tissues 01 human colorectal and pancreatic ean•
cers. The biological charactenstlCs of the original and the corresponding
transplanted tumors were Investigated by HE staining, PAS staining and
Immunostalnlng.

Results: (1). There were totally 9 of 16 surgical specimens growing
In nude mice subcutaneously and/or orthotopically (416 colon and 5110
pancreatic cancer). FreeZing of tissue specimens and tumor cell content
of the specimens Influenced the take rate of transplanted tumor. In the
group of fresh tumor tissues with greater than 50% tumor cell content, the
take rate was 100% (313 pancreatic and 313 colon). (2). The transplanted
tumor closely resemble the original tumor morphologically and biologically.
inclUding TAA expression such as CEA by immunostalning, and CEA level
in the serum of mice. (3). The detection of dissemination of cancer cells can
be achieved by immunostalning. (4). Antigen expression of Ki-67, K-ras,
17-lA and AA-96 were associated with the potential of tumor groW1h In
nude mice.

Conclusion: An orthotopic transplantation model and a sensitive de•
tection method lor human colon and pancreatic cancer in nude mice were
established. This study will be helpfUl for monitoring therapeutiC intervention
strategies for micrometastatic disease.

this disease and tM combination with CPT 11 is therefore a priority. Adding
these two non-eross-reslstant drugs without overtaping toxicities was the
rationale of this altematlng schedule. Treatment Schedule: CPTll' 350
mg/m2 iv. 90 mn (day 1) and 5 FU. 425 mg/m2 iv 15 mn, immediately after
FA 20 mg/m2 iv push, daily times 5 (d22 to d26) every 6 weeks.

Population: Pts With metastatic CRC and bidimensionally measurable
leSions, no prior CT or only adjuvant regimen ended more than 6 months
before study entry. Age. 18-70 years, PS 5 2; adequate hematological,
renal and hepatic lunctions Tumor assessment is performed every 2 Single
cycles.

Results: 33 pts have been treated' 18 men (55%), 15 women (45%),
17 colon (52%), 13 rectum (39"10), 3 rectosigmoid (9%). 15 PS = 0 (45%).
18 PS = 1 (55%). Preliminary efficacy results (after at least 2 single cycles
completed) reViewed by Extemal Response Review Committee among 29
evaluable palients show: 9 PA. 4MA. 1380 and 3PD. Out of 133 performed
single cycles, 22 (16%) have been delayed (14 CPTll cycles and 8 5 FU
cycles) and 11 cycles (8.3%) have been performed With those reduced (8
CPT11 cydes and 3 5 FU cycles). Toxicity: (>WHO grade 2): preliminary
results on 30 evaluable patients are neutropenia (6 pts - 20%). febrile
neutropenia (4 pts - 13%), vomiting (2 pts - 70%). diarrhea (6 pts - 20%),
mucositis (3 pts - 10%) and cholinergic syndrome (1 pt - 3.3%).

Conclusion: These preliminary results indicate that an alternating sched•
ule of CPT11 and 5 FUIFA is feasible and that the antitumor activity is
promising in metastatic CRC.
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Phase II stUdy of 24 hours-Infusion of 5-fluorouracil and high
dose folinic acid In patients with progressive or recurrent
cotorectal cancer (CRC)

J.T. Hartmann1, C.H Kohne2 , H.-J. Schmoll3, C. Kollmannsberger' ,
L. Kanz', C Bokemeyer1 . ' Dep. of Hematology/Oncology/Immunology
Eberhard-Karls-University Medical Center fI, TObmgen;
2Humboldt-Universltat, Berlm; 3Martin-Luther-University, Halle, Germany

Purpose: To evaluate the therapeutic activity of 24 h continuously infused
5-FU modulated by HD-folinlc aCid (FA) In pts with metastatic CRC who had
recurred or progressed following bolus 5-FU based chemotherapy (CTX).

Patients and MethodS: 42 pts. 27 men and 15 women With a median
age of 59 years (45-76). were enrolled. Kamofsky status: 90% (8D-l00);
prevIous CTX regimens. bolus 5-FU/FA acid n = 31 (74%), c.L 5-FU ±
IFN-a2 n =9 (21%). other n ,,2 (4%). Treatmenl schedule: 500 mg/m2 FA
given as 2-h infusion followed by a 24 h infusion of 2 6 g/m2 5-FU once
weekly x 6 (I.V.).

Results: All pts were assessable for toxicity and for response evaluation
havmg completed at least 1 fUll course of ctx. No CR but 6 PR were observed
[OAR, 14% (CI95%: 3.5-25.1%)]. The median response duration was 7.3
mon (1.4-10.6), median survival 11.6 mon [2-27 (CI95%: 9.4-13.8)) and Ihe
l-year-survival rate 46%. SDIMR were achieved in another 25 pts (61%).
Median trealment duratIon was 19 weeks (range, 6-48). WHO "III/IV diar•
rhea occurred In 26%, mucositis, nausea/vomiting and hand·foot-syndrome
In 5% each of patients. No severe infectionlfever or evidence of hemato•
logical toxIcity was observed, excepl WHO "III anemia and leukocytopenia
(each 5%). Dose reductions In 11 pts and subsequent stop of treatment
in 2 pts had 10 be performed because of unacceptable diarrhea. PO while
receIVing previous ctx was associated With lower responSe rate (p = 0.02),
shorter PFI (p =0.02) and survival (p =0.01) as compared to the subset of
pts who achieved temporary SO.

Conclusion: C.1. Infusion of 5-FUIFA displays activity in advanced CAC
With toxiCity being acceptable. Pts who had echieved at least SO during
prevIous bolus 5-FU based CTX appear to benefit from second-line conlin•
uously infused 5·FUIFA. Ouestions remaintng to be addressed In order 10
optimize the approach include (1) the optimal start dose of 5·FU (2) whether
FA can be reduced or eliminated to achieve a better tOXICity profile and
lower costs.
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Quality of life (Ql) Is a prognostic factor (PF) for survival In
patients with advanced colorectal cancer (CRC)

R.U. Hilgenfeld,·3. U. Mansmann2, I. Guggenmoos-Holzmann2, E. Thiel',
E.D. Kreuser'. ' Dept. HematoUOncot; 2Dept. of Statistics, 8. Franklin,
Medical Center, Free University; 3Dept. of Internal, Med., St. Joseph
HospItal, Berlm, Germany

Recent years have seen a discussion on which group of patients should
be offered chemotherapy for advanced CRC regarding the limited efficacy
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